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FOREWORD

If the knowledge is
undigested or simply wrong,

more is not better

How to communicate and disseminate numerical data effectively in chemical
science and technology has been a problem of serious and growing concern to
IUPAC, the International Union of Pure and Applied Chemistry, for the last two
decades. The steadily expanding volume of numerical information, the
formulation of new interdisciplinary areas in which chemistry is a partner,
and the links between these and existing traditional subdisciplines in
chemistry, along with an increasing number of users, have been considered as
urgent aspects of the information problem in general, and of the numerical
data problem in particular.

Among the several numerical data projects initiated and operated by
various IUPAC commissions, the Solubility Data Project is probably one of
the most ambitious ones. It is concerned with preparing a comprehensive
critical compilation of data on solubilities in all physical systems, of
gases, liquids and solids. Both the basic and applied branches of almost all
scientific disciplines require a knowledge of solublllties as a function of
solvent, temperature and pressure. Solubility data are basic to the
fundamental understanding of processes relevant to agronomy, biology,
chemistry, geology and oceanography, medicine and pharmacology, and metallurgy
and materials science. Knowledge of solubility is very frequently of great
importance to such diverse practical applications as drug dosage and drug
solubility in biological fluids, anesthesiology, corrosion by dissolution of
metals, properties of glasses, ceramics, concretes and coatings, phase
relations in the formation of minerals and alloys, the deposits of minerals
and radioactive fission products from ocean waters, the composition of ground
waters, and the requirements of oxygen and other gases in life support systems.

The widespread relevance of solubility data to many branches and
disciplines of science, medicine, technology and engineering, and the
difficulty of recovering solubility data from the literature, lead to the
proliferation of pUblished data in an ever increasing number of scientific and
technical primary sources. The sheer volume of data has overcome the capacity
of the classical secondary and tertiary services to respond effectively.

While the proportion of secondary services of the review article type is
generally increasing due to the rapid growth of all forms of primary
literature, the review articles become more limited in scope, more
specialized. The disturbing phenomenon is that in some disciplines, certainly
in chemistry, authors are reluctant to treat even those limited-in-scope
reviews eXhaustively. There is a trend to preselect the literature, sometimes
under the pretext of reducing it to manageable size. The crucial problem with
such preselection - as far as numerical data are concerned - is that there is
no indication as to whether the material was excluded by design or by a less
than thorough literature search. We are equally concerned that most current
secondary sources, critical in character as they may be, give scant attention
to numerical data.

On the other hand, tertiary sources - handbooks, reference books and other
tabulated and graphical compilations - as they exist today are comprehensive
but, as a rule, uncritical. They usually attempt to cover whole disciplines,
and thus obviously are superficial in treatment. Since they command a wide
market, we believe that their service to the advancement of science is at
least questionable. Additionally, the change which is la':ing place in the
generation of new and diversified nJmerical data, and the rate at which this
is done, is not reflected in an increased third-level service. The emergence
of new tertiary literature sources does not parallel the shift that has
occurred in the primary literature.

vii



viii Foreword

Wlth the status of current secondary and tertiary services belng as
bnefly stated above, the innovative approach of the Solubility Data Project
lS that ltS compllatlon and crltlcal evaluatlon work involve consolldatlon and
reproces~lng serVlces when both actlvities are based on intellectual and
scholarly reworklng of information from primary sources. It comprlses compact
compllatlon, rationallzation and simplification, and the fitting of lsolated
numerlcal data lnto a critically evaluated general framework.

The Solub~l~ty Data Project has developed a mechanism which involves a
number of innovatlons ln exploiting the llterature fully, and which contains
new elements of a more lmaglnatlve approach for transfer of reliable
lnformatlon from prlmary to secondary/tertlary sources. The fundamental
trend of the Solub~l~ty Data Project ~s toward integration of secondary and
tert~ary serv~ces w~ th the object~ve of producing ~n-depth cr~t~cal anal ysis
and evaluation which are characterist~c to secondary serv~ces, ~n a scope as
broad as convent~onal tert~ary serv~ces.

Fundamental to the phllosophy of the proJect lS the recognitlon that the
baslc element of strength is the active participation of career scientists in
It. Consolldatlng primary data, producing a truly critlcally-evaluated set of
numerlcal data, and synthesizing data in a meaningful relatlonship are demands
consldered worthy of the efforts of top scientists. ':dreer scientists, who
themsel ves contr lbute to science by their invol vement ln active sClentif lC
research, are the backbone of the project. The scholarly work is commissioned
to recognized author it les, lnvolv ing a process of careful selection in the
best traditlon of IUPAC. This selection in turn is the key to the quality of
the output. These top experts are expected to view their specific topics
dlspasslonately, paying equal attentlon to their own contributions and to
those of their peers. They digest llterature data lnto a coherent story by
weedlng out what is wrong from what is believed to be rlght. To fulfill thlS
task, the evaluator must cover all relevant open literature. No reference
lS excluded by design and every effort lS made to detect every bit of relevant
prlmary source. Poor quality or wrong data are mentioned and explicitly
dlsquallfled as such. In fact, it is only when the reliable data are
presented alongslde the unreliable data that proper Justlce can be done. The
user lS bound to have lncomparably more confldence ln a succinct evaluatlve
commentary and a comprehens 1 ve reVlew with a complete bibliography to both
good and poor data.

It lS the standard practice that the treatment of any given solute-solvent
system consists of two essential parts: I. Critical Evaluation and Recommended
Values, and II. Compiled Data Sheets.

The Critical Evaluation part gives the following information:

(il a verbal text of evaluation which discusses the numerical
solubllity lnformation appearing in the primary sources located in
the llterature. The evaluation text concerns primarily the quality
of data after consideration of the purity of the materials and
their characterizatlon, the experimental method employed and the
uncertainties in control of physical parameters, the
reproducibility of the data, the agreement of the worker's results
on accepted test systems with standard values, and finally, the
flttlng of data, with suitable statistical tests, to mathematical
functions;

(iiI a set of recommended numerical data. Whenever possible, the set of
recommended data includes welghted average and standard deviations,
and a set of smoothing equations derived from the experimental data
endorsed by the evaluator;

(iiil a graphical plot of recommended data.

The Compilatlon part consists of data sheets of the best experimental data
ln the primary literature. Generally speaking, such independent data sheets
are given only to the best and endorsed data covering the known range of
experimental parameters. Data sheets based on primary sources where the data
are of a lower precision are glven only when no better data are available.
Experimental data with a precision poorer than considered acceptable are
reproduced ln the form of data sheets when they are the only known data for a
particular system. Such data are consldered to be still suitable for some
applications, and their presence in the compilation should alert researchers
to areas that need more work.



Foreword

The typical data sheet carries the following information:

ix

(i)

(11i)
(lV)
(v)

components - definition of the system - their names, formulas and
Chemical Abstracts registry numbers;
reference to the primary source where the numerical informat1on is
reported. In cases when the primary source is a less common
per1od1cal or a report document, published though of llmited
availability, abstract references are also given:
exper1mental variables:
1dentif1cation of the compiler:
exper1mental values as they appear in the primary source.
Whenever ava1lable, the" data may be given both in tabular and
graph1cal form. If aux1liary information is available, the
exper1mental data are converted also to SI units by the compiler.

4A-A*

Under the general heading of Auxiliary Information, the essential
experimental details are summarized:

(vi) experimental method used for the generation of data:
(vii) type of apparatus and procedure employed:

(Vii1) source and purity of materials:
(!X) estimated error:
(x) references relevant to the generation of experimental data as

cited in the primary source.

This new approach to numerical data presentation, formulated at the
1nitiation of the project and perfected as experience has accumulated, has
been strongly influenced by the diversity of background of those whom we are
supposed to serve. We thus deemed it right to preface the
evaluation/compilation sheets in each volume with a detailed discussion of the
principles of the accurate determination of relevant solubility data and
related thermodynamic information.

F1nally, the role of education is more than corollary to the efforts we
are seeking. The scientific standards advocated here are necessary to
strengthen science and technology, and should be regarded as a major effort 1n
the tra1ning and formation of the next generation of scientists and
eng1neers. Spec1fically, we believe that there is going to be an impact of
our project on scient1fic-communication practices. The quality of
consolidatlon adopted by this program offers down-to-earth gUidelines,
concrete examples which are bound to make primary publication services more
responsive than ever before to the needs of users. The self-regulatory
message to scientists of the early 1970s to refrain from unnecessary
publ1cation has not achieved much. A good fraction of the literature is still
cluttered W1 th poor-quality articles. The Weinberg report (in I Reader in
Science Information', ed. J. Sherrod and A. Hodina, Microcard Editions Books,
Ind1an Head, Inc., 1973, p. 292) states that 'admonition to authors to
restrain themselves from premature, unnecessary publication can have little
effect unless the climate of the entire technical and scholarly community
encourages restraint ••• ' We think that proJects of this kind translate the
climate into operational terms by exerting pressure on authors to avoid
submitt1ng low-grade material. The type of our output, we hope, will
encourage attention to quality as authors will increasingly realize that their
work will not be suited for permanent retrievability unless it meets the
standards adopted in this proJect. It should help to dispel confusion in the
m1nds of many authors of what represents a permanently useful bit of
1nformation of an archival value, and what does not.

If we succeed 1n that aim, even partially, we have then done our share in
protect1ng the scientific community from unwanted and irrelevant, wrong
numer1cal 1nformation.

A. S. Kertes



PREFACE
With few exceptions, these volumes of the solubility data series deal with solubili

ties of the derivatives of 4-aminobenzenesulfonamide, usually referred to as "sulfanil
amide" (sulfanilic acid amide), a name coined in 1937 (1). The history of sulfanilamide
begins in 1906, when Schroeter (2) synthesized the molecule containing a 4-acetylamino
sulfanilamide portion.

In 1908, Gelmo (3) described sulfanilamide and 13 of its derivatives and gave solubility
values for these compounds. In 1935, Domagk (4) detected antibacterial activity of a
synthetic azo dye, prontosil, with the structure.

O
NH 2

H 'I " N=NO"SO NH2 2 2
-- --

This compound had been tested for antibacterial activity (5), the "sulfanilamide" portion
being responsible for its activity. This was confirmed (6) by isolation of sulfanilamide
in the urine of patients. Fildes (7) and Wood (8), in 1940, demonstrated that the deriva
tives of sulfanilamide were antimetabolites of p-aminobenzoic acid (PABA) which is a step
in the folic acid synthesis of bacteria. Thus, the structural similarity of PABA and
sulfonamides caused interference by competitive antagonism and resulted in a bacterio
static effect. The discoveries of antibacterial activity led to an exciting flood of
research, and thousands of sulfanilamide derivatives have been synthesized. As early as
1948, the number of sulfonamide derivatives (9) was estimated to be several thousand. In
the two decades after that, the number of synthesized sulfonamides have gone past 10,000(10)

Clinical trials of these sulfonamides and derivatives have been associated with low
solubilities and some renal crystalluria. The low solubility, and its sensitivity to pH,
could cause crystalline precipitation in the renal tubules in the filtration of blood into
acidic urine. Some of the problems of limited solubility were overcome by complexation or
salt formation, and solid state manipulations which in turn have stimulated investigations
into solubility of the drugs in water, buffers and some binary solvent system. Analytical
methodologies span a wide spectrum of techniques and the relevant references are in pharma
ceutical, medical and chemical literature.

In all volumes the chemical structures, registry number and the molecular weight of
the compounds considered are collected in the front of each volume. The compounds as they
occur on the data sheets are given successively in each volume. In the first volume of
this series there are 35 compounds. The second and third volumes h~ve 58 compounds and
108 compounds, respectively.

NOMENCLATURE:

The nomenclature of sulfanilamide derivatives has conventionally been based on the
following numbering sYitem: substituents at the nitrogen atom of the amide group
(-S02NHZ) are called N -substituents, whereas substitutents at the 4-amino nitrogen
(4-H ZN-) are called E4_substituents. Substitution in either or both of t~e two positions
lead to compounds referred to as "sulfonamides" (sometimes "sulfanilamides or even
"sulfamides"). Here are illustrative examples of this nomenclature.

Ht..~SONHR
2·~"==./ 2

N1-substituted sulfonamides

x



Preface xi

RHN~ co NH
~22

4
~ -substituted sulfonamides

1 4
~ ,~ -substituted sulfonamides

The 4-amino group can be diazotized to give derivatives of the formula

R-N=N~CO NH
~22

As the sulfonamide molecule carries a basic 4-NH2 group and an acid -S02NH2 one, it
is capable of formation the respective salts or complexes, e.g.

H NO"\0 NR2 21
- M

where HX stands for an acid and M is a univalent metal atom.

In common use by health practitioners are nonproprietary names of sulfonamides which
are brief and reflect the chemical nature of their molecules. Examples are: sulfacetamide,
sulfapyridine, sulfathiazole, sulfadiazine, sulfaguanidine, etc. There are numerous tri
vial names; for example, sulfanilamide has as many as 140 synonyms, and sulfathiazole has
113. Negwer (11) has compiled an excellent guide to this nomenclature. In chemical
literature, systematic names in line either with IUPAC (12) or Chemical Abstract rules (13)
are used. The latter has been adopted in these volumes and the systematic name is, where
appropriate, followed by the nonproprietary or trivial name.

ORGANIZATION OF THE VOLUMES:

The numerical data on the solubility of 2-aminobenzenesulfonamide, 3-aminobenzene
sulfonamide, and 4-aminobenzenesulfonamide and its Nl and N4- derivatives, salts and com
plexes, compiled up to 1985 inclusive, have been divided i~to three volumes on the basis
of chemical structure of the compounds.

The first volume includes the solubility of 2-aminobenzenesulfonamide, 3-aminobenzene
sulfonamide, 4-aminobenzenesulfonamide and the derivatives of the last-named compound
substituted at either of the nitrogen atoms, or both, with non-cyclic substituents (see
System Index at the end of the first volume). The aroyl substituents, -C(:O)aryl, have
also been included here. The second volume includes sulfanilamide derivatives substituted
with 5-membered heterocyclic rings at either of the nitrogen atoms, and their derivatives.
The third volume covers the solubilities of the derivatives substituted with 6-membered
rings, mixtures of sulfonamides, and miscellanea. The compilations do not include com
pounds devoid of the -NH2, -NHR or -NR2 group in the benzene ring.

The solvent systems include all solvents with the exception of body fluids. The order
of solvents for a particular solute are as follows: water; water-mineral acid; water
mineral base; water-mineral salt; water-miscellaneous mineral components; water-mineral
and organic compounds; water-organic components; organic solvents; carboxylic acid and
their salts; aliphatic acids; aromatic acids; other acids; alcohols, phenols (mono-, di-,
polyhydric); amides; amines; aliphatic amines (primary, secondary, tertiary); aromatic
amines (primary, secondary, tertiary); other amines; aminoalcohols; carboxylic acid esters;
ethers (excluding tensides); hydrocarbons; aliphatic hydrocarbons; aromatic hydrocarbons;
miscellaneous hydrocarbons; halogenated hydrocarbons (flouro-, chloro-, bromo-, iodo-);
aliphatic halogenated hydrocarbons; aromatic halogenated hydrocarbons; ketones; tensides
(surface-active agents); miscellaneous organic solvents.
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SIGNIFICANT FIGURES AND GRAPHICAL DATA:

In most cases, solubility values given in the primary source by various workers are
overstated with respect to significant figures. Since the author(s) original values are
given on the data sheets, it is difficult to consider significant figures and analytical
limitations in a completely consistant fashion. Therefore, the reader should be aware
that in most cases the number of significant figures used for calculations was not that
given by the original author(s). This was done to maintain coherence and consistency as
data were given to varying significant figures. In many cases graphic data of sufficient
size and clarity are reproduced. The data call be regarded of sufficient accuracy to serve
as a starting point for more precise determinations. In many instances, the effect of
additive concentration, pH, temperature, etc. can be depicted.

POLYMORPHISM:

Many sulfonamides exhibit several cyrstalline forms or polymorphs. There are several
studies referenced in these volumes that specifically deal with the solubility difference
between polymorphic modifications of the same compound. The solubility differences between
polymorphs have been found to vary over a large range of values.

AMPHOLYTES:

Solubility of ampholytic sulfonamides as a function of pH varies enormously, sometimes
by several orders of magnitude. Unless the pH is known experimentally, the solubility
value may be suspect especially at low (1-3) and high pH (10-12) values. In these cases,
the solubility is a rapidly changing value, frequently with small incremental changes of
pH. The abrupt change of solubility with pH is usually associated with the formation of
water soluble anionic and cationic species. Buffers, especially at higher concentrations
may alter solubility by salting effect and the pH is also affected by ionic strength.

EQUILIBRATION TIME:

In general, it appears that many of these determined solubilities may not have been
under equilibrium conditions. Unfortunately, in too many instances the equilibration time
appears too low. Typically, solutes possess low aqueous solubilities and require long
dissolution time to reach saturation. Saturation time should be experimentally determined
in each case and for each compound. In many cases up to 24 hours may be required.

The editors consider the vast majority of the solubility values given in these volumes
as tentative. It should be stressed, however, that they represent a useful starting point
for more accurate determinations of a vast array of substituted 4-aminobenzene-sulfonamides
with many structurally and chemically related compound of various types. They amply illus
trate the many factors and parameters affecting solubility and the direction and magnitude
of these effects.

This compilation and evaluation is not only the result of the joint efforts of the
compiler and evaluator, but also of all those who read the manuscripts, expressed their
criticism, who procured copies of hard-to-get journals, who translated texts from Japanese
as well as of those who in any other way assisted in the compilation and evaluation. We
would like to express our gratitude in particular to the following colleagues: Prof. S.
Kertes, Dr. M. Salomon, Prof. S. Yalkowsky, Prof. V. Akaiwa, Prof. C. Kalidas, Prof. W.
Riess, Prof. A. Guerrero-Laverat, Prof. P. Rohdewald, Prof. J. PUtter, Dr.K. L. Loening,
Dr. A. Brodin, Dr. D. Zimma, Mr. K. Hazelton, Dr. R. Fernandez-Prini, and Mr. E. MacMullan.
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INTRODUCTION TO THE SERIES ON
SOLUBILITY OF SOLIDS IN LIQUIDS:
SUBSERIES ON PHARMACEUTICALS

Nature of the ProJect

The SolubiIlty Data ProJect (SOP) has as its alm a comprehensive search
of the Ilterature for solubllltles of gases, liqUlds, and SOllds ln
Ilquids or solids. Data of sUltable precislon are complled on data sheets
ln a unlform format. The data for each system are evaluated, and where
data from dlfferent sources agree sufflclently, recommended values are
proposed. The evaluatlon sheets, recommended values, and complIed data
sheets are pUbllshed on consecutlve pages.

For phamaceuticals, the deflnltions, thermodynamics and methods of
analysls are the same as those for the study of solubllity of SOllds ln
llqulds in general. For this subserles, speclal sectlons deal wlth
matters of interest for pharmaceuticals, includlng dlScussions of
polymorphlsm, factors lnfluenclng the rate of dissolution of drugs, and
methods used to lnhiblt or enhance the rate of dissolutlon.

DefinItIons

A mixture (1, 2) describes a gaseous, liquid, or solid phase containing
more than one substance, when the substances are all treated ln the same
way.

A solution (1, 2) descrlbes a llquid or solid phase contalnlng more than
one substance, when for convenlence one of the substances, WhlCh is called
the solvent, and may itself be a mlxture, is treated dlfferently than the
other sUbstances, WhICh are called solutes. If the sum of the mole
fractions of the solutes lS small compared to unIty, the SolutIon IS
called a dIlute solutIon.

The solubIlity of a substance B is the relative proportIon of B (or a
substance related chemically to B) in a mixture which IS saturated wIth
respect to SOlld B at a specIfied temperature and pressure. Saturated
implles the existence of equIlibrIum with respect to the processes of
dissolution and precipitatIon; the equllibrlum may be stable or meta
stable. The solubIlity of a substance In metastable equilIbrIum IS
usually greater than that of the correspondlng substance in stable
equilibrIum. (Strlctly speaklng, It IS the actlvlty of the substance ln
metastable equilibrium that is greater.) Care must be taken to
distInguish true metastability from supersaturation, where equlllbrium
does not exist.

Either pOlnt of view, mixture or solution, may be taken in descrlblng
solubility. The two points of view fInd their expresslon In the
quantIties used as measures of solubillty and in the reference states
used for deflnition of actlvities, activlty coefflclents and osmotIc
coefflcients.

The qualifying phrase "substance related chemically to B" requires
comment. The compositIon of the saturated mlxture (or solution) can be
described in terms of any suitable set of thermodynamIc components. Thus,
the solubillty of a salt hydrate In water is usually gIven as the relatIve
proportion of anhydrous salt in SolutIon, rather than the relatIve
proportlons of hydrated salt and water.

For pharmaceutIcals, the solublllty of a drug substance In a given
medium is of specIal Importance in designing a suitable dosage form for a
drug or In determination of a regimen for lts administration. The
solubility and rate of dissolution will determine the rate of appearance
of the drug in various body fluIds and at various sItes of action.
Therefore, the bloavallability of a drug IS often determIned by its
solubIlIty and rate of dlSSolution.

The solubilIty is a constant for a given substance in a given medIum at
constant temperature and pressure. Frequently It IS possIble to alter the
solubIlIty and rate of dISsolutIon dramatIcally through changes In
structure, degree of crystallInity or morphology, or by the addltlon of
a solublllzlng agent (cosolvent) to the dISsolution medlum. The
appearance of a drug in adequate concentratlon at Its site of actIon lS a
requIrement for testing clinIcal effIciency; thus, enhancement of
solubIlIty may be requIred to render a substance clinIcally useful.

For reVIews of recent literature on solubility and solubilIzation of

xiii
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drug substances, see (3, 4).

QuantItIes Used as Measures of SolubilIty

1. Mole fractIon of substance B. xa:

c
xa = nal r. n s [1]

S~1

where n s IS the amount of substance of s, and c IS the number of dIstInct
substances present (often the number of thermodynamIC components In the
system). Mole per cent of a IS 100 xa.

2. Mass fractIon of substance B, wa:

• c ,
we ~ rna I r: ms [2]

S~1

where ms ' IS the mass of substance s. Mass per cent IS 100 we. The
equIvalent terms weIght fractIon and weIght per cent are not used.

3. Solute mole (mass) fractIon of solute B (5, 6):

c' c'
xs,a ~ nal r. ns = xal [ Xs

S= 1 s~ 1
[3 ]

. c' .
ws , a ~ rna I r: ms

S=1

c'
wal [ Ws

S~1

[3a]

where the summatIon IS over the solutes only. For the solvent A, xs A
xA/(l - xA), wS,A = wA/(l - wA). These quantIties are called Janeck~
mole (mass) fractIons In many papers.

4. MolalIty of solute B (1, 2) in a solvent A:

mB = nBlnA MA SI base unIts: mol kg- 1 [4]

where MA IS the molar mass of the solvent.

5. Concentration of solute B (1, 2) in a SolutIon of volume V:

cB = [a] = nB/V SI base unIts: mol m- J [5]

The symbol ca IS preferred to [B), but both are used. The terms molarity
and molar are not used.

Mole and mass fractions are approprIate to eIther the mixture or the
SolutIon pOInt of VIew. The other quantitIes are approprIate to the
SolutIon pOInt of VIew only. ConverSIons among these quantitIes can be
carrIed out using the equations gIven In Table 1-1 followIng thIS
IntroductIon. Other useful quantItIes will be defIned In the prefaces to
IndIvIdual volumes or on specifIc data sheets.

In addItIon to the quantities defined above, the following are useful
In converSIons between concentrations and other quantIties.

6. DensIty: p = m/V SI base unIts: kg m- J [6]

7. RelatIve densIty: d; the ratio of the densIty of a mIxture to the
densIty of a reference substance under condItIons WhICh must be
specIfIed for both (1). 'Phe symbol dt'Wlll be used for th';" densIty of a
mIxture at tOC, 1 bar divIded by the density of water at t °c, 1 bar. (In
some cases, 1 atm = 101.325 kPa is used Instead of 1 bar = 100 kPa.)

8. A note on nomenclature. The above definItIons use the nomenclature
of the IUPAC Green aook (1), in which a solute IS called a and a solvent A
In compIlatIons and evaluatIons, the fIrst-named component (component 1)
IS the solute, and the second (component 2 for a two-component system) is
the solvent. The reader should bear these dIstInctIons In nomenclature in
mInd when comparIng nomenclature and theoretIcal equatIons gIven In thIS
IntroductIon wIth equatIons and nomenclature used on the evaluation and
compIlatIon sheets.

ThermodynamICS of SolubilIty

The prIncIpal alms of the Solubility Data Project are the tabulatIon
and evaluatIon of: (a) solubIlIties as defIned above; (b) the nature of
the saturatIng phase. Thermodynamic analysIs of solUbIlity phenomena
has two alms: (a) to prOVIde a ratIonal basis for the constructIon of
functIons to represent solubIlIty data; (b) to enable thermodynamic
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quantltles to be extracted from solubllity data. Both these are
dlfflcult to achleve ln many cases because of a lack of experlmental or
theoretlcal lnformatlon concernlng actlvlty coefflclents. Where
thermodynamlc quantltles can be found, they are not evaluated crltlcally,
Slnce thls task would lnvolve crltlcal evaluatlon of a large body of
data that lS not dlrectly relevant to solublllty. The followlng
lS an outllne of the prlnclpal thermodynamlc relatlons encountered ln
dlScusslons of solublllty. For more extenslve discusslons and references,
see books on thermodynamlcs, e.g., (7-14).

ACtlVlty Coefflcients (1)

(a) Mixtures. The activlty coefficient fa of a substance B lS glven
by

[7 )

where ~B* is the chemlcal potentlal of pure B at the same temperature and
pressure. For any substance B ln the mlxture,

[8)

For any

given by

[9)

actlvlty coefflcient ~B is

(~B - RT in rnB)'"

an lnfinltely dllute solution.

(b) Solutlons.

(i) Solute B. The molal

RT In(~BmB) ~ ~B 

where the superscrlpt ... lndlcates
solute B,

1 [10)

ACtlvity coefficients YB connected with concentrations cB, and fx,B
(called the rational actlvity coefflclent) connected with mole fractlons
xB, are deflned ln analogous ways. The relatlons among them (1, 9) are,
where p* is the denslty of the pure solvent:

[13)

[12)

[11)

+ LMsms)~B/p
s

B ~ Cv~v-, the actlvlty on the molalIty

[p + L(MA - Ms)cs)YB/P*
s

(p - LMsCs)YB/P*
s

l)XB)/P" p*(l

(1~B

YB

fB

Lxs)fx,B
s

p*fx B[l + E(Ms/MA -, s

For an electrolyte solute
scale lS replaced by (11):

~BmB .. ~±vmBvQv [14)

where v .. v+ + V_, Q .. (v+v+V_V_)l/V, and ~± is the mean ionic actlvity
coefficlent on the molallty scale. A similar relation holds for the
concentration activIty, YBcB. For the mole fractIonal activIty,

fx,BXB

l/Vwhere x± .. (x+x-) .
fractlons (11), which

[15)

The quantltles x+ and x_ are the 10nlC mole
are:

where Vs lS the sum of the stoichiometrlc coefficlents for the lons ln a
salt wlth mole fractlon xs. Note that the mole fractlon of solvent is now

[17)

so that
XA' + LVsXs .. 1 [18)

s
The relatlons among the varlOUS mean ionic activlty coefficients are:

f± (1 + MACvsms)~± [p + L(vsMA - Ms)cs)Y±/P* [19)
s 5

[ 21]

[20)

+ E(vs - l)xsl
s

L(Ms/MA - l)xs)f±
s

p[ly± -
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(11) Solvent, A:

The osmot1c coefflclent, ; , of a solvent A 1S def1ned as (1):

[22)

where ~A* 1S the chemical potent1al of the pure solvent.

The ratlonal osmotlc coeff1c1ent, ;x, 1S def1ned as (1):

;x ~ (~A - ~A*)/RTlnxA ~ ;MA l~s/ln(l + MA lfts) [23)
s s

The act1v1ty, aA, or the act1v1ty coefficIent, fA' is somet1mes used
for the solvent rather than the osmotIc coeff1clent. The act1vlty
coeff1c1ent is def1ned relat1ve to pure A, Just as for a m1xture.

For a m1xed solvent, the molar mass 1n the above equations is replaced
by the average molar mass; i.e., for a two-component solvent wIth
components J, K, MA becomes

MA ~ MJ + (MK - MJ)xv,K [24)

where xv,K 1S the solvent mole fract10n of component K.

The osmot1c coeff1c1ent is related d1rectly to the vapor pressure, p,
of a Solut1on 1n equ111brium with vapor conta1nlng A only by (14, p.306):

;MAEvsms # - In(p/PA*) + (V~ A - BAA)(P - PA*)/RT [25)
s '

where PA* is the vapor pressure of pure solvent A, V~,A is the molar
volume of pure A 1n the 11qU1d phase, and BAA 1S the second v1r1al
coeff1cient of the vapor.

The LIquId Phase

A general thermodyn~\lC dIfferential equatIon whIch gives solUbilIty
as a functIon of temper,Lture, pressure and composItIon can be derIved.
The approach IS SImIlar to that of KIrkwood and OppenheIm (9); see also
(13, 14). ConsIder a solId mIxture contaIning c thermodynamIc components
1. The Glbbs-Ouhem equatIon for thIS mIxture IS:

c ,
L x1'(Sj'dT - Vj'dp + d~l ) ~ 0 [26]

1-1
A lIquId mixture In equilibrium with this solid phase contains c thermo
dynamIc components 1, where c· ) c. The Gibbs-Duhem equation for the
lIquid mixture IS:

c • c'
L X1(SidT - V1dp + d~i ) + L xi(SidT - Vidp + d~l) ~ 0 [27)

1-1 1-C+1

Subtract [26] from [27] and use the equat10n

d~l - (d~i)T,p - SidT + V1dp [28)

and the Glbbs-Ouhem equatIon at constant temperature and pressure:

The result1ng equatIon IS:
c • C I C I

RT L Xl (dlnai)T p - L Xl (H 1 - H 1 ' )dT/'1' - L Xi (V 1 - Vi' )dp [30]
1~1 ' 1#1 J-l

where
[31)

is the enthalpy of transfer of component 1 from the SOlld to the liqUid
phase at a gIven temperature, pressure and composItion, with Hi and Sl
the partial molar enthalpy and entropy of component i.

Use of the equatIons

and
-RT2(alnai/aT)X,p

RT(alnai/ap)x,T

[32)

[33]

where superscript D IndIcates an arbItrary reference state gIves:
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where

dlnal = (dlnal)T,p + (dlna1/dT)x,p + (dlna1/dp)x,T [35)

xvii

The terms lnvolvlng enthalples and volumes ln the SOlld phase can be
wrltten as:

[36)

Wlth eqn [36), the flnal general solublllty equatlon may then be wr1tten:

Note that those components wh1ch are not present 1n both phases do not
appear 1n the solubl11ty equat10n. However, they do affect the solub11lty
through the1r effect on the act1vlt1es of the solutes.

Several app11catlons of eqn [37) (all w1th pressure held constant) w111
be d1scussed below. Other cases w111 be d1scussed 1n 1ndividual
evaluatlons.

(a) SolubIlIty as a functIon of temperature.

Cons1der a b1nary so11d compound AnB 1n a s1ngle solvent A. There 1S
no fundamental thermodynam1c dlstlnct10n between a b1nary compound of A
and B WhlCh d1ssoc1ates completely or partlally on meltlng and a so11d
m1xture of A and B; the blnary compound can be regarded as a S011d m1xture
of constant composlt10n. Thus, with c = 2, XA' = n/(n + 1),

XB' = l/(n + 1), eqn [37) becomes:

dln(aAnaB) -~HABOd(l/RT) [38)

where
[39)

[40]

1S the molar enthalpy of melt1ng and d1ssoc1at10n of pure so11d AnB to
form A and B In thelr reference states. Integratlon between T and To,
the meltlng pOlnt of the pure blnary compound AnB, gives:

l'

In(aAnaB) = In(aAn aB)T=1'o - f~HABOd(l/RT)
To

(i) Non-electrolytes

In eqn [32], Introduce the pure llqU1ds as reference states. Then,
using a simple flrst-order dependence of ~HAB* on temperature, and
assumlng that the activltity coefflcients conform to those for a slmple
mlxture (8):

[41]

then, if w is Independent of temperature, eqn [32] and [33] glve:

[42]

where
- T*~Cp*}{ l _ l}
R T ~

[43]
+ ~Cp* In(T/T*) _ ~{ XA~ + nXB~ n}

R R T - (n + l)T*

where 6Cp * is the change in molar heat capacity accompanying fus10n plus
decomposlt10n of the pure compound to pure 11qu1d A and B at temperature
T*, iassumed here to be independent of temperature and compos1t10n), and
~HAB is the corresponding change in enthalpy at l' = 1'*. Equation [42)
has the general form:

If the SOlld conta1ns only component B, then n = 0 1n eqn [42) to [44).

If the 1nf1n1te d11utlon reference state 1S used, then:
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RT lnfx,S [45]

and [39) becomes

~HAS~ : nHA* + HS~ -en ~ l)Hs * [46)

where ~HAB~ lS the enthalpy of meltlng and dlssoclatlon of SOlld compound
AnB to the infinltely dllute reference state of solute B in solvent A; HA*
and HB~ are the partlal molar enthalples of the solute and solvent at
lnflnlte dllutlon. Clearly, the lntegral of eqn [32) wlll have the same
form as eqn [35), with ~HAB~ replacing ~HAB*' ~Cp~ replaclng ~Cp*, and
XA 2 - 1 replaclng XA 2 ln the last term.

See (7) and (13) for appllcatlons of these equatlons to experlmental
data.

(11) Electrolytes

(a) Mole fractlon scale

If the llquid phase lS an aqueous electrolyte Solutlon, and the
SOlld lS a salt hydrate, the above treatment needs Sllght modlficatlon.
USlng ratlonal mean actlvlty coefflclents, eqn [34) becomes:

{
XBV(l - xa)n }

In (1 + (v l}xs]l1+v
[47)

where superscript * lndlcates the pure salt hydrate. If lt lS assumed
that the actlvlty coefflclents follow the same temperature dependence as
the rlght-hand slde of eqn [47) (15-17), the thermochemlcal quantltles on
the rlght-hand slde of eqn [47) are not rlgorous thermodynamlc enthalples
and heat capacltles, but are apparent quantltles only. Data on actlvlty
coefflclents (11) ln concentrated Solutlons lndlcate that the terms
lnvolvlng these quantltles are not negllglble, and thelr dependence on
temperature and composltlon along the solubillty-temperature curve is a
sUbJect of current research.

A slmllar equatlon (with v : 2 and wlthout the heat capacity terms) or
actlvlty coefflclents) has been used to flt solublllty data for some
MOH-H20 systems, where M lS an alkall metal (15); enthalpy values obtalned
agreed well with known values. The full equatlon has been deduced by
another method ln (16) and applled to MC1 2 -H 2 0 systems ln (16) and (17).
For a summary of the use of equatlon [47) and slmllar equatlons, see (18).

(2) Molality scale
Substitutlon of the mean activities on the molallty scale in eqn [40]

glves:

Vln{ ~ima*} - v(ms/ms* - 1) - v{ms(~ - l)/ms* - ~* + 1)
~± mB [48]

= G(T)

where G(T) is the same as in eqn [47], mS* = l/nMA is the molality of the
anhydrous salt in the pUTA salt hydratA and ~± and ~ are the mean actlvlty
coefflclent and the osmotlc coefflclent, respectively. Use of the osmotlc
coefficlent for the actlvlty of the solvent leads, therefore, to an
equatlon that has a dlfferent appearance to [47]; the content is
ldentlcal. Howover, whlle eqn [47] can be used over the whole range of
composltlon (0 ( Xs ( 1), the molallty ln eqn [48] becomes lnfinlte at
xB =1; use of eqn [48) lS therefore conflned to Solutlons sufflclently
dllute that the molallty is a useful measure of composltlon. The
essentials of eqn [48) were deduced by Wllliamson (19); however, the
form used here appears flrst in the Solublllty Data Serles. For typlcal
appllcatlons (Where actlvlty and osmotlc coefficlents are not consldered
expllcltly, so that the enthalples and heat capacltles are apparent
values, as explalned above), see (20).

The above analysls shows clearly that a rational thermodynamlc basis
eXlsts for functlonal representatlon of solublllty-temperature curves ln
two-component systems, but may be dlfflcult to apply because of lack of
experimental or theoretical knowledge of actlvlty coefflclents and partlal
molar enthalpies. Other phenomena WhlCh are related ultlmately to the
stolchlometrlc activity coefflclents and WhlCh compllcate lnterpretatlon
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Include lon palrlng, formatlon of complex lons, and hydrolysls. Slmllar
conslderatlons hold for the varlatlon of solublllty wlth pressure, except
that the effects are relatlvely smaller at the pressures used In many
Investlgatlons of solublllty (7).

(b) Solublllty as a functIon of composItIon.

At constant temperature and pressure, the chemlcal potentlal of a
saturatlng SOlld phase IS constant:

*~AnB = ~AnB(sln) = n~A + ~B [49]

(n~A* + v+~t= + v_~_=) + nRT lnfAxA

+ vRT In('Y±m±Q)

for a salt hydrate AnB WhlCh dlssoclates to water (A), and a salt (B), one
mole of WhlCh lonlzes to glve Vt catlons and v_ anlons In a Solutlon In
WhlCh other substances (lonlzed or not) may be present. If the saturated
Solutlon IS sufflclently dilute, fA = xA 1, and the quantlty Ks In

6a= (v+~+= + v_~_= + n~A* - ~AB*)

-RT ln Ks
-vRT In(Q'Y±mB) (50]

is called the solublllty product of the salt. (It should be noted that lt
lS not customary to extend thls deflnltlon to hydrated salts, but there lS
no reason why they should be excluded.) Values of the solublllty product
are often glven on mole fractlon or concentratlon scales. In dllute
Solutlons, the theoretlcal behavlor of the actlvlty coefflclents as a
functlon of 10nlC strength lS often sufflclently well known that rellable
extrapolatlons to lnflnlte dllutlon can be made, and values of Ks can be
determlned. In more concentrated Solutlons, the same problems wlth
actlvlty coefflclents that were outllned ln the sect Lon on variatlon of
solublllty wlth temperature stlll occur. If these compllcatlons do not
arise, the solubillty of a hydrate salt CvAv·nH20 in the presence of
other solutes lS glven by eqn (50] as

v In{mB/mB(O)} = -vln{'Y±/'Y±(O)} - n In{aA/aA(O)} (51]
where aA IS the activlty of water ln the saturated Solutlon, mB IS the
molallty of the salt ln the saturated Solutlon, and (0) lndlcates
absence of other solutes. Slmllar conslderatlons hold for non
electrolytes.

Conslderatlon of complex mIxed lIgand equIlIbrIa ln the Solutlon phase
is also frequently of lmportance In the Interpretatlon of solubllity
equilibria. For nomenclature connected wlth these equlllbrla (and
solubillty equlllbrla as well) see (21, 22).

(c) AlteratIon of the dIssolutIon medIum for pharmaceutIcals

Many substances WhlCh are only Sllghtly soluble ln water may be made
more soluble by the addltlon of a cosolvent, surface-actlve agents, or
complexlng agents.

(i) Additlon of a cosolvent. It is frequently necessary to dlssolve
a quantlty of drug ln a small volume of llquld so that 1t may be admln1s
tered parenterally by lnJection. If the drug is not sufflclently soluble
In water because of ItS hydrophoblcity, the addlt10n of a quantlty of
water-mlsclble, but less polar solvent may render the drug soluble 1n a
small quantlty of the mlxed solvent. Solvents used for thlS purpose have
Included propylene glycol, glycerol, ethanol, polyethylene glycol and
glycofural. Solubilltles of many drug substances In water-organlc solvent
mixtures have been tabulated by Yalkowsky and Roseman (23).

(11) Surface-active agents. Another approach to Increasing the
solublllty and rate of dlSSolutlon of drug substances IS to add a surface
actlve agent. There IS an extenslve llterature on the appllcatlon of
surfactants and micellar dissolutlon, WhlCh has been summarlzed recently
by Florence (24). Catlonlc, anlonlC or neutral surfactants are avallable.
In chooslng a surfactant, the posslblllty of charge-charge Interactlons
between the drug and the surfactant must be consldered, as well as the
degree of lonlzatlon of each specles as a functlon of pH. Mlcellar
dlSSolutlon of drugs or addltlves may protect the dlssolved spec1es from
hydrolytlc degradat10n by the aqueous solvent. The stablllty of drugs may
therefore be enhanced cons1derably by the addltlon of a surfactant.
Surfactants may also fac1l1tate the transport of drugs across blologlcal
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membranes. ~xamples of sUbstantlally lmproved bloavallablllty of drugs
under the lnfluence of mlcellar dlsSolutlon have been reported (24).

(111) Other modlflcatlons of the dlssolutlon medlum. The solublllty
of weak aCld and weak base drugs wlll usually depend on the pH of the
medlum. Wlthln reasonable Ilmlts for pharmaceutlcal preparatlons, pH may
be adJusted to obtaln the drug ln the charged (and usually more soluble)
form. The addltlon of complexlng agents such as chelatlng agents, organlc
salts, cyclodextrins, or lon-palrlng agents may be used to enhance
solublllty and rate of dlsSolutlon. ~xamples are glven ln the chapter by
A.J. Repta ln (3).

The SOlld Phase

The deflnltlon of solublllty permlts the occurrence of a slngle SOlld
phase WhlCh may be a pure anhydrous compound, a salt hydrate, a non
stolchiometrlc compound, or a SOlld mlxture (or SOlld Solutlon, or
"mlxed crystals"), and may be stable or metastable. As well, any
number of SOlld phases conslstent wlth the requlrements of the phase
rule may be present. Metastable SOlld phases are of wldespread
occurrence, and may appear as polymorphlc (or allotroplc) forms or
crystal solvates whose rate of transltlon to more stable forms lS very
slow. Surface heterogenelty may also glve rlse to metastabillty, elther
when one SOlld preclpltates on the surface of another, or lf the Slze of
the solid partlcles lS sufflclently small that surface effects become
lmportant. In elther case, the SOlld lS not ln stable equlllbrlum
wlth the Solutlon. See (25) for the modern formulatlon of the effect of
partlcle Slze on solublllty. The stablllty of a SOlld may also be
affected by the atmosphere ln WhlCh the system lS equlllbrated.

Many of these phenomena requlre very careful, and often prolonged,
equillbratlon for thelr lnvestlgatlon and ellmlnatlon. A very general
analytical method, the "wet resldues" method of Schrelnemakers (26),
lS often used to lnvestlgate the composltlon of SOlld phases ln
equlllbrlum wlth salt Solutlons. ThlS method has been revlewed in (27),
where [see also (28)] least-squares methods for evaluatlng the composltlon
of the SOlld phase from wet resldue data (or lnltlal composltlon data)
and solubllltles are descrlbed. In prlnclple, the same method can be used
wlth systems of other types. Many other technlques for examlnatlon of
SOllds, ln partlcular X-ray, optlcal, and thermal analysls methods, are
used ln conJunctlon wlth chemlcal analyses (includlng the wet resldues
method) .

S011d State Man1pulat1on 1n Pharmaceut1cals

(1) Polymorphlsm. Many drug substances may crystalllze in more than
one form, a phenomenon called polymorph1sm. The different modlflcatlons
(polymorphs) arlse because of the relat1ve poslt1ons and bondlng of the
molecules 1n thelr crystal latt1ces; true polymorphs do not dlffer ln
chemical composltlon. Polymorphs of the same substance frequently have
dlfferent physlcal propertles such as solubility and rate of dissolutlon.
Ultimately, the solublllty of all forms wlll revert to that of the form
wlth the lowest Glbbs energy; the solublllty of a less-stable form wlll
thus be an lnltlal solublllty. The rate of reverSlon to the most stable
form lS often very slow, and a form wlth hlgher Gibbs energy may exhlblt
ltS hlgher solublllty for hours. This phenomenon may be used to advantage
by chooslng the polymorph wlth the desired solubillty or rate of
dlSsolutlon. Examples of polymorphlsm and methods of characterlzation
have been reviewed by Halebllan (29) and Hurger (30).

(il) Crystalllnity. In many cases, drug substances may occur in the
SOlld state as amorphous or partly crystalllne forms. ThlS lS a speclal
case of polymorphlsm, and may result from rapld preclpltatlon or from
freeze-drYlng. These amorphous or partly crystalline materials are
unstable relative to the crystalllne form. However, reversion to the
crystalllne form may be slow, and the less stable forms may be used to
enhance solublllty and rate of dlSSolutlon (31).

(lil) Cholce of salt form. Many drug substances are organic salts. In
most cases the drug moiety lS the organlc catlon or anlon, such as a
quaternary ammonlum cation or a carboxylate or sulfonate anion. The
counterlon lS frequently an lnorgan1c lon such as sodlum or chlorlde. It
lS poss1ble to obtaln large varlatlons ln ln1tlal solublllty dependlng on
the cholce of the salt form of the drug.

COMPILATIONS AND EVALUATIONS

The formats for the compllatlons and cr1t1cal evaluatlons have been
standard1zed for all volumes. A brief descrlpt10n of the data sheets
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has been glven In the FOREWORD; addltlonal explanatlon lS glven below.

GUlde to the Compllatlons

The format used for the compllatlons lS, for the most part, self
explanatory. The detalls presented below are those WhlCh are not found
In the FOREWORD or WhlCh are not self-evldent.

Components. Each component lS llsted accordlng to IUPAC or Chemical
Abstracts (CA) name and CA Reglstry Number. The formula lS glven elther
In terms of the IUPAC or Hlll (32) system and the cholce of formula lS
governed by what lS usual for most current users: l.e., IUPAC for
lnorganlc compounds, and Hlll system for organlc compounds. Components
are ordered accordlng to:

(a) saturatlng components;
(b) non-saturatlng components In alphanumerlcal order;
(c) solvents In alphanumerlcal order.
The saturatlng components are arranged In order accordlng to a

18-column perlodlc table wlth two addltlonal rows:
Columns 1 and 2: H, alkall elements, ammonlum, alkallne earth elements

3 to 12: transltlon elements
13 to 17: boron, carbon, nltrogen groups; chalcogenldes, halogens

18: noble gases
Row 1: Ce to Lu
Row 2: Th to the end of the known elements, In order of

atomlC number.

Salt hydrates are generally not consldered to be saturating components
Slnce most solubllltles are expressed In terms of the anhydrous salt. The
eXlstence of hydrates or solvates lS carefully noted In the text, and CA
Reglstry Numbers are glven where avallable, usually In the crltlcal
evaluatlon. Mlneraloglcal names are also quoted, along wlth thelr CA
Reglstry Numbers, agaln usually In the crltlcal evaluatlon.

Orlglnal Measurements. References are abbrevlated In the forms given
by Chemlcal Abstracts SerVlce Source Index (CASSI). Names orlglnally In
other than Roman alphabets are glven as transllterated by Chemlcal
Abstracts.

Experlmental Values. Data are reported In the unlts used In the
orlglnal publlcatlon, with the exceptlon that modern names for units
and quantltles are used; e.g., mass per cent for welght per cent;
mol dm- 3 for molar; etc. Both mass and molar values are glven. Usually,
only one type of value (e.g., mass per cent) is found In the origlnal
paper, and the compller has added the other type of value (e.g., mole
per cent) from computer calculatlons based on 1983 atomlC welghts (33).

Errors In calculatlons and flttlng equations In orlglnal papers have
been noted and corrected, by computer calculatlons where necessary.

Method. Source and Purity of Materlals. Abbrevlatlons used in
Chemlcal Abstracts are often used here to save space.

Estlmated Error. If these data were omltted by the orlglnal authors,
and lf relevant lnformatlon is avallable, the compllers have attempted
to estimate errors from the lnternal conslstency of data and type of
apparatus used. Methods used by the compllers for estlmatlng and
and reportlng errors are based on the papers by Ku and Elsenhart (34).

Comments and/or Addltlonal Data. Many compllatlons lnclude this
sectlon WhlCh provldes short comments relevant to the general nature of
the work or addltlonal experlmental and thermodynamlc data WhlCh are
Judged by the compiler to be of value to the reader.

References. See the above descrlptlon for Orlglnal Measurements.

GUlde to the Evaluatlons

The evaluator's task lS to check whether the complled data are correct,
to assess the rellablllty and quallty of the data, to estlmate errors
where necessary, and to recommend "best" values. The evaluatlon takes
the form of a summary In WhlCh all the data supplled by the compller
have been crltlcally revlewed. A brlef descrlptlon of the evaluatlon
sheets lS glven below.

Components. See the descrlptlon for the Compllatlons.

Evaluator. Name and date up to WhlCh the llterature was checked.
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Crltlcal EvaluatIon
(a) Crlt1cal text. The evaluator produces text evaluat1ng all the

publ1shed data for each glven system. Thus, 1n thls sectlon the
evaluator reVlews the merlts or shortcomlngs of the varlOUS data. Only
publlshed data are consldered: even publlshed data can be consldered only
If the exper1mental data permlt an assessment of rel1ab1l1ty.

(b) F1ttlng equat1ons. If the use of a smoothlng equat10n IS
justlflable the evaluator may prov1de an equat10n represent1ng the
solub1l1ty as a functlon of the varlables reported on all the
comp1lat1on sheets.

(c) Graph1cal summary. In addlt10n to (b) above, graphlcal summar1es
are often glven.

(d) Recommended values. Data are recommended If the results of at
least two 1ndependent groups are avallable and they are 1n good
agreement, and If the evaluator has no doubt as to the adequacy and
rel1abll1ty of the applled experlmental and computat1onal procedures.
Data are cons1dered as tentatlve If only one set of measurements is
avallable, or 1f the evaluator conslders some aspect of the computat1onal
or experlmental method as m1ldly undeslrable but estlmates that It should
cause only mlnor errors. Data are consldered as doubtful If the
evaluator conslders some aspect of the computat1onal or experlmental
method as undeslrable but st1ll conslders the data to have some value
In those Instances where the order of magn1tude of the solub1llty IS
needed. Data determlned by an Inadequate method or under Ill-deflned
condltlons are reJected. However references to these data are Included
1n the evaluatlon together wlth a comment by the evaluator as to the
reason for thelr reJectlon.

(e) References. All pert1nent references are glven here. References
to those data Wh1Ch, by vlrtue of thelr poor prec1slon, have been
rejected and not complled are also llsted In th1S sectlon.

(f) Un1ts. Whlle the or1glnal data may be reported In the unlts
used by the Invest1gators, the f1nal recommended values are reported In
S.I. un1ts (1, 35) when the data can be accurately converted.
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Table 1-1

Quantltles Used as Measures of Solublllty
Converslon Table for 2-Component Systems

Contalnlng Solvent A and Solute B

mole fractlon
xs =

mass fractlon
wB =

molallty
mB =

concentratlon
cB =

1 1 PxB XB 1 - MA(I - I/xs)/Ms MA(I/xs 1) MS + MA(I/xB - 1)

1 1 pWBIMBwa 1 + Ma( 1/wa - 1) wa MB(l/wB - 1)

1 1 pms 1 + I/mSMA 1 + I/Msms ms MS + I/ms

1 Macalp 1ca 1 + (pICB - Ma)/MA pica - Ma C'a

p = denslty of Solutlon
MA, Ma = molar masses of solvent, solute
Formulas are glven In forms sUltable for rapld computatlon: all
calculatlons should be made uSlng SI base unlts.
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CH[/\
H,N~ ;>-SO'NH~ H,N{ ;>-SO,NHQ. 0 03H

[17103-46-7] M.W.=238.26 [65177-07-3] M.W.=519.30 "-.;0

HHOSONUO
HOSONo

CH
,2 _ 2 rr

(] 2 2 \
- CH 3

[526-08-9] M.W.=314.36 [51543-31-8] M.W.= 267.30

H,N{ :>-SO'NH~CU' n CH3

UOSON~I 2 2 1

0 - COCH 3

[852-19-7] M.W.=328.39 [18607-98-2] M.W.=295.31

H,u{ }o,:::y:o 0'CH,CON,,-< ;>-SO,NH ~ I

[71119-16-9] M.W.=358.42 [21312-10-7] M.W.=295.31

C--N

U'N~ }o,.JQ' H,,,-< ;>-SO,NH~CH,
CH 3

[51732-39-9] M.W.=239.25 [ 127-69-5] M.W.=267.30

/\ QCHH,N{ }o,NU.~" H,Oso,N ~ H, '
- COCH 3

[ 17103-50-3] M.W.=239.25 [80-74-0] M.W.=309.34

CH 3

CH,CONH{ ;>-SO'NH~H,u,N~ ;>-SO'NH~
CH 3

[723-46-6] M.W.=253.27 [4206-74-0] M.W.=309.34

xxv
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[35943-12-5) M.W.=351.38 [23325-73-7) M.W.=291. 77

[51543-32-9) M.W.=267.30 [86729-22-8) M.W.=UNSPECIFIED

[17103-51-4J M.W.=239.25 [86729-21-7J M.W.=UNSPECIFIED

[729-99-7) M.W.=267.30 [84812-78-2J M.W.=UNSPECIFIED

[723-47-7J M.W.=254.26 [84812-77-1J M.W.=UNSPECIFIED

[17103-53-6J M.W.=254.26 [84812-76-0) M.W.=UNSPECIFIED

[72-14-0) M.W.=255.31 [144-74-1) M.W.=277.29
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O

O
~ .6H20

H N 'I ~ so N
2 21

- Na

[71119-42-1) M.W.=385.39 [51203-20-4) M.W.=2710 36

[12286-43-0) M.W.=573.98 [71119-27-2) M.W.=3010 38

HNO~SON~2 21 """S))
- CH 3

[51203-19-1) M.W.=269.34 [6138-01-8) M.W.=305.37

-
-CH2rH-

H,.-( }so,.H(J 0-0 X
.... -

H.,~O NH ~
2'~2

[NOT ASSIGNABLE) M.W.=UNSPECIFIED [71119-15-8) M.W.=407.50

[127-76-4) M.W.=297.35 [32909-92-5) M.W.=286.32

[116-43-8) M.W.=355.38 [84930-17-6) M.W.=328.36

[515-59-3) M.W.=269.34 [79962-97-3) M.W.=328.36

[71119-13-6) M.W.=311.37 [84930-18-7) M.W.=370.40
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H2~ }S02HH-t) H2H{ }S02HHOCH'CH312

[16808-29-4) M.W.=256.30 [80-43-2) M.W.=298.38

H2~ }S02HH~~eHJ H2~ ~02HH~H2eH2eH2eHJ

[144-82-1) M.W.=270.32 [71119-31-8) M.W.=312.40

I

H2H{ }S02X!~HJ
I

H2a{ }02HHOe,eHJIJI
!

[24342-31-2) M.W.=377 .18 [535-65-9) M.W.=312.40

e.3eOH~ ;?-S02HH~s~H3 H2H~S02HH~HeH eH eH eH_ 2 2 2 2 3

139719-87-4) M.W.=312.36 [71119-30-7) M.W.=326.43

H2H{ }02HH~eH2eHJ
N-~

H2H-<t }S02HH~~eH2eH2eH,eH312

[94-19-9) M.W."284.35 [71119-29-4) M.W.=326.43

eHJeOH~ }02HH~H2eHJ H2~ }S02HH~~HH2

I
[1037-51-0) M.W.=326.39 [71119-25-0] M.W.=271031

H2~ }S02H,,~eH2eH2eH3
¥ CH3

H2H{ }02Q

[71119-32-9) M.W.=298.38 [13269-73-3) M.W.=253.28



COMPONENTS:
(1) Benzenesulfonamide, 4-amino-N-lH-

imidazol-2-yl-; C9HlON402S;

[17103-46-7)

(2) Water; H20; [7732-18-5]

VARIABLES:

One temperature: 37 0 C

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:
Anderson, G.W.; Faith, H.E.; Marson, H.W;

Winnek, P.S.; Roblin, R.O., Jr.

J. Am. Chern. Soa. 1942, 64. 2902-5.

PREPARED BY:

R. Piekos

Solubility of 4-amino-N-lH-imidazol-2-ylbenzenesulfonamide in water at 37 0 C

is 178 mg/lOO cm3 solution (7.47 x 10-3 mol dm-3, compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:
Excess sulfonamide in water was heated

and stirred on a steam bath for 30 min.

The suspension was then agitated for 24 h

in a thermostat. A sample of the satd soln

was withdrawn through a glass filter,

dild, and analyzed by the Marshall method

(1) using a General Electric recording

spectrophotometer for comparing the colors

developed with those of the standards.

SOURCE AND PURITY OF MATERIALS:
The sulfonamide, mp 2620 C (cor) was

prepd by the authors. Anal: %C 45.8

(calcd 45.4); %H 4.6 (4.2); %N 23.7

(23.5).

Purity of the water was not specified.

ESTIMATED ERROR:
Nothing specified.

REFERENCES:

1. Bratton, A.C.; Marshall, E.K.,Jr.
J. PharmaaoZ. 1939, 66. 4.
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COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-(1

phenyl-lH-pyrazol-5-yl)- (sulfa

phenazole); ClSH14N402S; [526-08-9]

(2) Water; H20; [7732-18-5]

VARIABLES:

One temperature: 300 C

ORIGINAL MEASUREMENTS:

Yamasaki, M.; Aoki, M.; Kamada, A.;

Yata, N. Yakuzaigaku 1967, 27(1),

37-40.

PREPARED BY:

R. Piekos

EXPERIMENTAL VALUES:

Solubility of sulfaphenazole in water at 300 C is 0.48 mmol/L (0.15 g dm-3, compiler).

AUXILIARY INFORMATION

HETHOD/APPARATUS/PROCEDURE:

Sulfaphenazole (0.5 g) was placed in an

L-shaped tube together with 20 ml of water.

The mixt was shaken in a thermostat until

equilibrium was attained. The sulfa

phenazole was assayed in the supernatant

spectrophotometrically at 545 nm on a

Beckman DU spectrophotometer. The results

were taken from a calibration graph.

SOURCE AND PURITY OF MATERIALS:

Nothing specified

ESTIMATED ERROR:

Soly: not specified

Temp: tlOC (authors)

REFERENCES:



COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-(1

phenyl-lH-pyrazol-5-yl)- (sulfa

phenazole); C15H14N402S; [526-08-9]

(2) Hydrochloric acid; HCl; [7647-01-0]

(3) Water; H20; [7732-18-5]

VARIABLES:
One temperature: 37 0 C

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Ogata, H.; Shibazaki, T.; Inoue, T.;

Ejima, A. Chem. Pharm. BuZZ. 1979,

2'1(6). 1281-6.

PREPARED BY:
R. Piekos

3

Solubility of sulfaphenazolc in O.lN HCl at 37 0 C is 1.199 mg/ml (3.814 x 10-3 mol

dm-3, compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

A centrifuge tube contg 30 ml of O.lN

HCl and 0.5-3.0 g of the sulfaphenazole

powder was tightly sealed and shaken
at 37o C. The concn of the dissolved

drug was detd spectrophotometrically

following filtration (type EH, pore size

0.5 ~), and the procedure was repeated

every 24 h until a const concn was

obtained. A Millipore filter was used

for filtration.

SOURCE AND PURITY OF MATERIALS:

Comm available 500-mg uncoated tablets

of sulfaphenazole were used. Hydrochloric

acid was of reagent grade.

ESTIMATED ERROR:

Nothing specified

REFERENCES:
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COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-(1

phenyl-1H-pyrazol-5-yl)- (sulfa

phenazole); C15H14N402S; [526-08-9]

(2) Phosphoric acid, disodium salts;

Na2HP04; [7558-94-4]

(3) Phosphoric acid, monopotassium salt;

KH 2P04 ; [7778-77-0]

(4) Water; H20; [7732-18-5]

VARIABLES:

One temperature: 200 C; one pH: 7.4
EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Riess, W.

Intern. Cong~. Chemotherapy, P~oa.

3rd, Stuttga~t 1963, 7, 627-32.

PREPARED BY:

R. Piekos

Solubility of sulfaphenazole in aM/IS SUrensen buffer solution (pH 7.4)

at 200 C is 130 mg% (4.14 x 10-3 mol dm- 3 solution, compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

SUrensen buffer so Ins of pH varying

between 7 and 8 were prepd, satd with

sulfaphenazole at 200 C, their pH was

measured at equilibrium, and the sulfa

phenazole was assayed colorimetrically.

The measured pH values were plotted against

concn, and the soly at pH 7.4 was detd by

interpolation (personal communication).

SOURCE AND PURITY OF MATERIALS:

Nothing specified

ESTIMATED ERROR:

Nothing specified

REFERENCES:



COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-(l-phenyl

lH-pyrazol-5-yl)- (sulfaphenazole);

C15H14N402S; [526-08-9]

(2) Phosporic acid, disodium salt;

Na2HP04; [7558-94-41

(3) Phosporic acid, monopotassium salt;

ORIGINAL HEASUREHENTS:

Yamazaki, M.; Aoki, M.; Kamada, A.;

Yata, N, Yakuzaigaku 1967, 27(1),

37-40.

PREPARED BY:

5

(4)

KH2P04 ;

Water;

[7778-77-0]

H20; [7732-18-5]

R. Piekos

VARIABLES:

One temperature: 300 C; one pH. 7.4

EXPERIMENTAL VALUES:

Solubility of sulfaphenazole in a phosphate buffer solution of pH 7.4a

( jl. 0.17) at 300 e is 6.63 mmol/L (2.0lgdm-3 , compiler).

aAt the end of experiment the pH was 7.1

AUXILIARY INFORMATION

HETHOD/APPARATUS/PROCEDURE:

Sulfaphenazole (0.5 g) was placed in an

L-shaped tube together with 20 ml of the

buffer soln. The mixt was shaken in a

thermostat until equilibrium was attained.

The sulfaphenazole was assayed in the

supernatant spectrophotometrically at

545 nm on a Beckman DU spectrophotometer.

The results were taken from a calibration

graph.

4A-8

SOURCE AND PURITY OF MATERIALS:

Nothing specified

ESTIMATED ERROR:

Soly and pH: not specified

Temp: tlOC (authors)

REFERENCES:
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R. Piekos

ORIGINAL MEASUREMENTS:
Bertazzoli, C.; Buogo, A.; Ciceri, C.

Ghione, M.; Turolla, E.; Zavaglio, V.

Minerva Med. 1961, 52(40), 1789-96.

PREPARED BY:
hydroxy- (citric acid); C6H807;[77-92-~

Water; H20; [7732-18-5]

(3)

(4)

COMPONENTS:
(1) Benzenesulfonamide, 4-amino-N-(1-phenyl

lH-pyrazol-5-yl)- (sulfaphenazole);

ClSH14N402S; [526-08-9]

(2) Phosphoric acid, disodium salt;

Na2HP04; [7558-94-4]

l,2,3-Propanetricarboxylic acid, 2-

VARIABLES:

pH

EXPERIMENTAL VALUES:
5000
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8

AUXILIARY INFORMATION

HETHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:

The soly of sulfaphenazole in McIlvaine's

Na211P04 - citric acid buffer solns was

detd under agitation at 37°C. No details

were given.

Nothing specified

ESTIMATED ERROR:

Nothing specified

REFERENCES:



COMPONENTS:

(1) Benzenesulfonamide. 4-amino-N-(1-phenyl

lH-pyrazol-5-ylr (sulfaphenazole);

C15H14N402S; [526-08-9]

(2) Methane. trichloro- (chloroform);

CHC1 3; [67-66-3]

VARIABLES:
One temperature: 200 C

EXPERIMENTAL VALUES:

ORIGINAL HEASUREHENTS:

Riess. W.

Intern. Congr. Chemotherapy. Proc••

31'd. Stuttgart 1963. 1. 627-32.

PREPARED BY:
R. Piekos

7

Solubility of sulfaphenazole in chloroform at 200 C is 247 mg% (7.86 x 10-3

mol dm-3 solution. compiler).

AUXILIARY INFORMATION

HETHOD/APPARATUS/PROCEDURE:

Nothing specified

SOURCE AND PURITY OF MATERIALS:

Nothing specified

ESTIMATED ERROR:
Nothing specified

REFERENCES:



8

COMPONENTS: ORIGINAL MEASUREMENTS:

(1) Benzenesulfonamide, 4-amino-N-(l-phenyl- Yamazaki, M.j Aoki, M.j Kamada, A.j

lH-pyrazol-5-ylr ~ulfaphenazole)j Yata, N. Yakuzaigaku 1967, 27(1),

C1SH14N402Sj [526-08-9] 37-40.

(2) Methane, trichloro- (chloroform)j

CHC1 3 j [67-66-3]

VARIABLES: PREPARED BY:

One temperature: 300 C R. Piekos

EXPERIMENTAL VALUES:

Solubility of sulfaphenazole in chloroform at 300 C is 9.97 mmol/L

(3.01 g dm- 3, compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

Sulfaphenazole (0.5 g) was placed in an

L-shaped tube together with 20 ml of

chloroform. The mixt was shaken in a

thermostat until equilibrium was attained.

The sulfaphenazole was assayed in the

supernatant spectrophotometrically

at 545 nm on a Beckman DU spectrophotometer.

The results were taken from a calibration

graph.

SOURCE AND PURITY OF MATERIALS:
Nothing specified

ESTIMATED ERROR:

Soly: not specified

Temp: ±loC (authors)

REFERENCES:



COMPONENTS:
(1) Benzenesulfonamide, 4-amino-N-(3-

methyl-l-phenyl-lH-pyrazol-5-yl)

(sulfamethylphenazole); C16H16N402S;

[852-19-7]

(2) Phosphoric acid, disodium salt;

Na2HP04; [7558-94-4]

(3) Phosphoric acid, monopotassium salt;

KH2P04 ; [7778-77-0]

(4) Water' H?O' [7732-18-51

VARIABLES:

One temperature: 200 C; one pH: 7.4

EXPERIMENTAL VALUES:

ORIGINAL HEASUREHENTS:
Riess, W.

Intern. Congr. Chemotherapy. Proa.

3rd. Stuttgart 1963, 1. 627-32

PREPARED BY:

R. Piekos

9

Solubility of sulfamethylphenazole in aM/IS SBrensen buffer solution

(pH 7.4) at 200 C is 63 mg% (2.0 x 10-3 mol dm-3 solution, compiler).

AUXILIARY INFORMATION

HETHOD/APPARATUS/PROCEDURE:
SBrensen buffer solns of pH varying

between 7 and 8 were prepd, satd with

sulfamethylphenazole at 200 C, their pH

was measured at equilibrium, and the

sulfamethylphenazole was assayed

colorimetrically. The measured pH values

were plotted against concn, and the soly

at pH 7.4 was detd by interpolation

(personal communication).

SOURCE AND PURITY OF MATERIALS:

Nothing specified

ESTIMATED ERROR:

Nothing specified

REFERENCES:
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COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-(3

methyl-l-phenyl- lH-pyrazol-5-yl)

(sulfamethylphenazole); C16H16N402S

[852-19-7]

(2) Methane, trichloro- (chloroform);

CH~13; [67-66-3]

VARIABLES:

One temperature: 200 C

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Riess, W.

Intern. Congr. Chemotherapy, Proa.,

3rd, Stuttgart 1963, 1, 627-32.

PREPARED BY:
R. Piekos

Solubility of sulfamethylphenazole in chloroform at 200 C is 363 mg%

(1.15 x 10-2 mol dm-3 solution, compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

Nothing specified

SOURCE AND PURITY OF MATERIALS:

Nothing specified

ESTIMATED ERROR:

Nothing specified

REFERENCES:
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COMPONENTS: ORIGINAL MEASUREMENTS:
(1) Benzenesulfonamide, 4-amino-N-(1-pheny~ Roblin, R.O., Jr.; Williams, J.H.;

2,3-dimethyl-5-oxopyrazol-4-yl)-; Winnek, P.S.; English, J. P.

C17H18N403S; [71119-16-9] J. Am. Chern. Boa. 1940, 62. 2002-5.

(2) Water; H20; [7732-18-5]

VARIABLES:

One temperature: 37°C

EXPERIMENTAL VALUES:

PREPARED BY:

R. Piekos

Solubility of 4-amino-N-(1-phenyl-2,3-dimethyl-5-oxopyrazol-4-yl)benzene

sulfonamide in water at 370 C is 15.6 mg/IOO cm3 solution (4.35 x 10-4mol

dm-3, compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

Excess sulfonamide in water was heated and

stirred on a steam bath for 30 min. The

suspension was then agitated for 24 h in

a thermostat at 37 0 C. A sample of the

satd soln was withdrawn through a glass

filter, dild, and analyzed by the Marshall

method (1) using a General Electric

recording spectrophotometer for comparing

the colors developed with those of the

standards.

SOURCE AND PURITY OF MATERIALS:
The sulfonamide, mp 260-1°C (dec, cor), was

prepd by the authors. Anal: %C 57.5

(calcd 57.0); %H 5.1 (5.0); %N 16.1 (15.6).

Purity of the water was not specified.

ESTIMATED ERROR:

Nothing specified

REFERENCES:

1. Bratton, A.C.; Marshall, E.K., Jr.

J. Pharmaaol. 1939, 66. 4.
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COMPONENTS:
(1) Benzenesulfonamide. 4-amino-N-1H-l,2,4-

triazol-3-yl-; C8H9NS02S; [51732-39-9]

ORIGINAL MEASUREMENTS:

Anderson, G. W.;

Winnek, P. S.;

J. Am. Chem.(2) Water;

VARIABLES:

H20; [7732-18-5]

PREPARED BY:

Faith, H.E.; Marson, H. W.;

Roblin, R. 0., Jr.

50a. 1942, 64, 2902-5.

One temperature: 370 C

EXPERIMENTAL VALUES:

R. Piekos

Solubility of 4-amino-N-1H-l,2,4-triazol-3-ylbenzenesulfonamide in water at

37 0 C is 60 mg/100 cm3 solution (2.5 x 10-3 mol dm-3• compiler ).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE :
Excess sulfonamide in water was heated and

stirred on a steam bath for 30 min. The

suspension was then agitated for 24 h in a

thermostat. A sample of the satd soln was

withdrawn through a glass filter, dild, and

analyzed by the Marshall method (1) using a

General Electric recording spectrophotometer

for comparing the colors developed with

those of the standards.

SOURCE AND PURITY OF MATERIALS:
The sulfonamide, mp 19S-6oC (cor), was prepd

by the authors. Anal: %C 40.6 (calcd 40.2);

%H 3.8 (3.8); %N 29.1 (29.3).

Purity of the water was not specified.

ESTIMATED ERROR:

Nothing specified.

REFERENCES:

1. Bratton, A. C.; Marshall, E. K., Jr.

J. Pharmaaol. 1939, 66, 4.



COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-4H-l,2,4

triazol-4-yl-; C8H9N502S; [17103-50-3]

(2) Water; H20; [7732-18-5]

VARIABLES:

One temperature: 37°C

EXPERIMENTAL VALUES:

13

ORIGINAL MEASUREMENTS:

Anderson, G. W.; Faith, H. E.; Marson,H.W.

Winnek, P. S.; Roblin, R. 0., Jr.

J. Am. Chern. Soc. 1942, 64, 2902-5.

PREPARED BY:
R. Piekos

Solubility of 4-amino-N-4H-l,2,4-triazole-4-ylbenzenesulfonamide in water

at 37 0 C is 216 mg/IOO cm3 solution ( 9.03 x 10-3 mol dm-3, compiler ).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

Excess sulfonamide in water was heated and

stirred on a steam bath for 30 min. The

suspension was then agitated for 24 h in a

thermostat. A sample of the satd soln was

withdrawn through a glass filter, dild, and

analyzed by the Marshall method (1) using

a General Electric recording spectrophoto

meter for comparing the colors developed

with those of the standards.

4A-B*

SOURCE AND PURITY OF MATERIALS:

The sulfonamide, mp 237°C (cor) was prepd

by the authors. Anal: %C 40.1 (calcd

40.2); %H 3.8 (3.8) ; %N 29.4 ( 29.3 ) .
Purity of the water was not specified.

ESTIMATED ERROR:

Nothing specified.

REFERENCES:

1. Bratton, A. C.; Marshall, E. K., Jr.

J. Phal'771aaoL 1939, 66, 4.
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COHPONENTS:
(1) Benzenesulfonamide. 4-amino-N-(5-methyl

3-isoxazolyl)- (sulfamethoxazole)
C10HI1N303S; [723-46-6]

(2) Water
(3) Aqueous HC1; (4) Aqueous NaOH
(5) Aqueous ethanol
(6) Methanol

EVALUATOR:
Anthony N. Paruta
Department of Pharmaceutics
University of Rhode Island
Kingston. Rhode Island. USA

and
Piekos
of Pharmacy. University of Gdansk

Poland 1986

CRITICAL EVALUATION:
The aqueous solubility data on the above compound are summarized in Table I. Yamaza

ki's (2) value was the only value available at 303K. and is not considered further. It is
lower than those at 298K (4.6). thus probably unreasonable. Rudy and Senkowski (4) and
Shah et al. (6) give identical values for the aqueous solubility at 289K. The solubility
values can thus be given as 2 x 10-3 mol dm- 3 in water at 298K. Kitao et. al. (3) deter
mined the solubility at 3l0K at a pH value of 4. Since there are no concurring values
(1.5) no recommended value can be given for this temperature. The value of Kitao et al.
(3) is somewhat similar to that of Ghanem et al. (5). which is interesting since it would
be expected that a broad invarient solubility isotherm over a span of pH values should
exist. Thus, even though these values are similar. the solubility suggested by Ghanem et
al. (5) is probably valid. and can be proposed as the tentative value.

Table I: Solubility of Sulfamethoxazole in water at various temperatures

103 mol dm-3 (*indicates mol kg- l )

Reference 298K 303K 3l0K

1 - - 4.11
2 - 1.59 -
3 - - 2.48 (pH-4)
4 2.0 - -
5 - - 2.37
6 2 - -

For ampholytes of this type. solubility can be enhanced by the addition of either
acids or bases. The condition produce a more water soluble cationic species (protonation)
under acidic conditions. and the more water soluble anionic form under basic conditions
at high pH. In two reports (7.8). the solubility was determined in O.lN HCl both at
298K and 3l0K. Ogata et al. (7) records a value of 1.24 x 10-2 mol dm- 3 in O.lN HCl at
3l0K which is 6.2 times the solubility in water. Shah et al. (8) give a value of 1 x
10-4 mol dm- 3 at a pH - 1. which is clearly incorrect being only a small fraction of the
solubility in water (about 5%). However. at a concentration of 0.84N HCl (pH - 0.076) at
298K. a value of 1.12 x 10-2 mol dm- 3 is reported which is in line with the value of
Ogata et al. (7) being about 5.6 times the solubility in water. The value of Shah et al.
(H) in 0.84N HCl is some 95 times greater than that in O.lN HC1. In this context itmigh
be instructive to point out the trend (magnitude enhancement) by comparing the solubil
ity of sulfamethoxazole in different systems. The recommended values at 298K are 2 x
10-3 mol dm- 3 in water. 63 x 10-3 mol dm- 3 in O.lN NaOH. 149 x 10-3 mol dm- 3 in 95%
ethanol in water and 350 x 10-3 mol dm- 3 in methanol. There is a 31 fold increase in
solubility in O.lN NaOH no doubt due to the formation of the anionic form of the compound
which has a much higher aqueous solubility. There is a dramatic shift in pH from near
neutrality to pH - 13. a strong alkaline solution that forms a water soluble sodium salt
of this compound. In methanol. there is a 175 fold increase in solubility due to the
semipolar nature of solute and solvent. In 95% ethanol in water (10-12) there is about
a 75 fold increase in solubility. The enhancements are quite striking and illustrate
the significant latitude that can be used. The solubility of this compound was given by
Rudy and Senkowski (9) and Shah et al. (8) in 1973 and 1981 respectively are in excellent
agreement and a recommended value of 6.3 x 10-2 mol dm- 3 can be given in aqueous O.lN
NaOH solution at 298K.

Further. the values of solubility in methanol were given by these workers (8.9) and
were also in excellent agreement and is given as 0.35 mol dm-3 at 298K. The recommended
value in 95% ethanol in water is 0.13 mol dm- 3 at 298K.

REFERENCES:

(1) Anderson. G.W.; Faith. H.E.; Marson. H.W.; Winnek. P.S.; Roblin. R.O •• Jr.
J. Am. Chern. Soc. 1942. 64, 2902-5.

(2) Yamazaki. M.; Aoki. M.; Kamada. A.; Yata. N.; Yakuzaigaku 1967. 27(1), 37-40.
(3) Kitao. K.; Kubo. K.; Morishita. T.; Yata. N.; Kamada. A. Ch~Pharm. BuZZ.

1973. 21, 2417-26.
(4) Rudy. B.C.; Senkowski. B.Z. AnaZ. ProfiZes Drug Subst. 1973. 2, 467-86.
(5) Ghanem. A.; Meshali. M.; Ibraheem. Y. J. Pharm. PharmacoZ~80. 32, 675-7.
(6) Shah. N.H.; Lazarus. J.H.; Sheth. P.R.; Jarowski. C.I. J. Pha~Sci. 1981.

70(6), 611-13.
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COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-(5-methyl

3-isoxazolyl)- (sulfamethoxazole);

ORIGINAL HEASUREMENTS:

Anderson, G.W.; Faith, H.E.; Marson, H.W.;

Winnek, P.S.; Roblin, R.O.,Jr.

(2)

ClOH11N303S;

Water; H20;

[723-46-6]

[7732-18-5]

J. Am. Chem. Soa. 64, 2902-5.

VARIABLES:

One temperature: 370 C

EXPERIMENTAL VALUES:

PREPARED BY:

R. Piekos

Solubility of sulfamethoxazole in water at 370 C is 104 mg/100 cm3

solution ( 4.11 x 10-3 mol dm-3, compiler).

AUXILIARY INFORMATION

HETHOD/APPARATUS/PROCEDURE:

Excess sulfonamide in water was heated and

stirred on a steam bath for 30 min. The

suspension was then agitated for 24 h in

a thermostat. A sample of the satd soln

was withdrawn through a glass filter, dild,

and analyzed by the Marshall method (1)

using a General Electric recording

spectrophotometer for comparing the colors

developed with those of the standards.

SOURCE AND PURITY OF MATERIALS:

The sulfonamide, mp l69-700 C (cor) was

prepd by the authors. Anal: i.C 47.4

(calcd 47.4); i.H 4.2 (4.4); i.N 16.5

(16.6).

Purity of the water was not specified.

ESTIMATED ERROR:

Nothing specified

REFERENCES:

1. Bratton, A.C.; Marshall, E.K., Jr.

J. Pha!'l7laaol. 1939, 66, 4.



ORIGINAL HEASUREHENTS:
Yamazaki, M.; Aoki, M.; Kamada, A.;

COMPONENTS:
(1) Benzenesulfonamide, 4-amino-N-(5-methyl

3-isoxazolyl)- (sulfisomezole)*; Yata, N. Yakuzaigaku 1967, 27(1),

17

(2)

ClOHllN303S;

Water; H20;

[723-46-6)

[7732-18-5)

37-40.

VARIABLES:

One temperature: 300 C

EXPERIMENTAL VALUES:

PREPARED BY:

R. Piekos

Solubility of sUlfisomezole*in water at 300 C is 1.59 mmol/L

(0.403 g dm-3, compiler).

*Another common trivial name is sulfamethoxazole.

AUXILIARY INFORMATION

HETHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:

Sulfisomezole* (0.5 g) was placed in an Nothing specified

L-shaped tube together with 20 ml of water.

The mixt was shaken in a thermostat until

equilibrium was attained. The sulfisomezol:

was assayed in the supernatant spectro-

photometrically at 545 nm on a Beckman DU

spectrophotometer. The results were taken

from a calibration graph.
ESTIMATED ERROR:

Soly: not specified

Temp: ±loC (authors)

REFERENCES:
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COMPONENTS: ORIGINAL HEASUREHENTS:

Benzenesulfonamide, 4-amino-N-(5-methyl

)-isoxazolyl)- (sulfamethoxazole);

(1)

(2)

ClOHllN303S;

Water; H20;

[ 723-46-6 ]

[7732-18-5]

Kitao, K.; Kubo, K.; Morishita, T.;

Yata, N.; Kamada, A. Chern. Pharm.

Burr. 1973, 21, 2417-26.

VARIABLES:

One temperature: 370 C

EXPERIMENTAL VALUES:

PREPARED BY:

R. Piekos

Solubility of sulfamethoxazole in water at 37 0 C is 2.48 romol dm-3 solution.

AUXILIARY INFORMATION

HETHOD/APPARATUS/PROCEDURE:

Soly was detd by continuously adjusting

the pH of the aq soln to 4 with O.05N

NaOH. The concn. of sulfamethoxazole

was detd by diazotization.

SOURCE AND PURITY OF MATERIALS:

Comm available sulfamethoxazole (source

not specified) was used as supplied.

Deionized water was used.

ESTIMATED ERROR:
Soly: not specified

Temp: tlOC (authors).

REFERENCES:



ORIGINAL HEASUREHENTS:

1973,

COMPONENTS:
(1) Benzenesulfonamide, 4-amino-N-(S-methyl

3-isoxazolyl)- (sulfamethoxazole);
ClOHllN303S; [723-46-6]

(2) Water; H20; [7732-18-5]

VARIABLES:

Rudy, B.C.;

AnaL ProfiZes

2, 467-86.

PREPARED BY:

Senkowski, B.Z.

Drug Subst.
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One temperature" 2SoC

EXPERIMENTAL VALUES:

R. Piekos

Solubility of sulfamethoxazole in water at 2SoC is 0.5 mg/ml

( 2.0 x 10-3 mol dm-3 , compiler). a

aThe temperature and all auxilliary information was given by

Edward A. MacMullan from Roche Products Inc., Manati, P.R., in

a personal communication.

AUXILIARY INFORMATION

HETHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:

An excess of solute was equilibrated with The sulfamethoxazole was of reference

the solvent overnight at canst temp. standard quality equivalent to USP.

(2SoC) while being agitated with a 60 cycle The distd and deionized water of high

vibrator (VIBROMIXER). A portion of the resistivity was used.

clear supernatant soln was then taken and

its concn was detd by uv spectrophotometry

after suitable diln.

ESTIMATED ERROR:

Soly: precision :!:l% (MacMullan)

Temp: not specified

REFERENCES:
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COMPONENTS: ORIGINAL MEASUREMENTS:

(1) Benzenesulfonamide, 4-amino-N-(5-methyl- Ghanem, A.; Meshali, M.; Ibraheem, Y.

3-isoxazolyl)- (sulfamethoxazole); J. Pharm. PharmaaoZ.1980, 32, 675-7.

ClOHn N303S; [723-46-6 1

(2) Water; H20; [7732-18-5 1

VARIABLES:

One temperature: 37 0 C

EXPERIMENTAL VALUES:

PREPARED BY:
R. Piekos

Solubility of sulfamethoxazole in water at 370 C is 0.6 g litre-l

( 2 x 10-3 mol dm-3 , compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

An excess of sulfamethoxazole was added

to 15 ml of water in a 30-ml glass stoppered

bottle which was rotated on a water bath

at 37 0 C until equilibrium was attained.

The sample was filtered and the sulfonamide

was assayed spectrophotometrically at

265 nm after dilg with a.lM HCl. A

coulometric assay gave similar results.

SOURCE AND PURITY OF MATERIALS:

Sulfamethoxazole was from Kahira Pharm

and Chem Ind Co. Egypt.

Purity of the water was not specified.

ESTIMATED ERROR:

Soly: detns were carried out at least in

duplicate (authors).
'l'pmn' + lOr (, ,)

REFERENCES:



COMPONENTS: ORIGINAL MEASUREMENTS:
(1) Benzenesulfonamide, 4-amino-N-(s-methyl- Shah, N.H.; Lazarus, J.H.; Sheth, P.R.;

3-isoxazolyl)- (sulfamethoxazole); Jarowski, C.I.

21

ClOHllN303S; [723-46-6)

(2) Water: H20; [7732-18-5)

J. Pham. Sai. 1981, '10(6), 611-13.

VARIABLES:

One temperature: 2soC

EXPERIMENTAL VALUES:

PREPARED BY:

R. Piekos

Solubility of sulfamethoxazole in water at 2soC is 0.5 mg/ml

( 2 x 10-3 mol dm-3, compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

The solubility of sulfamethoxazole was

determined by the method specified in

USP XX (1).

SOURCE AND PURITY OF MATERIALS:

Sulfamethoxazo1e was a research compd

purchased from Hoffman - LaRoche,

Nutley, N.J. Its purity was not

specified.

The purity of water was not specified.

ESTIMATED ERROR:

Nothing specified

REFERENCES:

1. "The United States Phamacopeia",

20th rev., u.s. Pharmacopeia1

Convention, Rockville, Md., 1980,

p. 120
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COMPONENTS:
(1) Benzenesulfonamide. 4-amino-N-(5-methyl

3-isoxazolyl)- (sulfamethoxazole);

(2)

(3)

CloHnN303S;
Hydrochloric

Water; H20;

[723-46-6]

acid; Hel; [7647-01-0]

[7732-18-5]

ORIGINAL MEASUREHENTS:
Ogata. H.; Shibazaki. T.; Inoue. T.;

Ejima. A; Chern. Pharm. Butt. 1979

27(6), 1281-6.

VARIABLES:
One temperature: 37 0 C

EXPERIMENTAL VALUES:

PREPARED BY:
R. Piekos

Solubility of sulfamethoxazole in O.lN HCl at 37 0 C is 3.140 mg/ml

(1.240 x 10-2 mol dm-3• compiler).

AUXILIARY INFORMATION

HETHOD/APPARATUS/PROCEDURE:

A centrifuge tube contg 30 ml of O.lN HCl

and 0.5-3.0 g of the sulfamethoxazole

powder was tightly sealed and shaken at

37oC. The concn of the dissolved drug

was detd spectrophotometrically following

filtration through a Millipore filter

(type EH. pore size 0.5 ~l'm). and the

procedure was repeated every 24 h until

a const concn was obtained.

SOURCE AND PURITY OF MATERIALS:
Comm available 500-mg uncoated tablets

of sulfamethoxazole were used.

Hydrochloric acid was of reagent grade.

ESTIMATED ERROR:
Nothing specified

REFERENCES:



COMPONENTS:
(1) Benzenesulfonamide, 4-amino-N-(5-methyl-

3-isoxazolyl)- (sulfamethoxazole);

ORIGINAL MEASUREMENTS:
Shah, N.H.; Lazarus, J.H.; Sheth, P.R.;

Jarowski, C.l.
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ClQHllN303S;

(2) Hydrochloric

(3) Water; H20;

VARIABLES:

[723-46-6)

acid; HCl;[7647-0l-0)

[7732-18-5)

J. Pharm. Sci. 1981, 70(6),

PREPARED BY:

611-13.

Concentration of HCl

EXPERIMENTAL VALUES:

Concentration of HCl,

N

R.Piekos

Solubility at 250 C

mg/ml mol dm-3 a

0.1

0.84

aCalculated by compiler

0.03

2.85

AUXILIARY INFORMATION

1 x 10-4

1.12 x 10-2

METHOD/APPARATUS/PROCEDURE:

The solubility of sulfamethoxazole

was determined by the method specified

in USP XX (1).

SOURCE AND PURITY OF MATERIALS:

Sulfamethoxazole was a research compd

purchased from Hoffman - LaRoche,

Nutley, N.J. Its purity was not

specified.

The source and purity of hydrochloric acid

was not specified.

ESTIMATED ERROR:

Nothing specified

REFERENCES:

1. "The United States Pharmacopeia".

20th rev., U.S. Pharmacopeial

Convention, Rockville, Md., 1980,

p. 120.
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COMPONENTS:
(1) Benzenesulfonamide. 4-amino-N-(S-methyl-

3-isoxazolyl)- (sulfamethoxazole);

ClOHllN303S; [723-46-6 1
(2) Sodium hydroxide; NaOH; [1310-73-2]

(3) Water; H20; [7732-18-5 1

VARIABLES:

One temperature: 2SoC

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:
Rudy. B.C.; Senkowski. B.Z.

Anaz.. ProfUes Drug Subst.

2, 467-86.

PREPARED BY:
R. Piekos

Solubility of sulfamethoxazole in a O.lN NaOH solution at 2SoC is

16.0 mg/ml (6.32 x 10-2 mol dm-3 • compiler).a

aThe temperature and all auxiliary information was given by

Edward A. MacMullan from Roche Products Inc •• Manati. P.R ••

in a personal communication.

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

An excess of solute was equilibrated

with the solvent overnight at const

temp (250
) while being agitated with a

60 cycle vibrator (VIBROMIXER). A

portion of the clear supernatant

solution was then taken and its concn

was detd by uv spectrophotometry after

suitable diln.

SOURCE AND PURITY OF MATERIALS:

The sulfamethoxazole was of reference

standard quality equivalent to USP.

Reagent grade NaOH was used. The distd

and deionized water of high resistivity

was used.

ESTIMATED ERROR:

Soly: precision ±l% (MacMullan)

Temp: not specified

REFERENCES:



COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-(5-methyl

3-isoxazolyl)- (sulfamethoxazole);

ClOHU N303S; [723-46-6]

(2) Sodium hydroxide; NaOH; [1310-73-2]

(3) Water; H20; [7732-18-5]

VARIABLES:

One temperature: 250 C

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Shah, N.H.; Lazarus, J.H.; Sheth, P.R.;

Jarowski, C. I.

J. Pharm. Sai.198l, 70(6) 611-13.

PREPARED BY:
R. Piekos

25

Solubility of sulfamethoxazole in a O.lN NaOH solution at 250 C

is 16 mg/ml (6.3 x 10-2 dm-3 , compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

The solubility of sulfamethoxazole was

determined by the method specified in

USP xx (1).

SOURCE AND PURITY OF MATERIALS:

Sulfamethoxazole was a research compd

purchased from Hoffman - LaRoche,

Nutley, N.J. Its purity was not

specified.

The source and purity of NaOH and water

was not specified.

ESTIMATED ERROR:

Nothing specified

REFERENCES:

11 '7he United States Pharmaaopeia'~

20th rev., U.S. Pharmacopeial

Convention, Rockville, Md., 1980

p. 120.
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COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-(5-methyl

3-isoxazolyl)- (sulfamethoxazole);

ClOHllN303S; [723-46-6]

(2) Sodium chloride; NaCl; [7647-14-5]

(3) Water; H20; [7732-18-5]

VARIABLES:

One temperature: 370 C

EXPERIHENTAL VALUES:

ORIGINAL HEASUREHENTS:

Hirano, K.; Ichibashi, T.; Yamada, H.

Chern. Pharm.BuZZ.198l, 29(3)~ 817-27.

PREPARED BY:

R. Piekos

Solubility of sulfamethoxazole in a 0.9% NaCl solution at 370 C

is 0.61 mg/ml (2.4 x 10-3 mol dm- 3, compiler).

AUXILIARY INFORMATION

HETHOD/APPARATUS/PROCEDURE:

An excess amt of powdered sulfamethoxazole

was shaken well at 37 0 C with a 0.9% NaCl

soln until attaining satn. The undissolved

crystals were removed by filtration

through a G5 glass filter or by centri

fugation, and the concn of solute in the

filtrate or supernatant was assayed

spectrophotometrically at 267 nm, after

diln with EtOH - H20 (1:1, v/v), using a

Perkin Elmer UV-VIS spectrophotometer

(Hitachi Co., Ltd., Tokyo)

SOURCE AND PURITY OF MATERIALS:
Sulfamethoxazole was synthesized by the

authors and was of medicinal grade.

The remaining materials were of anal

or reagent grade.

ESTIMATED ERROR:

Nothing specified

REFERENCES:



COMPONENTS:
(1) Benzenesulfonamide, 4-amino-N-(5-methyl

3-isoxazolyl)- (sulfamethoxazole);

ClOHllN303S; [7Z3-46-6]

(Z) Phosphoric acid, disodium salt

NaZHP04j [7558-94-4]

(3) Phosphoric acid, monopotassium salt;

(4)

[7778-77-0]

HZO; [773Z-l8-5]

ORIGINAL MEASUREMENTS:

Riess, W.

Intern. Congr. Chemotherapy. Proa••

3rd. Stuttgart 1963, 1. 627-32.

PREPARED BY:

R. Piekos

27

VARIABLES:

One temperature: ZOoC; one pH: 7.4

EXPERIMENTAL VALUES:

Solubility of sulfamethoxazole in a M/15 S8rensen buffer solution

(pH 7.4) at ZOOC is 930 mg% (3.67 x 10-Z mol dm-3 solution, compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

S8rensen buffer solns of pH varying between

7 and 8 were prepd, satd with sulfameth

oxazole at ZOOC, their pH was measured

at equilibrium, and the sulfamethoxazole

was assayed colorimetrically. The

measured pH values were then plotted

against concn, and the soly at pH 7.4 was

detd by interpolation (personal

communication).

SOURCE AND PURITY OF MATERIALS:
Nothing specified

ESTIMATED ERROR:
Nothing specified

REFERENCES:
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COMPONENTS: ORIGINAL MEASUREHENTS:
(1) Benzenesulfonamide, 4-amino-N-(5-methyl- Yamazaki, M; Aoki, M.; Kamada, A.;

3-isoxazolyl)- (sulfisomezole)*; Yata, N. Yakuzaigaku 1967, 27(1),

ClOHllN303S; [723-46-6 ] 37-40.
(2) Phosphoric acid, disodium salt;

Na2HP04; [7558-94-4 ]

(3) Phosphoric acid, monopotassium salt;
PREPARED BY:

KH2P04; [7778-77-0] R. Piekos
(4) Water; H2O; [7732-18-5]

VARIABLES:

One temperature: 30oC; one pH: 7.4

EXPERIMENTAL VALUES:

*Solubility of sulfisomezole in a phosphate buffer solution of pH 7.4a

( ~ • 0.17 ) at 300 C is 20.7 mmol/L (5.24 g dm- 3 , compiler).

aAt the end of experiment the pH was 6.9

*Another common trivial name is sulfamethoxazole.

AUXILIARY INFORMATION

not specified

(authors)

HETHOD/APPARATUS/PROCEDURE:
Sulfisomezolt (0.5 g) was placed in an

L-shaped tube together with 20 ml of

the buffer soln. The mixt was shaken

in a thermostat until equilibrium was

attained. The sulfisomezoltwas assayed

in the supernatant spectrophotometrically

at 545 nm on a Beckmann DU spectrophotometer

be results were taken from a calibration

graph.

SOURCE AND PURITY OF MATERIALS:
Nothing specified

ESTIMATED ERROR:
Soly and pH:

Temp: :noc

REFERENCES:



COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-(s-methyl

3-isoxazolyl)- (sulfamethoxazole);

ClOHn N303S; [723-46-6)

(2) Phosphoric acid, disodium salt;

Na2HP04; [7558-94-4)

(3) Phosphoric acid, monopotassium qalt;

KH2P04; [7778-77-0)

(4) Water; H20; [7732-18-5)

VARIABLES:
pH

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Hekster, Y.A.; Vree, T.B.; Damsma, J.E.;

Friesen, W.T.

J. Antimia~ob. Chemothe~. 1981, 8,

133-44.

PREPARED BY:

R. Piekos

29

Solubility at 2soC

pH

5.5

7.5

mg/l

300

1900

1.18

7.50

aCalculated by compiler

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:
Satd solns of sulfamethoxazole were prepd

in phosphate buffers of pH 5.5 and 7.5 at

room temp (2soC). The concn of the solute

was measured by means of a Spectra Physics

3s00B high-performance liquid chromatograph

equipped with a column oven (Model 748) and

a Pye-Unicam LC-UV spectrophotometric

detector. The detector was connected to

a l-mV recorder. A stainless steel column

(10 cm x 4.6 rom i.d.) was packed with

Lichrosorb RPS, 5 ~m, obtained from Chrom

pack. An injection loop of 100 ~ was

used. The oven temp was 40oC. Detection

of sulfamethoxazole was performed at

260 nm.

SOURCE AND PURITY OF MATERIALS:

The source and purity of the materials

was not specified.

ESTIMATED ERROR:

The detection limit of the solute by HPLC

was 0.5 mg/l (authors). The error in temp

erature and nH wa!l not !lnecified.
REFERENCES:
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ORIGINAL MEASUREMENTS:
Meshali. M.; El Sabbagh. H.;

Ghanem, A.; Foda, A.

Pharmazie 1983, 38(6),

COMPONENTS:
(1) Benzenesulfonamide. 4-amino-N-(5-methyl

3-isoxazolyl)- (sulfamethoxazole);
ClOHn N303S; [723-46-6]

(2) Phosphoric acid, disodium salt;
Na2HP04; [7558-94-4]

(3) Phosphoric acid, monopotassium salt;
KH2P04 ; [7778-77-0]

1-(",,4.,.,)=-="w,.."a""t.",e.".r_;_H..;;2;...0_;_[_7_7_3_2_-_18_-_5_] -1 PREPARED BY:
VARIABLES:

One temperature: 370 C
R. Piekos

403-6.

EXPERIMENTAL VALUES:

Equilibrium solubility of sulfamethoxazole in a phosphate buffer

solution of pH 7.2. at 37oC, is 0.6% ( 2 x 10-2 mol kg-l solution,

compiler ).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:

A tablet of sulfamethoxazole was placed in Sulfamethoxazole tablets were picked up

500 ml of a phosphate buffer of pH 7.2 and

stirred at 37oC. Samples were taken at time

intervals and the solute concn was detd by

the method reported by the authors (1).

from the market. They satisfied the USP

requirements for uniformity of wt and the

BP requirements for uniformity of content.

The source and purity of the remaining

materials were not specified.

ESTIMATED ERROR:

Nothing specified.

REFERENCES:

1. Ghanem, A.;

J. Pharm.

122.

Meshali, M.; Foda, A.

PharmaaoZ. 1979, 31,
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R. Piekos

ORIGINAL MEASUREMENTS:
Meshali, M.; El Sabbagh, H.;

Ghanem, A.; Foda, A.

Pharmazie, 1983, 38(6), 403-6.

One temperature: 370 C

COMPONENTS:
(1) Benzenesulfonamide, 4-amino-N-(5-methyl

3-isoxazolyl)- (sulfamethoxazole);
C10HllN303S; [723-46-6]

(2) Aminoacetic acid (glycine); C2H5N02;
[56-40-6]

(3) Hydrochloric acid; HCl; [7647-01-0]
(4) Sodium chloride; NaCl; [7647-14-5]
(5) Water; H20; [7732-18-5]
b~:-::,,:,=-_'::"-_-------__--4PREPARED BY:
VARIABLES:

EXPERIMENTAL VALUES:

Equilibrium solubility of sulfamethoxazole in artificial gastric juice

( 0.5 g glycine, 0.35 g NaCl and 9.4 ml HCl per liter of solution;

pH 1.1 ) at 370 C is 0.338% ( 1.33 x 10-2 mol kg- l solution - compiler ).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:

A tablet of sulfamethoxazole was placed in

500 ml of artificial gastric juice of pH 1.L

and the suspension was stirred at 37oC.

Samples were taken at time intervals and

the solute concn was detd by the method re-

Sulfamethoxazole tablets were picked up

from the market. They satisfied the USP

requirements for uniformity of wt and the

BP requirements for uniformity of content.

The source and purity of the remaining

materials were not specified.

ported by the authors.

ESTIMATED ERROR:

Nothing specified.

REFERENCES:
1. Ghanem. A.;

J. Pharm.

122.

Meshali, M.; Foda, A.

PharmaaoZ. 1979, 31,



R. Piekos

Hirano, K.; Ichihashi, T.; Yamada, H.;

32

COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-(5-methyl

3-isoxazolyl)- (sulfamethoxazole);

ClOHllN303S; [723-46-6]

(2) Phosphoric acid, disodium salt;

Na2HP04; [7558-94-4]

(3) Phosphoric acid, monopotassium salt

KH2P04; [7778-77-0]

(4) Sodium chloride; NaCl; [7647-14-5]

(5) Water; H20; [7732-18-5]

VARIABLES:

One temperature: 37 0 C

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Chern. Pharm. BuZZ.

817-27.

PREPARED BY:

1981, 29(3),

Solubility of sulfamethoxazole in a 1/15M phosphate buffer solution

of pH 7.25, isotonized with NaGl, at 37oG, is 5.7 mg/ml (2.2 x 10-2

mol dm-3, compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:

An excess amt of powdered sulfamethoxazole Sulfamethoxazole was synthesized by the

was shaken well at 37 0 C with 1/15M phosphate authors and was of medicinal grade. The

buffer of pH 7.25, isotonized with NaGl, remaining materials were of anal or

until attaining satn. The undissolved reagent grade.

crystals were removed by filtration through

a G5 glass filter or by centrifugation,

and the concn of solute in the filtrate

or supernatant was assayed spectrophoto-

metrically at 267 nm. after diln with ESTIMATED ERROR:

EtOH - H20 (1:1, v/vY, using a Perkin Nothing specified

Elmer UV-VIS spectrophotometer (Hitachi Co.,

Ltd., Tokyo).
REFERENCES:



COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-(5-methyl

3-isoxazolyl)- (sulfamethoxazole);

ClOHllN303S; [723-46-6]

(2) Ethanol; C2H60; [64-17-5]

(3) Water; H20; [7732-18-6]

VARIABLES:

One temperature: 25 0 C

EXPERIHENTAL VALUES:

ORIGINAL HEASUREHENTS:

Rudy, B.C.; Senkowski, B.Z.

AnaL ProfUes Drug Subst. 1973,

467-86

PREPARED BY:
R. Piekos

2,

33

Solubility of sulfamethoxazole in 95% ethanol at 2SoC is 37.8 mg/ml

(0.149 mol dm- 3, compiler).a

aThe temperature and all auxiliary information was given by

Edward A. MacMullen from Roche Products Inc., Manati, P.R., in a

personal communication.

AUXILIARY INFORMATION

HETHOD/APPARATUS/PROCEDURE:

An excess of solute was equilibrated with

the solvent overnight at const temp (2SoC)

while being agitated with a 60 cycle vibrat

or (VIBROMIXER). A portion of the clear

supernatant soln was then taken, weighed and

the solvent removed in a vacuum oven. The

wt of solute was detd after the ~esidue

had been dried to const wt. All weighing

was done on a Mettler microbalance using

microanal techniques.

SOURCE AND PURITY OF MATERIALS:
The sulfamethoxazole was of reference

standard quality equivalent to USP.

The solvent was purchased Reagent Grade

and used without further purification.

ESTIMATED ERROR:
Soly: precision ±l% (MacMullan)

Temp: not specified

REFERENCES:
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COMPONENTS: ORIGINAL MEASUREMENTS:
(1) Benzenesulfonamide, 4-amino-N-(5-methyl- Shah, N.H.; Lazarus, J.H.; Sheth, P.R.;

3-isoxazolyl)- (sulfamethoxazole); Jarowski, C.I.

C10HllN303S; [723-46-6]

(2) Ethanol; C2H60; [64-17-5]

(3) Water; H20; [7732-18-5]

J. Phal'lTl. Sai. 1981, 70(6),611-13.

VARIABLES:
One temperature: 250 C

EXPERIMENTAL VALUES:

PREPARED BY:
R. Piekos

Solubility of sulfamethoxazole in 95% ethanol at 250 C is 30 mg/ml

(0.12 mol dm-3 , compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

The solubility of sulfamethoxazole was

determined by the method specified in

USP XX (1).

SOURCE AND PURITY OF MATERIALS:
Sulfamethoxazole was a research compd

purchased from Hoffman - LaRoche, Nutley,

N.J. Its purity was not specified.

The source and purity of the 95% EtOH

was not specified.

ESTIMATED ERROR:

Nothing specified

REFERENCES:

1. "The Uni ted States Phal'lTlaaopeia",

20th rev., U.S. Pharmacopeial Convention,

Rockville, Md., 1980, p. 120.
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500-5.

R. Piekos
PREPARED BY:

COMPONENTS: ORIGINAL MEASUREMENTS:
(1) Benzenesulfonamide, 4-amino-N-(5-methyl- Hirano, K.; Yamada, H.

3-isoxazolyl)- (sulfamethoxazole); J. Pharm. Sai. 198Z, 71(5).

ClOHllN303S; [7Z3-46-6]

(Z) Bovine serum albumin

(3) Phosphoric acid, disodium salt;

Na ZHP04 ; [7558-94-4]

(4) Phosphoric acid, monopotassium salt;

(5)

(6)

KH ZP04 ; [7778-77-0]
Sodivm chloride; NaCl; [7647-14-5]

Water; HZO; {773Z-l8-5]

VARIABLES:

One temperature: 37oC; one pH: 7.Z5

EXPERIMENTAL VALUES:

Solubility of sulfamethoxazole in a 2% (w/v) bovine serum albumin in

pH 7.25 phosphate buffer (0.067 M Na2HP04-KH2P04) isotonized with

NaCl, at 37oC, is 7.2 mg/ml (Z.8 x 10-2 mol dm-3, compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

The previously developed method was employed

(1). An excess of powd sulfamethoxazole was

shaken well at 37 0 C with the 2% bovine serum

albumin in pH 7.25 phosphate buffer isotoniz

ed with NaC1 until attaining satn. The

undissolved crystals were removed by filrat

ion through a G5 glass filter or by

centrifugation, and the concn of solute

in the filtrate or supernatant was assayed

spectrophotometrically at 267 nm using a

Perkin Elmer UV-VIS spectrophotometer

(Hitachi Co., Ltd., Tokyo).

SOURCE AND PURITY OF MATERIALS:
Sulfamethoxazole was synthesized by the

authors and was of medicinal grade.

Bovine serum albumin (purity not specified)

was from Sigma Chemical Co., St. Louis, Ho.

The remaining materials were of anal or

reagent grade.

ESTIMATED ERROR:

Nothing specified

REFERENCES:

1. Hirano, K.; Ichihashi, T.; Yamada, H.

Chem. Pharm. Bull. 1981, 29(3).817.
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COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-(5-methyl

3-isoxazolyl)- (sulfamethoxazole);

ClOHllN303S; [723-46-6]

(2) 1,4,7,10,13,16-Hexaoxacyclooctadecane

(18-C-6); C12H2406; [17455-13-9]

(3) Hydrochloric acid; HCl; [7647-01-0]

(4) Water; H20; [7732-18-5]

VARIABLES:

Temperature

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Takayama, K; Nambu, N.; Nagai, T.

Chern. Pha~. Bull. 1978, 26(10),

2965-70.

PREPARED BY:

R. Piekos

30

35

40

Saturated concentration

of sulfamethoxazole after

decomplexation of its 1:1

complex with l8-C-6 in 0.2N HCl

1.11

1. 31

1.64

AUXILIARY INFORMATION

HETHOD/APPARATUS/PROCEDURE:

An excess of the complex was dissolved

in 50 ml of 0.2N HCl. The sampling was

done by a l-ml pipet fitted with a G-4

glass filter. The concentration of the

sulfonamide was detd by uv spectrophoto

metry after dilg with 0.2N HCl.

SOURCE AND PURITY OF MATERIALS:

Sulfamethoxazole (Shionogi Pharmaceutical

Co.) was recrystd from a 30% (V/V) Me2CO-H20

soln. l8-C-6 was of the reagent grade. The

1:1 complex was prepd by the authors.

Purity of the HCl soln was not specified.

ESTIMATED ERROR:

Nothing specified

REFERENCES:



COMPONENTS:

(1) Benzenesulfonamide,4-amino-N-(5-methyl

3-isoxazolyl)- (sulfamethoxazole)j

ClOHllN303S; [723-46-6]

(2) D-Glucitol (sorbitol); C6H1406;[50-70-4]

(3) Water; H20; [7732-18-5]

VARIABLES:

Concentration of sorbitol

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Ghanem, A.; Meshali, M.; Ibraheem, Y.

J. Pharm. PharmacaL 1980, 32, 675-7.

PREPARED BY:

R. Piekos

37

Concentration Solubility at 37 0 C

of sorbitol g litre-l 103 mol dm-3 a

Weight%

0.5 0.60 2.37

1.0 0.595 2.35

1.5 0.60 2.37

aCalculated by compiler

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:

Sulfamethoxazole was from Kahira Pharm

and Chern Ind Co, Egypt. Sorbitol was

purchased from El-Nasr Chern Co, Egypt.

Distd waster was used.

An excess of sulfamethoxazole was added

to 15 ml of sorbitol soln in 30-ml glass

stoppered bottles which were rotated

on a water bath at 37 0 C until equilibrium

was attained. Samples were filtered

and the sulfonamide was assayed spectro

photometrically at 265 nm after dilg

with O.lM HCl. Coulometric assays gave

similar results. ESTIMATED ERROR:

Soly: detns were carried out in duplicate

(authors)
Temp: ±loC (authors)

REFERENCES:
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COMPONENTS: ORIGINAL MEASUREMENTS:

(1) Benzenesulfonamide, 4-amino-N-(5-methyl- Ghanem, A.; Meshali, M.; Ibraheem, Y.

3-isoxazolyl)- (sulfamethoxazole); J. Pharm. Pharmaaot. 1980, 32, 675-7.

ClOHn N303S; [723-46-6)

(2) Mannitol; C6H1406 ; [87-78-5)

(3) Water; H20; [7732-18-5)

VARIABLES:

Concentration of mannitol

EXPERIMENTAL VALUES:

Concentration

of mannitol

PREPARED BY:
R. Piekos

Solubility at 370 C

Weight%

0.5

1.0

1.5

aCalculated by compiler

g l1tre-l

0.615

0.605

0.603

2.43

2.39

2.38

METHOD/APPARATUS/PROCEDURE:

AUXILIARY INFORMATION

SOURCE AND PURITY OF MATERIALS:

An excess of sulfamethoxazole was added

to 15 ml of mannitol soln in 30-ml glass

stoppered bottles which were rotated on

a water bath at 37 0 C until equilibrium

was attained. Samples were filtered

and the sulfonamide was assayed spectro

photometrically at 265 nm after dilg

with O.lM HCl. Coulometric assays

gave similar results.

Sulfamethoxazole was from Kahira Pharm

and Chem Ind Co, Egypt. Mannitol was

purchased from El-Nasr Chem Co, Egypt.

Distd water was used.

ESTIMATED ERROR:

Soly: detns were carried out in duplicate

(authors).
Temp: :!:l°C (authors).

REFERENCES:



COMPONENTS: ORIGINAL MEASUREMENTS:
(1) Benzenesulfonamide, 4-amino-N-(5-methyl- Ghanem, A.; Meshali, M.; Ibraheem, Y.

39

3-isoxazolyl)- (sulfamethoxazole); J. Pharm. Pharmaco~.

ClOHllN303S; [723-46-6]

(2) Glucose; C6H1206 ; [50-99-7]

(3) Water; H20; [7732-18-5]

1980, 32. 675-7.

VARIABLES:

Concentration of glucose

EXPERIMENTAL VALUES:

Concentration

of glucose

Weight%

PREPARED BY:

R. Piekos

Solubility at 370 C

g litre-l

0.5

1.0

1.5

0.67

0.755

0.76

2.6

3.0

3.0

aCalculated by compiler

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

An excess of sulfamethoxazole was added to

15 ml of glucose soln in 30-ml glass

stoppered bottles which were rotated on a

water bath at 370 C until equilibrium was

attained. Samples were filtered and the

sulfonamide was assayed spectrophoto

metrically at 265 nm after dilg with

O.lM HCl. Coulometric assays gave

similar results.

SOURCE AND PURITY OF MATERIALS:

Sulfamethoxazole was from Kahira Pharm

and Chern Ind Co, Egypt. Glucose was

purchased from El-Nasr Chern Co, Egypt.

Distd water was used.

ESTIMATED ERROR:

Soly: detns were carried out in duplicate

(authors).
Temp: nOc
REFERENCES:
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COMPONENTS: ORIGINAL MEASUREMENTS:
(1) Benzenesulfonamide, 4-amino-N-(5-methyl- Ghanem, A.; Meshali, M.; Ibraheem, Y.

3-isoxazolyl)- (sulfamethoxazole); J. Pharm. PharmaaoZ. 1980, 32. 675-7.

ClOHllN303S;

Galactose;

Water; H20;

(2)

(3)

VARIABLES:

[723-46-6]

C6H1206 ; [26566-61-0]

[7732-18-5 ]

PREPARED BY:

Concentration of galactose

EXPERIMENTAL VALUES:

R. Piekos

Concentration Solubility at 37 0 C

of galactose g litre-l 103 mol dm-3 a

Weight%

0.5 0.67 2.64

1.0 0.775 3.06

1.5 0.80 3.16

aCalculated by compiler

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:
An excess of sulfamethoxazole was added to

15 ml of galactose soln in 30-ml glass

stoppered bottles which were rotated

on a water bath at 37 0 C until equilibrium

was attained. Samples were filtered and

the sulfonamide was assayed spectrophoto

metrically at 265 nm after dilg with

O.lM HCl. Coulometric assays gave

similar results.

SOURCE AND PURITY OF MATERIALS:
Sulfamethoxazole was from Kahira Pharm

and Chern Ind Co, Egypt. Galactose was

purchased from E. Merck.

Distd water was used.

ESTIMATED ERROR:

Soly: detns were carried out in duplicate

(authors).
Temo: ±loC (authors).
REFERENCES:



COMPONENTS:
(1) Benzenesulfonamide, 4-amino-N-(5-methyl

3-isoxazolyl)- (sulfamethoxazole);

ClOHllN303S; [723-46-6)

(2) a-D-Glucopyranoside, 8-D-fructofu
ranosyl- (sucrose); C12H220ll; [;7-60-1)

(3) Water; H20; [7732-l8-5T
VARIABLES:

Concentration of sucrose

EXPERIMENTAL VALUES:

ORIGINAL HEASUREHENTS:
Ghanem, A.; Meshali, M.; Ibraheem, Y.

J. Pharm. PharmaaoZ. 1980, 32, 675-7.

PREPARED BY:

R. Piekos
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Concentration Solubility at 370 C

of sucrose g litre-l 103 mol dm-3 a

Weight%

0.5 0.615 2.43

1.0 0.605 2.39

1.5 0.615 2.43

aCalculated by compiler

AUXILIARY INFORMATION

HETHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:

A excess of sulfamethoxazole was added to Sulfamethoxazole was from Kahira Pharm

15 ml of sucrose soln in 30-ml glass- and Chem Ind Co, Egypt. Sucrose was

stoppered bottles which were rotated on a purchased.

water bath at 37 0 C until equilibrium was Purity of the water was not specified.

attained. Samples were filtered and the

sulfonamide was assayed spectrophotometric-

ally at 265 nm after dilg with O.lM HCl.

Coulometric assays gave similar results.

ESTIMATED ERROR:

Soly: detns were carried out in duplicate

(authors).
Temp: ±loC (authors)

REFERENCES:
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ORIGINAL MEASUREMENTS:
Ghanem, A.; Meshali,M.; Ibraheem, Y.

COMPONENTS:
(1) Benzenesulfonamide, 4-amino-N-(5-methyl-

3-isoxazolyl)- (sulfamethoxazole);

ClOHU N303S; [723-46-6)

(2) D-Glucose, 4-0- Q-D-glucopyranosyl

(maltose); C12H220ll; [69-79-4)
(]) Water' H~O' [7732-18-51

J. Pharm. PharmaaoZ. 1980, 32. 675-7.

VARIABLES: PREPARED BY:

Concentration of maltose R. Piekos

EXPERIMENTAL VALUES:

Concentration

of maltose

Solubility at 37 0 C

Weight%

0.5

1.0

1.5

0.66

0.79

0.83

2.6

3.1

3.3

aCalculated by compiler

AUXILIARY INFORMATION

SOURCE AND PURITY OF MATERIALS:

Sulfamethoxazole was from Kahira Pharm

and Chem Ind Co, Egypt. Maltose was

purchased from Spolek, Czechoslovakia.

Distd water was used.

An excess of sulfamethoxazole was added

to 15 ml of maltose soln in 30-ml glass

stoppered bottles which were rotated

on a water bath at 370 C until equilibrium

was attained. Samples were filtered

and the sulfonamide was assayed spectro

photometrically at 265 nm after dilg

with O.lM HC1. Coulometric assays gave

similar results. ESTIMATED ERROR:
Soly: detns were carried out in duplicate

METHOD/APPARATUS/PROCEDURE:

(authors).

Temp: ±loC

REFERENCES:



COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-(5-methyl

3-isoxazolyl)- (sulfamethoxazole);

CloHn N303S; [723-46-6]

(2) Methanol; CH40; [67-56-1]

VARIABLES:

One temperature: 250 C

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Rudy, B.C.; Senkowski, B.Z.

Anal. P1'ofUes Drug Subst, 1973, 2,

467-86.

PREPARED BY:
R. Piekos

43

Solubility of sulfamethoxazole in methanol at 25 0 C is 90.3 mg/ml

(0.356 mol dm-3, compiler ).a

aThe temperature and all auxiliary information was given by

Edward A. MacMullan from Roche Products Inc., Manati. P.R.,

in personal communication.

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

An excess of solute was equilibrated with

the solvent overnight at canst temp (250 C)

while being agitated with a 60 cycle

vibrator (VIBROMIXER). A portion of the

clear supernatant soln was then taken,

weighed and the solvent removed in a

vacuum oven. The wt. of solute was detd

after the residue had been dried to canst

wt. All weighing was done on a Mettler

microbalance using microanal techniques.

SOURCE AND PURITY OF MATERIALS:

The sulfamethoxazole was of reference

standard quality equivalent to USP.

The solvent was purchased Reagent Grade

and used without further purification.

ESTIMATED ERROR:
Soly: precision tl% (MacMullan)

Temp: not specified

REFERENCES:



Shah, N.H.; Lazarus, J.H.; Sheth, P.R.;

Jarowski, C.r.
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COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-(5-methyl

3-isoxazolyl)- (sulfamethoxazole);

ClOHllN303S; [723-46-6]

(2) Methanol; CH40; [67-56-1]

VARIABLES:

One temperature: 250 C

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

J. PhaI'T71. Sai. 1981,

PREPARED BY:

R. Piekos

70(6), 611-13.

Solubility of sulfamethoxazole in methanol at 250 C is 90 mg/ml

(0.35 mol dm-3, compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

The solubility of sulfamethoxazole was

determined by the method specified in

USP xx (1).

SOURCE AND PURITY OF MATERIALS:

Sulfamethoxazole was a research compd

purchased from Hoffmann - LaRoche,

Nutley, N.J. Its purity was not

specified.

The source and purity of methanol was

not specified.

ESTIMATED ERROR:

Nothing specified

REFERENCES:

1. "The United States PhaI'T71aaopeia'~

20th rev. U.S. Pharmacopeial

Convention, RockVille, Md., 1980,

p. 120.



COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-(S-methyl

3-isoxazolyl)- (sulfamethoxazole);

(2)

CloHnN303S;
2-Propanol;

[723-46-6]

C3H80; [67-63-0]

ORIGINAL MEASUREMENTS:

Rudy, B.C.; Senkowski, B.Z.

AnaL. ProfiLes Drug Subat.

467-86.

2.

45

VARIABLES:
One temperature: 2SoC

EXPERIMENTAL VALUES:

PREPARED BY:
R. Piekos

Solubility of sulfamethoxazole in 2-propanol at 2SoC is 8.8 mg/ml

(3.S x 10-2 mol dm-3, compiler). a

aThe temperature and all auxiliary information was given by

Edward A. MacMullan from Roche Products Inc., Manati, P.R.,

in a personal communication.

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:

ESTIMATED ERROR:

The sulfamethoxazole was of reference

standard quality equivalent to USP.

The solvent was purchased Reagent Grade

and used without further purification.

An excess of solute was equilibrated with

the solvent overnight at const temp (2SoC)

while being agitated with a 60 cycle

vibrator (VIBROMIXER). A portion of

the clear supernatant soln was then taken,

weighed and the solvent removed in a

vacuum oven. The wt of solute was detd

after the residue had been dried to const

wt. All weighing was done on a Mettler

microbalance using microanal techniques. Soly:

Temp:

precision tl% (MacMullan)

not specified

04A-e*

REFERENCES:
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COMPONENTS: ORIGINAL MEASUREMENTS:

(1) Benzenesulfonamide.4-amino-N-(5-methyl- Sunwoo. C.; Eisen. H.

3-isoxazolyl)- (sulfamethoxazole); J. Pharm. Sai.. 1971. 60. 238-44.

C10HllN303S; [723-46-6]

(2) Ethanol. 2-ethoxy-; C4H1002;
[110-80-5]

VARIABLES:

One temperature: 250 C

EXPERIMENTAL VALUES:

PREPARED BY:

R. Piekos

The mole fraction solubility of sulfamethoxazole in 2-ethoxyethanol

at 250 C is 0.0911 (22.0 g/lOO g solution. compiler ).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:
Soly was detd by the method reported by

Restaino and Martin. Sulfamethoxazole

was assayed on a Coleman-Hitachi 124

double-beam spectrophotometer at 271 nm

after diln of a sample with 95% alcohol

or water.

SOURCE AND PURITY OF MATERIALS:
Sulfamethoxazole (Hoffmann - La Roche. Inc.

Nutley. N.J.) was recrystd from warm

alcohol. 2-Ethoxyethanol (Cellosolve

solvent. Union Carbide. New York. N.Y.)

was of industrial grade.

ESTIMATED ERROR:
Soly: the mean of 3 runs was given (authors).

Temp: ±l.OoC (authors).

REFERENCES:
1. Restaino, F.A.; Martin. A.N.

J. Pharm. Sai. 1964. 53. 636.



COMPONENTS: ORIGINAL MEASUREMENTS:
(1) Benzenesulfonamide, 4-amino-N-(5-methyl- Rudy, B.C.; Senkowski, B.Z.

3-isoxazolyl)- (sulfamethoxazole); AnaZ. ~ofiZes Drug Subst.!22l, 2,

ClOHllN303S; [723-46-6] 467-86.

(2) Ethanol; C2H60; [64-17-5]

(3) Methanol; CH40; [67-56-1]
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VARIABLES:

One temperature: 250 C

EXPERIMENTAL VALUES:

PREPARED BY:

R. Piekos

Solubility of sulfamethoxazole in 3A alcohol (ethanol containing

approximately 5% methanol) at 250 C is 30.6 mg/ml (0.121 mol dm-3,

compiler ).a

aThe temperature, the composition of 3A alcohol and all auxiliary

information was given by Edward A. MacMullan from Roche Products Inc.,

Manati, P.R., in a personal communication.

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

An excess of solute was equilibrated with

the solvent overnight at const temp (250 )

while being agitated with a 60 cycle

vibrator (VIBROMIXER). A portion of the

clear supernatant soln was then taken,

weighed and the solvent removed in a

vacuum oven. The wt of solute was detd

after the residue had been dried to

const wt. All weighing was done on a

Mettler microbalance using microanal

techniques.

SOURCE AND PURITY OF MATERIALS:

The sulfamethoxazole was of reference

standard quality equivalent to USP.

The solvent was purchased Reagent Grade

and used without further purification.

ESTIMATED ERROR:
Soly: precision tl% (MacMullan)

Temp: not specified

REFERENCES:
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COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-(S-methyl

3-isoxazolyl)- (sulfamethoxazole);

CIOHIIN303S; [723-46-6]

(2) Ethane, l,l'-oxybis- (ethyl ether);

C4HIOO; [60-29-7]

VARIABLES:

One temperature: 2SoC

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Rudy, B.C.; Senkowski, B.Z.

AnaZ. ProfiZes Drug Subst.

467-86.

PREPARED BY:
R. Piekos

1973, 2,

Solubility of sulfamethoxazole in ethyl ether at 2SoC is 2.7 mg/ml

(1.1 x 10-2 mol dm-3, compiler).a

aThe temperature and all auxiliary information was given by

Edward A. MacMullan from Roche Products Inc., Manati, P.R.,

in a personal communication.

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

An excess of solute was equilibrated with

the solvent overnight at const temp (2SoC)

while being agitated with a 60 cycle

vibrator (VIBROMIXER). A portion of the

clear supernatant soln was then taken,

weighed and the solvent removed in a

vacuum oven. The wt of solute was detd

after the residue had been dried to const

wt. All weighing was done on a Mettler

microbalance using microanal techniques.

SOURCE AND PURITY OF MATERIALS:

The sulfamethoxazole was of reference

standard quality equivalent to USP.

The solvent was purchased Reagent Grade

and used without further purification.

ESTIMATED ERROR:

Soly: precision ±l% (MacMullan)

Temp: not specified

REFERENCES:



COMPONENTS: ORIGINAL MEASUREMENTS:
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(1)

(2)

Benzenesulfonamide, 4-amino-N-(S-methyl

3-isoxazolyl)- (sulfamethoxazole);

ClOHllN303S; [723-46-6)

Petroleum ether; [8032-32-4)

Rudy, B.C.; Senkowski, B.Z.

AnaZ. Profiles Drug Subst.

467-86.

1973, 2.

VARIABLES:
One temperature: 2SoC

EXPERIMENTAL VALUES:

PREPARED BY:
R. Piekos

Solubility of sulfamethoxazole in petroleum ether (boiling range

30-600 C) at 2SoC is 0.2 mg/ml ( 8 x 10-4 mol dm-3, compiler). a

aThe temperature and all auxiliary information was given by

Edward A. MacMullan from Roche Products Inc., Manati, P.R.,

in a personal communication.

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

An excess of solute was equilibrated with

the solvent overnight at const temp (2SoC)

while being agitated with a 60 cycle

vibrator (VIBROMIXER). A portion of the

clear supernatant soln was then taken,

weighed and the solvent removed in a

vacuum oven. The wt of solute was detd

after the residue had been dried to const

wt. All weighing was done on a Mettler

microbalance using microanal techniques.

SOURCE AND PURITY OF MATERIALS:

The sulfamethoxazole was of reference

standard quality equivalent to USP.

The solvent was purchased Reagent Grade

and used without further purification.

ESTIMATED ERROR:

Soly: precision ±l% (MacMullan)

Temp: not specified

REFERENCES:
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COMPONENTS:

(1) Benzenesulfonamide. 4-amino-N-(S-methyl

3-isoxazolyl)- (sulfamethoxazole);

ClOHllN303S; [723-46-6]

(2) Benzene; C6H6; [71-43-2]

VARIABLES:

One temperature: 2SoC

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Rudy. B.C.; Senkowski. B.Z.

Anal. Profiles Drug Subst. 1973.

467-86.

PREPARED BY:
R. Piekos

2,

Solubility of sulfamethoxazole in benzene at 2SoC is 0.5 mg/ml

( 2.0 x 10-3 mol dm-3• compiler ). a

aThe tempe~ature and all auxiliary information was given by

Edward A. MacMullan from Roche Products Inc •• Manati. P.R••

in a personal communication.

AUXILIARY INFORMATION

SOURCE AND PURITY OF MATERIALS:

The sulfamethoxazole was of reference

standard quality equivalent to USP.

The solvent was purchased Reagent Grade

and used without further purification.

ESTIMATED ERROR:

HETHOD/APPARATUS/PROCEDURE:

An excess of solute was equilibrated with

benzene overnight at const temp (2SoC)

while being agitated with a 60 cycle

vibrator (VIBROMIXER). A portion of the

clear supernatant soln was then taken.

weighed and the solvent removed in a

vacuum oven. The wt of solute was detd

after the residue had been dried to const

wt. All weighing was done on a Mettler

microbalance using microanal techniques. Soly:

Temp:

precision ±l%

not specified

(MacMullan)

REFERENCES:



ORIGINAL MEASUREMENTS:
Takayama. K.; Nambu. N.; Nagai. T••

COMPONENTS:

(1) Benzenesu1fonamide. 4-amino-N-(S-methy1

3-isoxazo1y1)- (su1famethoxazo1e); Chern. Pharm. Bun. 1977. 25. 2608-12.
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(2)

C10HnN303S;
Benzene; C6H6;

[723-46-6)

[71-43-2)

VARIABLES:

One temperature: 100 C

EXPERIMENTAL VALUES:

PREPARED BY:

R. Piekos

Solubility of su1famethoxazo1e in benzene at 100 C is

3.60 x 10-4 mol dm-3 a

aNumerica1 value supplied by the authors.

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:
The system was equilibrated in a sealed

vial for 72 h at 10oC. The satd soln

was rapidly filtered through a Toyo filter

paper No. SB. 1 em3 of the filtrate was

evapd at 400 C and the residue was dissolved

in CHC1 3 to det the concn in the UV region

using a Hitachi 124 spectrophotometer.

SOURCE AND PURITY OF MATERIALS:
Su1famethoxazo1e, m.p. 167oC. was a

very pure compd supplied by Shionogi

Pharmaceutical Co., Ltd.

Purity of the benzene was not specified.

ESTIMATED ERROR:

None specified

REFERENCES:



ORIGINAL MEASUREMENTS:
Takayama, K.; Nambu, N.; Nagai, T.
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COMPONENTS:
(1) Benzenesulfonamide, 4-amino-N-(5-methyl

3-isoxazolyl)- (sulfamethoxazole);

ClOHllN303S; [723-46-6]

(2) 1,4, 7, 10, 13, l6-Hexaoxacyclooctadecane

(lS-Crown-6); C12H2406; [17455-13-9]
(3) Benzene" C~H~· [71-43-21
VARIABLES:

Concentration of lS-Crown-6

EXPERIMENTAL VALUES:

Chern. Pha!'l11. BuU. 1977, 25,

PREPARED BY:

R. Piekos
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Concentration of lS-Crown-6 M x 10-1

AUXILIARY INFORMATION

was

filter

METHOD/APPARATUS/PROCEDURE:

The system was equilibrated in a sealed

vial for 72 h at 10oC. The satd. soln.

was rapidly filtered through a Toyo

paper No. 5B. 1 cm3 of the filtrate

evapd. at 400 C and the residue was

dissolved in CHC1 3 to det. the concn. in

the UV region using a Hitachi 124 spectro-

photometer.

SOURCE AND PURITY OF MATERIALS:

Sulfamethoxazole, m.p. l67oC, was a very

pure compd. supplied by Shionogi

Pharmaceutical Co., Ltd.

Purity of the benzene was not specified.

ESTIMATED ERROR:

None specified

REFERENCES:



ORIGINAL HEASUREMENTS:
Takayama, K.; Nambu, N.; Nagai, T.,

COMPONENTS:
(1) Benzenesulfonamide, 4-amino-N-(5-methyl

3-isoxazolyl)- (sulfamethoxazole);
ClOHllN303S; [723-46-6]

(2) l,4,7,lO,13,16-Hexaoxacyclooctadecane
(18-Crown-6); C12H2406; [17455-13-9]

(3) Benzene; C6H6; [71-43-2]

VARIABLES:

Concentration of l8-Crown-6

Chern. Pharm. Butt. 1977, 25.

PREPARED BY:
R. Piekos
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2608-12.

EXPERIMENTAL VALUES:
Concentration of l8-Crown-6

103 mol dm-3

0.30

0.60

0.90

1.20

1.50

1.80

2.10

2.40

2.70

3.00

4.00

5.00

6.00

7.00

8.00

9.00

10.00

aNumerical values supplied by the authors

AUXILIARY INFORMATION

Solubility at 100C a
104 mol dm- 3

3.70

3.42

3.56

3.30

3.10

2.92

2.82

2.66

2.50

2.44

2.25

1.54

1.40

1.30

0.95

1.25

1.28

HETHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:

The system was equilibrated in a sealed Sulfamethoxazole, m.p. l67 oC, was a very

vial for 72 h at 10oC. The satd soln was pure compd supplied by Shionogi Pharma-

rapidly filtered through a Toyo filter paper ceutical Co., Ltd.

No. 5B, 1 cm3 of the filtrate was evapd l8-Crown-6 was of the reagent grade.

at 400C and the residue was dissolved in Purity of the benzene was not specified.

CHC1 3 to det the concn in the UV region

using a Hitachi 124 spectrophotometer •

ESTIMATED ERROR:

None spec Hied

REFERENCES:
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COMPONENTS: ORIGINAL MEASUREMENTS:

(1)

(2)

Benzenesu1fonamide, 4-amino-N-(S-methy1

3-isoxazo1y1)- (su1famethoxazo1e);

C10H11N303S; [723-46-6]

Methane, trich1oro- (chloroform);

CHC13 ; [67-66-3]

Riess, W.

Intern. Congr. Chemotherapy, Proa.,

3rd, Stuttgart 1963, 1, 627-32.

VARIABLES:

One temperature: 200 C

EXPERIMENTAL VALUES:

PREPARED BY:

R. Piekos

Solubility of su1famethoxazo1e in chloroform at 200 C is

206 mg% (8.13 x 10-3 mol dm-3 solution, compiler ).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

Nothing specified

SOURCE AND PURITY OF MATERIALS:
Nothing specified

ESTIMATED ERROR:

Nothing specified

REFERENCES:



(1)

COMPONENTS:

Benzenesulfonamide. 4-amino-N-(5-methyl

3-isoxazolyl)- (sulfisomezole);

ClOHllN303S; [723-46-6]

(2) Methane. trichloro- (chloroform);

CHC13 ; [67-66-3]

VARIABLES:
One temperature: 300 C

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Yamazaki. M.; Aoki. M.; Kamada. A.;

Yata. N. Yakuzaigaku, 1967. 27(1),

37-40.

PREPARED BY:
R. Piekos

55

Solubility of sulfisomezole*in chloroform at 300 C is

6.75 mmol/L (1.71 g dm-3• compiler).

* Another common trivial name is sulfamethoxazole.

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

Sulfisomezole (0.5 g) was placed in an

L-shaped tube together with 20 ml of

chloroform. The mixt was shaken in a

thermostat until equilibrium was attained.

The sulfisomezole was assayed in the

supernatant spectrophotometrically at

545 nm on a Beckmann DU spectrophotometer.

The results were taken from a calibration

graph.

SOURCE AND PURITY OF MATERIALS:

Nothing specified

ESTIMATED ERROR:
Soly: not specified

Temp: tlOC (authors)

REFERENCES:
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COMPONENTS: ORIGINAL HEASUREHENTS:

(1) Benzenesu1fonamide. 4-amino-N-(S-methy1- Kitao. K.; Kubo, K.; Morishita, T.;

3-isoxazo1y1)- (sulfamethoxazo1e); Yata, N.; Kamada, A.

C10H11N303S; [723-46-6]

(2) Methane. trich1oro-; CHC13;

[ 67-66-3 ]

VARIABLES:
One temperature: 37 0 C

EXPERIHENTAL VALUES:

Chern. Pha~. BuZZ. 1973, 21, 2417-26.

PREPARED BY:
R. Piekos

Solubility of su1famethoxazo1e in CHC1 3 at 37 0 C is

13.1 romo1 dm-3 solution.

AUXILIARY INFORMATION

HETHOD/APPARATUS/PROCEDURE:
One m1 of the CHC1 3 soln of su1fameth

oxazo1e at equilibrium was taken into

a test tube. After evapn of the solvent.

the residue was dissolved in 1N NaOH,

the soln was properly di1d with

deionized water, and the concn of

su1famethoxazo1e was detd by diazotization.

SOURCE AND PURITY OF MATERIALS:
Corom available su1famethoxazo1e (source

not specified) was used as supplied.

Neither source nor the purity of the

CHC13 was specified.

ESTIMATED ERROR:
Soly: not specified

Temp: tlOC (authors)

REFERENCES:



ORIGINAL MEASUREMENTS:
Rudy. B.C.; Senkowski. B.Z.

COMPONENTS:
(1) Benzenesulfonamide. 4-amino-N-(S-methyl

3-isoxazolyl)- (sulfamethoxazole);

ClOHllN303S; [723-46-6)

(2) Methane. trichloro-; CHC13
[ 67-66-3 )

VARIABLES:

One temperature: 2SoC

EXPERIMENTAL VALUES:

Anal. Profiles Drug Subst.
467-86.

PREPARED BY:
R. Piekos

1973.

57

Solubility of sulfamethoxazole in trichloromethane at 2SoC is

2.3 mg/ml (9.1 x 10-3 mol dm-3• compiler ). a

aThe temperature and all auxiliary information was given by

Edward A. MacMullan from Roche Products Inc •• Manati. P.R••

in a personal communication.

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

An excess of solute was equilibrated with

trichloromethane overnight at const temp

(2SoC) while being agitated with a 60 cycle

vibrator (VIBROMIXER). A portion of the

clear supernatant soln was then taken.

weighed and the solvent removed in a

vacuum oven. The wt of solute was detd

after the residue had been dried to const

wt. All weighing was done on a Mettler

microbalance using microanal techniques.

SOURCE AND PURITY OF MATERIALS:

The sulfamethoxazole was of reference

standard quality equivalent to USP.

The solvent was purchased Reagent Grade

and used without further purification.

ESTIMATED ERROR:

Soly: precision ±l% (MacMullan)

Temp: not specified

REFERENCES:
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COMPONENTS: ORIGINAL MEASUREMENTS:

R. Piekos

(1) Benzenesulfonamide, 4-amino-N-(5-methyl- Takayama, K.; Nambu, N.; Nagai, T.

3-isoxazolyl)- - l,4,7,lO,13,16-hexaoxa- Chern. Pharm. BuZZ. 1978, 26(10). 2965-70.

cyclooctadecane complex (1:1);

C10HllN303S·C12H2406; [65177-07-3]

(2) Hydrochloric acid; HC1; [7647-01-0]

(3) Water; H20: [7732-18-5] PREPARED BY:

VARIABLES:
Temperature

EXPERIMENTAL VALUES:

Saturated concentration

t/oC of the complex in 0.2N HCl

102M

30 2.23

35 2.43

40 2.64

AUXILIARY INFORMATION

HETHOD/APPARATUS/PROCEDURE:

An excess of the complex was dissolved

in 50 ml of 0.2N HC1. Sampling was done

by a l-ml pipet fitted with a G-4 glass

filter. The concn of the sulfonamide

in the complex was detd by uv spectrophoto

metry after dilg with 0.2N HC1.

SOURCE AND PURITY OF MATERIALS:

The complex was prepd by sealing 5 g of the

sulfonamide (Shionogi Pharmaceutical Co.)

with 5.2 g of the reagent grade crown ether

in a flask and stirring well for 10 days at

100C. The complex was filtered off, washed

with benzene and dried under vacuum for

24 h. Purity of the HCl soln was not

specified.
ESTIMATED ERROR:

Nothing specified

REFERENCES:



COMPONENTS:

(1) Benzenesulfonamide. 4-amino-N-methyl

N-(5-methyl-3-isoxazolyl)-;

CllH13N303S; [51543-31-8)

(2) Water; H20; [7732-18-5)

VARIABLES:
One temperature: 37 0 C

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Kitao. K.; Kubo. K.; Morishita. T.;

Yata. N.; Kamada. A.

Chern. Pharm. BuZZ. 1973. 21, 2417-26.

PREPARED BY:
R. Piekos

59

Solubility of 4-amino-N-methyl-N-(5-methyl-3-isoxazolyl)

benzenesulfonamide in water at 370 C is 0.628 mmol dm-3 solution.

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

The sulfonamide was detd in the aq soln

(pH 6) by diazotization No details

were given.

SOURCE AND PURITY OF MATERIALS:

The sulfonamide was synthesized by the

authors. Its purity was not specified.

Deionized water was used.

ESTIMATED ERROR:
Soly: not specified.

Temp: ±loC (authors).

REFERENCES:
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COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-methyl

N-(5-methyl-3-isoxazolyl)-;

CllH13N303S; [51543-31-8)

(2) Methane, trichloro-; CHC1 3 ;

[67-66-3)

VARIABLES:

One temperature: 37 0 C

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Kitao, K.; Kubo, K.; Morishita, T.;

Yata, N.; Kamada, A.

Chern. Pharm. BuZZ. 1973, 21. 2417-26.

PREPARED BY:
R. Piekos

Solublity of 4-amino-N-methyl-N-(5-methyl-3-isoxazolyl)

benzenesulfonamide in CHC1 3 at 37 0 C is 1000 mmol dm- 3 solution.

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

One ml of the CHC1 3 soln of the sulfonamide

at equilibrium was taken into a test tube.

After evapn of the solvent, the residue

was dissolved in EtOH, the soln was properly

dild with deionized water, and the concn

of the sulfonamide was detd by diazotization

SOURCE AND PURITY OF MATERIALS:

The sulfonamide was synthesized by the

authors. Its purity was not specified.

Neither source nor purity of the CHC1 3
was specified.

ESTIMATED ERROR:
Soly: not specified

Temp: ±l°C (authors)

REFERENCES:



COMPONENTS:

(1) Acetamide, N-[(4-aminophenyl)sulfonyl]
N-(5-methyl-3-isoxazolyl)-(Nl-acetyl
sulfamethoxazole);
C12H13N304S; [18607-98-2]

(2) Sodium chloride; NaCl; [7647-14-5]

(3) Water; H20 ; [7732-18-5]

VARIABLES:

One temperature: 370 C

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Hirano, H.; Ichihashi, T.; Yamada, H.

Chern. Pharm. BuZZ.198l, 29(3),817-27.

PREPARED BY:

R. Piekos

61

Solubility of Nl -acetylsulfamethoxazole in a 0.9%

NaCl solution at 37 0 C is 0.076 mg/ml (2.6 x 10-4

mol dm- 3 , compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

An excess of powdered Nl -acetylsulfameth

oxazole was shaken well at 37 0 C with a 0.9%

NaCl soln until attaining satn. The un

dissolved crystals were removed by

filtration through a G5 glass filter or

by centrifugation, and the concn of the

solute was assayed spectrophotometrically

at 289 nm, after diln with EtOH - H20

(1:1, v/v) using a Perkin Elmer UV-VIS

spectrophotometer (Hitachi Co., Ltd.,

Tokyo).

SOURCE AND PURITY OF MATERIALS:

Nl -Acetylsulfamethoxazole was synthesized

by the authors and was of medical grade.

The remaining materials were of anal or

reagent grade.

ESTIMATED ERROR:

Nothing specified

REFERENCES:



COMPONENTS:

62

(1)

(2)

(3)

(4)

ORIGINAL MEASUREMENTS:
Acetamide, ~-[(4-aminophenyllsulfonyl]- H k t Ch A V T B
N-(s-methyl-3-isoxazolyl)-(N -acetyl- e s er, .. ; ree, ••
sulfamethoxazole); Antibiotios Chemother. 1982, 31, 22-118.
C12H13N304S; [18607-98-2]
Phospnoric acid, disodium salt;
Na2HP04; [7558-94-4]
Phosphoric acid, monopotassium salt;
KH2P04; [7778-77-0]
Water; H20; [7732-18-5] PREPARED BY:

VARIABLES:
pH

EXPERIMENTAL VALUES:

R. Piekos

Solubility at 2soC

pH

5.5

7.sb

mg/l

66

66

2.2

2.2

ESTIMATED ERROR:
Soly: the detection limit of the solute

by HPLC was 0.5 mg/l (authors). The errors

in temp and pH were not specified.

aCalculated by compiler

bErroneous pH value of 7.0 is given in the

article

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:

The earlier developed method (1) was used Neither source nor the purity of the

(personal communication). Satd solns of materials was specified.

Nl -acetylsulfamethoxazole were prepd in

phosphate buffers of pH 5.5 and 7.5 at

2soC. The concn of the solute was measured

by means of a Spectra Physics 3s00B high-

performance liquid chromatograph equipped

with a Model 748 column oven and a Pye-

Unicam LC-UV spectrophotometric detector.

REFERENCES:

Hekster, Y. A.; Vree, T.B.;

Damsma, J. E.; Friesen, W. T.

J. Antimiorob. Chemother. 1981, 8, 133.
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1981. 8.

R. Piekos

133-44.

Friesen. W. T.

J. Antimiarob. Chemother.

PREPARED BY:

COMPONENTS: ORIGINAL MEASUREMENTS:

(1) Acetamide. N-[4[[(s-methyl-3-isoxazolyl) Hekster. Y.A.; Vree. T.B.; Damsma. J.E.;
-amino)sulfonyl)phenyl)- (N4-acetyl

sulfamethoxazole); C12H13N304S;
[ 21312-10-7)

(2) Phosphoric acid. disodium salt;
Na2HP04; [7558-94-4)

(3) Phosphortc acid. monopotassium salt;
KH2P04; [7778-77-0)

(4) Water; H20; [7732-18-5)

VARIABLES: pH

EXPERIMENTAL VALUES:

Solubility at 2soC
pH

mg/l 103 mol dm-3 a

5.5 115 0.389

7.5 1000 3.386

aCalculated by compiler

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:
Satd solns of ~4-acetylsulfamethoxazolewere

prepd in phosphate buffers of pH 5.5 and

7.5 at room temp (2soC). The concn of the

solute was measured by means of a Spectra

Physics 3s00B high-performance liquid chro

matograph equipped with a column oven

(Model 748) and a Pye-Unicam LC-UV spectro

photometric detector. The detector was

connected to a l-mV recorder. A stainless

steel column (10 cm x 4.6 mm i.d.) was packed

with Lichrosorb RPS. 5 ~m. obtained from

Chrompack. An injection loop of 100.ul was

used. The oven temp was 40oC. Detection of

the solute was performed at 260 nm.

SOURCE AND PURITY OF MATERIALS:
The source and purity of the materials

was not specified.

ESTIMATED ERROR:
The detection limit of solute by HPLC was

0.5 mg/l (authors). The error in temper

ature and pH was not specified.
REFERENCES:



Ryszard
Faculty
Gdansk,
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COHPONENTS:
(1) Benzenesulfonamide, 4-amino-N-(3-4

dimethyl-5-isoxazolyl)
(sulfisoxazole) CllH13N303S;
[127-69-5)

(2) Water

(3) Ethanol

CRITICAL EVALUATION:

EVALUATOR:
Anthony N. Paruta
Department of Pharmaceutics
University of Rhode Island
Kingston, Rhode Island, USA

and
Piekos
of Pharmacy, University of Gdansk
Poland 1986

Aqueous solubilities of the compound at 3l0K as determined twice, in 1978 and 1980,
by the same laboratory (1,2) using virtually identical methods and procedures and are
the same. Assuming that the values were independently determined, the recommended value
is 1.09 x 10-3 mol dm-3 in water at 298K.

Ethanolic solubilities were determined at 303K by two independent groups (3,4). The
results are only within 10%, and the equilibrium time unclear (4). The tentative average
value of sulfisoxazole in ethanol at 303K is given as 81.6 x 10-3 mol dm-3• This value
is about 75 times higher than that of water.

REFERENCES:

(1) Kaneniwa, N.; Watari, N. Chern. Pharm. Buzz.. 1978, 26(3), 813-26.

(2) Watari, N.; Kaneniwa, N.; Hanano, M. Int. J. Pharm. ~ 6(2), 155-66.

(3) Mauge:, J. W. ; Petersen, H., Jr.; Alexander, K. S.; Paruta, A.N. Drug Dev. Ind.

Pharm. 1977, 3(2), 163-83.
(4) Sl'kikawa~ Nakano, M.; Arita, T. Chern. Pharm. BuZZ. 1978, 26(1) J 118-26.



COMPONENTS:
(1) Benzenesulfonamide, 4-amino-N-(3,4-

dimethyl-5-isoxazolyl)- (sulfisoxazole);

Cn H13N303S;

(2) Water; H20;

[127-69-5]

[7732-18-5]

ORIGINAL MEASUREMENTS:
Yamazaki, M; Aoki, M.;

Yata, N.; Yakuzaigaku

37-40.

Kamada, A.;

1967, 2'1(1).

65

VARIABLES:

One temperature: 300 C

EXPERIMENTAL VALUES:

PREPARED BY:
R. Piekos

Solubility of sulfisoxazole in water at 300 C is 0.83 mmol/L

(0.22 g dm-3, compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

Sulfisoxazole (0.5 g) was placed in an

L-shaped tube together with 20 ml of water.

The mixt was shaken in a thermostat until

equilibrium was attained. The sulfisox

azole was assayed in the supernatant

spectrophotometrically at 545 nm on a

Beckman DU spectrophotometer. The results

were taken from a calibration graph.

SOURCE AND PURITY OF MATERIALS:

Nothing specified

ESTIMATED ERROR:
Soly: not specified

Temp: tlOC (authors)

REFERENCES:
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COMPONENTS:

(1) Benzenesulfonamide. 4-amino-N-(3.4

dimethyl-5-isoxazolyl)- (sulf

isoxazole); CllH13N303S; [127-69-5)

(2) Water; H20; [7732-18-5)

VARIABLES:
One temperature: 37 0 C

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Kaneniwa. N.; Watari. N.

Chern. Pharm. Butt. 1978. 26(3). 813-26.

PREPARED BY:
R. Piekos

Solubility of sulfisoxazole in water at 37 0 C is 0.292 mg/ml

solution (1.09 ~ 10-3 mol dm- 3• compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:
An excess of sulfisoxazole was placed in a

flask contg 25 ml of water. The flask was

shaken (2 strokes/s at the amplitude of

3 cm) in a thermostatically controlled

water bath at 37 0 C. One-ml sample was

withdrawn every 6 h (total equilibration

period was 3-5 days) using a warmed Milli

pore filter syringe with a filter pore size

of 0.45 ~ (Millipore HAWP 01300) and the

filtrate was dild with water and assayed

spectrophotometrically (1).

SOURCE AND PURITY OF MATERIALS:
Commercial sulfisoxazole of the Japanese

Pharmacopeia grade and distd water were

used.

ESTIMATED ERROR:
Soly: not specified.

Temp: ±0.05 0 C (authors).

REFERENCES:

1. Kaneniwa. N.; Watari. N.

Chern. Pharm. Butt. 1974. 22. 1699.



COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-(3,4

dimethyl-5-isoxazolyl)- (sulf

isoxazole); ellH13N303S; [127-69-5]

(2) Water; H20; [7732-18-5]

VARIABLES:

One temperature: 37 0 e

EXPERIMENTAL VALUES:

ORIGINAL HEASUREMENTS:

Watari, N; Kaneniwa, N.; Hanano, M.

Int. J. Pha1'11l..!.2!!Q, 6 (2), 155-66.

PREPARED BY:

R. Piekos

67

Solubility of sulfisoxazole in water at 37 0 e is 29.2 mg/100 ml

(1.09 x 10-3 mol dm-3, compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

The earlier developed method was employed

(1), whereby an excess of sulfisoxazole,

required to saturate medium, was placed in

a flask contg 25 m1 of water. The flask was

shaken (2 strokes/s) at an amplitude of

3 em, in a thermostatically controlled bath.

One-m1 sample was removed every 6 h (total

equilibration time was 3-5 days) using a

warmed Mi11ipore filter syringe with a

filter pore size of 0.45 ~ (Mi11ipore HAWP

01300) and the filtrate was di1d with water

and assayed spectrophotometrica11y.

SOURCE AND PURITY OF MATERIALS:

Sulfisoxazole was of the Japanese

Pharmacopeia grade.

Distilled water was used.

ESTIMATED ERROR:

Soly: not specified

Temp: to.050 e (authors)

REFERENCES:

1. Kaneniwa, N.; Watari, N.

Chern. Pha1'11l. BuZZ. 1974, 22, 1699.
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COMPONENTS:
(1) Benzene~ulfonamide, 4-amino-N-(3,4-

dimethyl-5-isoxazolyl)- (sulfisoxazole);

CllH13N303S; [127-69-5)

(2) Hydrochloric acid; HC1; [7647-01-0)

(3) Water; H20; [7732-18-5)

VARIABLES:

One temperature: 370 C

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:
Ogata, H.; Shibazaki, T.; Inoue, T.;

Ejima, A. Chern. Pharm. Bu~~. 1979,

27(6), 1281-6.

PREPARED BY:
R. Piekos

Solubility of sulfisoxazole in O.lN HCl at 37 0 C is 1.440 mg/ml

( 5.387 x 10-3 mol dm-3 , compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

A centrifuge tube contg 30 ml of O.lN HCl

and 0.5-3.0 g of the sulfisoxazole powder

was tightly sealed and shaken at 37oC.

The concn of the dissolved drug was detd

spectrophotometrically following filtration

through a Millipore filter (type EH, pore

size 0.5 ~m), and the procedure was

repeated every 24 h until a const concn

was obtained.

SOURCE AND PURITY OF MATERIALS:

Comm available 500-mg uncoated tablets

of sulfisoxazole were used.

Hydrochloric acid was of reagent grade.

ESTIMATED ERROR:

Nothing specified

REFERENCES:



COMPONENTS:

(1) Benzenesulfonamide. 4-amino-N-(3.4

dimethyl-5-isoxazolyl)-(sulfisoxazole);

CllH13N303S; [127-69-5]

(2) Carbonic acid. monosodium salt;

NaHCO,; [144-55-8]

(3) Water; H20; [7732-18-5]

ORIGINAL MEASUREMENTS:

Takubo. T.; Matsumaru. H.; Tsuchiya. S.;

Hiura. M. Chern. Pharm. BuLL.

2](7), 1440-5.

PREPARED BY:

69

VARIABLES: R. Piekos

One temperature: 37oC; one pH: 8.4

EXPERIMENTAL VALUES:

Solubility of sulfisoxazole in a NaHC0 3 solution ( 1.680 g NaHC03/lOO

ml water) of pH 8.4 at 37 0 C is 31.25 mg/ml solutiona (1.169 x 10-1

mol dm-3 solution. compiler).

aNumerical value to the graphical data was given by one of the authors

(S. T.) in personal communication.

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:

Aliquots of the NaHCD 3 soln were placed in The sulfisoxazole was of the pharmaceutical

glass-stoppered flasks with excess of sulf- grade. The source and purity of NaHCD 3
isoxazole. The flasks were allowed to stand was not specified.

at 37tlOC and shaken vigorously for 4 h Distd was used.

until equilibrium was attained. One ml of

the supernatant was removed by means of a

filter pipet and sulfisoxazole was assayed

by the previously reported method (1).

ESTIMATED ERROR:

Soly and pH:

Temp: tlOC

REFERENCES:

not specified.

(authors).

1. Takubo. T.; Tsuchiya. S.; Hiura. M.

4"'-0

Yakuzaigaku 1971. 31, 298.
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COMPONENTS: ORIGINAL MEASUREMENTS:

21(7), 1440-5.

Takubo, T. ; Matsumaru, H.; Tsuchiya, S.;(1) Benzenesulfonamide, 4-amino-N-(3,4
dimethyl-5-isoxazolyl)-(sulfisoxazole);
Cn H13N303S; [127-69-5]

(2) Carbonic acid; disodium salt;
Na2C03; [497-19-8]

(3) Water; H20; [7732-18-5]

Hiura, M. Chern. Pham. BuU. 1973,

VARIABLES:
One temperature: 370C; one pH: 11.3

EXPERIMENTAL VALUES:

PREPARED BY:
R. Piekos

Solubility of sulfisoxazole in a Na2C03 solution ( 2.120 g Na2C03/100

ml water) of pH 11.3 at 370C is 54.12 mg/ml solutiona ( 2.025 x 10-1

mol dm- 3 solution, compiler).

aNumerical value for the graphical data was given by one of the authors

(S. T.) in personal communication.

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

Aliquots of the Na2C03 solution were placed

in glass-stoppered flasks with excess of

sulfisoxazole. The flasks were allowed to

stand at 37!10C and shaken vigorously for

4 h until equilibrium was established. One

ml of the supernatant was removed by means

of a filter pipet and sulfisoxazole was

assayed by the previously reported method

(1) •

SOURCE AND PURITY OF MATERIALS:
The sulfisoxazole was of pharmaceutical

grade. The source and purity of Na2C0 3
was not specified.

Distd water was used.

ESTIMATED ERROR:
Soly and pH: not specified.

Temp: !loC.

REFERENCES:
1. Takubo, T.; Tsuchiya, S.; Hiura, M.

Yakuzaigaku 1971, 31, 298.



COMPONENTS:
(1) Benzenesulfonamide, 4-amino-N-(3,4

dimethyl-5-isoxazolyl)-(sulfisoxazole);
CllH13N303S; [127-69-5)

(2) Carbonic acid; disodium salt;
Na2C03; [497-19-8)

(3) Carbonic acid; monosodium salt;
NaHC0 3; [144-55-8)

(4) Water; H20; [7732-18-5)

VARIABLES:
pH

EXPERIMENTAL VALUES:

NaHC03

71

ORIGINAL MEASUREMENTS:
Takubo, T.; Matsumaru; H. ; Tsuchiya, S.;

Hiura, M. Chern. Pharm. BuZZ. 1973,
21(7). 1440-5.

PREPARED BY:
R. Piekos

Solubility at 37 0 C

gilOO ml water

0.212

0.848

1.908

gilOO ml water

1.512

1.008

0.168

pH

9.1

9.8

10.7

mglml solna

35.84

48.97

54.12

10 mol dm-3 solnb

1.341

1.832

2.025

aNumerical values to the graphical data were given by one of the authors

( S.T. ) in personal communication.

bCalculated by compiler.

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

Aliquots of carbonate buffer solns were

placed in glass-stoppered flasks with

excess of sulfisoxazole. The flasks were

allowed to stand at 37±loC and shaken

vigorously for 4 h until equilibrium was

established. One ml of the supernatant

was removed by means of a filter pipet

and sulfisoxazole was assayed by the pre

viously reported method (1).

SOURCE AND PURITY OF MATERIALS:
The sulfisoxazole was of pharmaceutical

grade. The source and purity of Na2C03

and NaHC03 were not specified.

Distd water was used.

ESTIMATED ERROR:

Soly and pH:

Temp: ±loC

not specified.

(authors).

REFERENCES:

1. Takubo, T.; Tsuchiya, S.; Hiura, M.

Yakuzaigaku. 1971, 31. 298.
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COMPONENTS: ORIGINAL MEASUREMENTS:

(1)

(2)

(3)

(4)

Benzenesulfonamide, 4-amino-N-(3,4
dimethyl-5-isoxazolyl)- (sulfisoxazole);
CllH13N303S; [127-69-5]
Phosphoric acid, disodium salt;
Na2HP04; [7558-94-4]
Phosphoric acid, monopotassium salt;
KH2P04 ; [7778-77-0]
Water; H20; [7732-18-5]

Bandelin, F.J.; Malesh, W.

J. Am.Pharm. Assoa., Sai. Ed. 1959,

48. 177-81.

PREPARED BY:

VARIABLE: R. Piekos

pH

EXPERIMENTAL VALUES:

Solubility of sulfisoxazole in buffers of varying mixtures of Na2HP04·7H20

(71.6 gil; distilled water; 0.27 mol dm-3, compiler) and KH2P04 (36.3 gil

distilled water; 0.27 mol dm-3, compiler) at 370 C

Solubility

Initial pH

mg/lOO ml 102 mol dm-3 a

4.5

5.0

5.5

6.0

6.5

7.0

7.5

33

45

70

175

405

1360

2870

0.12

0.16

0.26

0.65

1.51

5.08

10.73

acalculated by compiler

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:
Solns were prepd by adding an excess of

sulfisoxazole to 10 ml of buffer soln at

each pH level in 18 x 150-mm test tubes,

stoppering the tubes and placing them in a

water bath at 370 C with gentle agitation for

24 h. The mixt was then filtered and a 1

ml aliquot was accurately pipet ted into a

volumetric flask for diln and analysis. The

SOURCE AND PURITY OF MATERIALS:
Neither source nor purity of the reagents

were specified.

Distilled water was used.

runs are re-

Aand Schneller (1).detail by Biamonte

balance was retained for pH detn to ascert- ESTIMATED ERROR:

ain any change in pH value. The sulfonamide Soly: av values of duplicate

was assayed colorimetrically by the method ported (authors).

of Bratton and Marshall as described in Temp and pH: not specified.
REFERENCES:

standard curve was prepd using accurately

prepd standard solutions.

1. Biamonte, A.R.; Schneller, G.E.

J. Am. Pharm. Assoa•• Sai. Ed., 1952,

41, 341.



ORIGINAL MEASUREMENTS:

Riess, W.

Intern. Congr. Chemotherapy, Proa.

3rd, Stuttgart 1963, 1, 627-32.

COMPONENTS:
(1)" Benzenesulfonamide, 4-amino-N-(3,4-

dimethyl-5-isoxazolyl)- (sulfisoxazole);
CllH13N303S; [127-69-5)

(2) Phosphoric acid, disodium salt;
Na2HP04; [7558-94-4)

(3) Phosphoric acid, monopotassium salt;
KH 2P04 [7778-77-0)

(4) Water; H20; [7732-18-5)
""""~,...,..",=",=,, -1 PREPARED BY:

VARIABLE:
One temperature: 200 C; one pH: 7.4 R. Piekos

73

EXPERIMENTAL VALUES:

Solubility of sulfisoxazole in a M/15 SUrensen buffer solution (pH 7.4)

at 200 C is 4000 mg% ( 0.1496 mol dm-3 solution, compiler ).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:
SUrensen buffer solns of pH varying between Nothing specified.

7 and 8 were prepd, satd with sulfisoxazole

at 200 C, their pH was measured at equilibrium

and the sulfisoxazole was assayed colorimet-

rically. The measured pH values were then

plotted against concn., and the soly at pH

7.4 was detd by interpolation (personal

communication) •

ESTIMATED ERROR:
Nothing specified.

REFERENCES:
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COMPONENTS: ORIGINAL MEASUREMENTS:

(1)

(2)

(3)

(1+)

Benzenesulfonamide. 4-amino-N-(3.4
dimethyl-5-isoxazolyl)- (sulfisoxazole);
Cn H13N303S; [127-69-5]
Phosphoric acid, disodium salt;
Na2HP04; [7558-94-4]
Phosphoric acid, monopotassium salt;
KH2P04 ; [7778-77-0]
Water; H20; [7732-18-5]

Yamazaki, M.; Aoki, M.; Kamada, A.;

Yata, N. Yakuzaigaku, 1967, 27(1),

PREPARED BY:

37-40.

VARIABLES:
One temperature: 30oC; one pH: 7.4

EXPERIMENTAL VALUES:

R. Piekos

Solubility of sulfisoxazole in a phosphate buffer solution of pH 7.4a

( ~ ~ 0.17 ) at 300 C is 32.1 mmol/L (8.580 g dm-3• compiler).

aAt the end of experiment the pH was 6.5

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:

Sulfisoxazole (0.5 g) was placed in an L- Nothing specified

shaped tube together with 20 ml of the

buffer soln. The mixt was shaken in a ther-

mostat until equilibrium was attained. The

sulfisoxazole was assayed in the supernatant

spectrophotometrically at 545 nm on a Beck-

mann DU spectrophotometer. The results were

taken from a calibration graph.

ESTIMATED ERROR:
Soly and pH: not specified

Temp: tlOC (authors)

REFERENCES:



COMPONENTS: ORIGINAL MEASUREMENTS:

75

(1)

(2)

(3)

(4)

Benzenesulfonamide, 4-amino-N-(3,4- *
dimethyl-5-isoxazolyl)- (sulfafurazole);
CllH13N303S; [127-69-5]
Phosphoric acid, disodium salt;
Na2HP04; [7558-94-4]
Phosphoric acid, monopotassium salt;
KH2P04 ; [7778-77-0]
Water; H20; [7732-18-5]

Hekster, Ch. A.; Vree, T.B.

Antibiotics Chemother. 1982, 31. 22-118.

PREPARED BY:

VARIABLES:
pH

EXPERIMENTAL VALUES:

R. Piekos

Solubility at 25 0 C

pH

5.5

7.5b

mg/l

1,533

4,724

5.735

17.670

ESTIMATED ERROR:

aCalculated by compiler

bErroneous pH value of 7.0 is given in

the article

*Another common trivial name is sulfisoxazole.

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:

The earlier developed method (1) was used Neither source nor the purity of the

(personal communication). Satd solns of materials was specified.

*sulfafurazole were prepd in phosphate buff-

ers of pH 5.5 and 7.5 at 25 0 C. The concn

of the solute was measured by means of a

Spectra Physics 3500B high-performance

liquid chromatograph equipped with a Model

748 column oven and a Pye-Unicam LC-UV

spectrophotometric detector.

Soly: the detection limit of the solute by

HPLC was 0.5 mg/l (authors). The errors in
temp and pH were not specified.

REFERENCES:
1. Hekster, Y.A.; Vree, T.B.; Damsma, J.E.;

Friesen, W.T.

J. Antimicrob. Chemother. 1981, 8. 133.
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COMPONENTS:
(1) Benzenesu1fonamide, 4-amino-N-(3,4

dimethyl-5-isoxazo1y1)- (sulfisoxazole);
C11H13N303S; [127-69-5]

(2) Calcium chloride; CaC12; [10043-52-4]
(3) Magnesium chloride; MgC1 2; [7786-30-3]
(4) Phosphoric acid, monoammonium salt;

NH4H2P04 ; [7722-76-1]
(5) Potassium chloride; KC1; [7447-40-7]
(6) Sodium chloride; NaC1; [7647-14-5]
(7) Urea; CH4N20; [57-13-6)
(8) Water; H20; [7732-18-5)

VARIABLES:

pH at 37 0

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:
Bande1in, F. J.; Ma1esh, W.

J. Am. Pharm. Assoc.• Sci. Ed.

48. 177-81.

PREPARED BY:

R. Piekos

1959,

Solubility of sulfisoxazole in a solution containing CaC12 0.143, MgC1 2
0.121, NH4H2P04 0.300, KC1 1.660, NaC1 2.950 and urea 20 g/dm3 (synthetic

urine, Mosher Vehicle) at 37 0 C.

Solubility

Equilibrium pH

4.5

5.0

5.5

6.0

6.4

6.7

mg/100 m1

36

51

80

220

710

2600

0.13

0.19

0.29

0.82

2.66

9.73

ESTIMATED ERROR:
Soly: average values of 2 detns were given.

aca1cu1ated by compiler

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:
Excess sulfisoxazole was added to a1iquots

of synthetic urine solns and 1% H3P04 or 1% Nothing specified

NaOH solns were used to adjust the pH to the

required value. The solns were agitated for

24 h with addn of acid or base to keep them

at the desired pH level until equilibrium

was attained. Then the solns were filtered

and in a1iquots the sulfonamide was assayed

spectrophotometrica11y by the method des

cribed by Biamonte and Schneller (1).

Temp: not specified

pH : not specified

REFERENCES:
1. Biamonte, A.R.; Schneller, G. E.

J. Am. Pharm. Assoc.• Sci. Ed. 1952,

41. 341.



COMPONENTS:
(1) Benzenesulfonamide, 4-amino-N-(3,4

dimethyl-5-isoxazolyl)- (sulfisoxazole);
CllH13N303S; [127-69-5]

(2) l,2,3-Propanetricarboxylic acid,
2-hydroxy- (citric acid); C6H807;
[77-92-9]

(3) Water; H20; [7732-18-5]

VARIABLES:

One temperature: 37oC; one pH: 2.1

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Takubo, T.; Matsumaru, H.; Tsuchiya, S.;

Hiura, M. Chern. Pharm. Bu~~.

1973, 21('1), 1440-5.

PREPARED BY:

R. Piekos

77

Solubility of sulfisoxazole in a citric acid solution ( 2.100 g citric

acid per 100 ml water) of pH 2.1 at 37°C is 0.31 mg/ml solutiona

( 1.16 x 10-3 mol dm-3 solution, compiler ).

aNumerical value to the graphical one was given by one of the authors

(S.T) in personal communication.

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:
Aliquots of the citric acid soln were placed

in glass-stoppered flasks with excess of

sulfisoxazole. The flasks were allowed to

stand at 37±loC and shaken vigorously for

4 h until equilibrium was established. One

ml of the supernatant was removed by means

of a filter and the sulfanilamide was

assayed by the previously reported method

(1) •

"A-O·

SOURCE AND PURITY OF MATERIALS:

The sulfanilamide was of pharmaceutical

grade. Source and purity of the citric

acid was not specified.

Distd water was used.

ESTIMATED ERROR:
Soly and pH: not specified

Temp: ±IoC (authors)

REFERENCES:
1. Takubo, T.; Tsuchiya, S.; Hiura, M.

Yakuzaigaku !22!, 31, 298.
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COMPONENTS:
(1) Benzenesulfonamide, 4-amino-N-(3,4

dimethyl-5-isoxazolyl)- (sulfisoxazole);
CllH13N303S; [127-69-5)

(2) Phosphoric acid, disodium salt;
Na2HP04; [7558-94-4)

(3) 1,2,3-Propanetricarboxylic acid,
2-hydroxy- (citric acid); C6H807 ;
[ 7'1-92-9)

(4) Water; H20; [7732-18-5)

VARIABLES:
pH

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:
Takubo, T.; Matsumaru, H.; Tsuchiya, S.;

Hiura, M. Chern. Pharm. Butt.
1973, 21('1), 1440-5.

PREPARED BY:
R. Piekos

Citric acid Na2HP04 Solubility at 37 0 C
pH

gilOO g water g/lOO g water mg/ml solna 102 mol dm-3 solnb

1.680 0.572 3.1 0.23 0.086

1.260 0.144 4.2 0.30 0.112

0.840 1. 716 5.8 1. 70 0.636

0.420 2.228 6.8 8.50 3.180

aNumerical values to the graphical ones were given by one of the authors (S. T.)

in personal communication.

bCalculated by compiler.

AUXILIARY INFORMATION

HETHOD/APPARATUS/PROCEDURE:
Aliquots of the buffer solns were placed in

glass-stoppered flasks with excess of sulf

isoxazole. The flasks were allowed to stand

at 37tlOC and shaken vigorously for 4 h un

til equilibrium was established. One ml of

the supernatant was removed by means of a

filter pipet and sulfisoxazole was assayed

by the preViously reported method (1).

SOURCE AND PURITY OF MATERIALS:
The sulfisoxazole was of the pharmaceutical

grade. The source and purity of Na2HP04

and citric acid were not specified.

Distd water was used.

ESTIMATED ERROR:
Soly and pH: not specified.

Temp: tlOC (authors)

REFERENCES:

1. Takubo, T.; Tsuchiya, S.; Hiura, M.

Yakuzaigaku. 1971, 31, 298.



COMPONENTS:
(1) Benzenesulfonamide, 4-amino-N-(3,4-

dimethyl-5-isoxazolyl)- (sulfisoxazole);
CllH13N303S; [127-69-5]

(2) Phosphoric acid, disodium salt;
Na2HP04; [7558-94-4]

(3) 1,2,3-Propanetricarboxylic acid,
2-hydroxy- (citric acid); C6H807;
[77-92-9]

(4) Water; H20; [7732-18-5]

VARIABLES:
pH

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Biamonte, A.R.; Schneller, G.H.

J. Am. Pharm. Assoa., Sai. Ed.

41, 341-5.

PREPARED BY:

R. Piekos

79

*Solubility of sulfafurazole in McIlvaine's disodium phosphate - citric

acid buffer solution at 37 0
•

Initial pH
of buffer

Solubility

mg/lOO ml 102mol dm-3 a

Final pH

4.5 32.3 0.121 4.5

5.0 51.6 0.193 5.0

5.5 108.7 0.407 5.5

6.0 262.0 0.980 5.9

6.5 616.0 2.304 6.3

7.0 2,135.0 7.987 6.8

aCalculated by compiler

*Another common trivial name is sulfisoxazole.

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

SUlfafurazole*(500 mg) was equilibrated in a

water bath with 50 ml of the buffer soln for

18 h at 370 C with agitation. The suspension

was then immediately filtered through a

Whatman No. 1 paper. The filtration time

was approx 2 min. Sulfafurazole*in the fil

trate was assayed spectrophotometrically by

the Bratton and Marshall method (1) using

a Beckman DU spectrophotometer, at 545 nm.

SOURCE AND PURITY OF MATERIALS:

*The source of sulfafurazole (mp 193.4 -

193.90 C) was not specified. The source and

purity of the remaining materials were not

specified.

ESTIMATED ERROR: pH and temp: not specified.
Accuracy of the anal method was illustrated
by the following values: expected 2.003,
3.004, 4.006, 5.007 mg/lOO ml; found: 2.08,
3.06, 4.12, 5.10, resp.
REFERENCES:

1. Bratton, A.C.; Marshall, E.K., Jr.

J. Biol. Chern. 1939, 128, 537.
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COMPONENTS:
(1) Benzenesu1fonamide, 4-amino-N-(3,4

dimethyl-5-isoxazolyl)- (sulfisoxazole);
CllH13N303S; [127-69-5]

(2) Sorbitan monolaurate, polyoxyethylene
derivatives (Tween 20); [9005-64-5]

(3) Water; H20; [7732-18-5]

VARIABLES:
Concentration of Tween 20

EXPERIMENTAL VALUES:

2.0

1.9---......
....... 1.8-00
N~

0
1.7-..

u 1.6-0

'"""'... 1.5-
to

>. 1.4....,...
.......,...

1.3,<:l
::l......
0 1.2til

ORIGINAL MEASUREMENTS:
Khawam, M.N.; Yousef, R.T.; Czetsch-

Lindenwald, H. Sai. Pharm. 1966,

34, 209-13.

PREPARED BY:
R. Piekos

1 2 3 4 5 6 7 8 9 10

SOURCE AND PURITY OF MATERIALS:
Neither source nor purity of sulfisoxazole

and water were specified. Tween 20 was

supplied by Atlas-Goldschmidt A.G., Essen

(purity not specified).

Concentration of Tween 20, 102(g/1)

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:
An earlier described method was employed (1)

whereby a 100-ml conical flask contg a Tween

20 soln was placed in a drying cabinet at

350 C and an excess of sulfisoxazole was add

ed under stirring for 1 h. After 12 h the

soln was filtered or decanted and the solute

was assayed in the filtrate spectrophoto-

metrically using a Unicam SP 500 spectropho-

~=~~~~----------ftometer and l-m1 quartz cuvets. Results ESTIMATED ERROR:

were taken from a calibration graph. Nothing specified

REFERENCES:

1. Khawam, M.N.; Tawashi, R.; Czetsch

Lindenwald, H. v. Sai. Pharm. 1965,

33, 90.



COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-(3,4-

ORIGINAL MEASUREMENTS:
Mauger, J.W. ; Petersen, H. Jr.;

81

dimethyl-5-isoxazolyl)- (sulfisoxazole); Alexander, K. S.; Paruta, A. N.

CllH13N303S; [127-69-5]

(2) Methanol; CH40; [67-56-1]

VARIABLES:
Temperature

EXPERIMENTAL VALUES:

Drug Dev. Ind. Pharm. 1977, 3(2). 163-83.

PREPARED BY:
R. Piekos

Solubility

t/oC
103X a mol dm-3 bmg/ml

25 49.4 7.52 0.184

30 56.0 8.57 0.209

37 67.9 10.40 0.254

a X a mole fraction

bcalculated by compiler

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:

A const temp bath contg screw-capped bottles Sulfisoxazole: lot 378067, Hoffman-LaRoche.

with sulfisoxazole in excess and methanol Its mp agreed with the literature value.

was rotated for 24 h. Samples were with

drawn through a pledget of glass wool into

a pipet, which was wiped clean and allowed

to drain into a volumetric flask. Soly was

detd from absorbance and previously ascert

ained Beer's law plots detd on a Cary model

16 spectrophotometer (1).

Methanol was spectrograde solvent from

Mallinckrodt Chemical Works.

ESTIMATED ERROR: ~

Soly: avo of at least 3 detns is reported

(authors).

Temp: to.loC (authors).
REFERENCES:
1. Mauger, J. W.; Paruta, A. N.;

Gerraughty, R. J. J. Pharm. Sci. 1972,

61(1). 94.
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COMPONENTS:

(1) Benzenesulfonamide. 4-amino-N-(3.4

dimethyl-5-isoxazolyl)- (sulfisoxazole);

CllH13N303S; [127-69-5]

(2) Ethanol; C2H60; [64-17-5]

VARIABLES:
Temperature

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Mauger. J. W.; Petersen. H. Jr.;

Alexander. K. S.; Paruta. A. N.;

D1'Ug Dev. Ind. Pha1'lTl. 1977. 3(2),

163-83.

PREPARED BY:
R. Piekos

Solubility
t/oC

mg/m1 103X a let mol dm-3 b

25 19.1 4.18 7.14

30 22.6 4.99 8.45

37 26.6 5.90 9.95

a X • mole fraction

b calculated by compiler

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

A const temp bath contg screw-capped bottles

with sulfisoxazole in excess and ethanol

was rotated for 24 h. Samples were with

drawn through a pledget of glass wool into

a pipet. which was wiped clean and allowed

to drain into a volumetric flask. Soly was

detd from absorbance and previously ascert

ained Beer's law plots detd on a Cary model

16 spectrophotometer (1).

SOURCE AND PURITY OF MATERIALS:

Sulfisoxazole: lot 378067. Hoffman-LaRoche.

Inc. Its mp agreed with the literature

value. Ethanol was from the U.S. Industrial

Chemical Co. Its refractive index value and

density agreed with literature values.

ESTIMATED ERROR:

Soly: av of at least 3 detns is reported

(authors).
Temp: ±O.loC (authors).

REFERENCES:
1. Mauger. J. W.; Paruta. A.N.;

Gerraughty. R. J. J. Pha1'lTl. Sai.

1972. 61(1), 94.



COMPONENTS:

(1) Benzenesulfonamide. 4-amino-N-(3.4

dimethyl-5-isoxazolyl)- (sulfisoxazole);

C11H13N303S; [127-69-5)

(2) Ethanol; C2H60; [64-17-5)

VARIABLES:
Temperature

EXPERIMENTAL VALUES:

83

ORIGINAL HEASUREHENTS:

Sekikawa. H.; Nakano. M.; Arita. T.

Chem. Pharm. BuZZ. 1978. 26(1). 118-26.

PREPARED BY:
R. Piekos

10

20

30

40

50

Solubllitya

102 mol dm-3 solution

4.43

5.98

7.86

11.0

15.2

aOriginal data are presented graphically.

The numerical data are given by the authors.

AUXILIARY INFORMATION

HETHOD/APPARATUS/PROCEDURE:

After attaining equilibrium. sample solns

were removed by a syringe and filtered

quickly through a membrane filter (pore size

0. 2 ~) and sulfisoxazole was assayed spec

trophotometrically at 269 nm using a Hitachi

Type 200-20 spectrophotometer.

SOURCE AND PURITY OF MATERIALS:

Sulfisoxazole (Yamanouchi Pharmaceutical Co.

was of the Japanese Pharmacopeia IX grade.

Abs EtOH was obtained by drying and distn of

EtOH following the conventional procedures.

ESTIMATED ERROR:

Nothing specified

REFERENCES:



84

COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-(3,4

dimethyl-5-isoxazolyl)-(sulfisoxazole);

ORIGINAL MEASUREMENTS:

Mauger, J. W.; Petersen, H.,Jr.;

Alexander, K. S.; Paruta, A. N.

(2)

CllH13N303S;

I-Propanol;

[127-69-5]

C3H80; [71-23-8]

Dr>ug Dev.

163-83.

Ind. PhaT'Trl. 1977 , 3(2),

VARIABLES:

Temperature

EXPERIMENTAL VALUES:

PREPARED BY:
R. Piekos

t/oC Solubility

mg/ml 103X a 102 mol dm- 3 b

25 7.95 2.23 2.97

30 9.53 2.69 3.56

37 12.2 3.44 4.56

a X • mole fraction

b calculated by compiler

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

A const temp bath contg screw-capped bottles

with sulfisoxazole in excess and I-propanol

was rotated for 24 h. Samples were with

drawn through a pledget of glass wool into

a pipet, which was wiped clean and allowed

to drain into a volumetric flask. Soly was

detd from absorbance and previously ascer

tained Beer's law plots detd on a Cary model

16 spectrophotometer (1).

SOURCE AND PURITY OF MATERIALS:
Sulfisoxazole: lot 378067, Hoffman-LaRoche,

Inc. Its mp agreed with the literature

value. I-Propanol was Baker Analyzed Rea

gent (J.T. Baker Chemical Co.). Its refrac

tive index value and density agreed with

literature values.

ESTIMATED ERROR:

Soly: avo of at least 3 detns is reported
(authors).

Temp: :to.loC
REFERENCES:

1. Mauger, J.W.; Paruta, A.N.

Gerraughty, R.J. J. PhaT'Trl. Sci. 1972,

61(1), 94.



COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-(3,4

dimethyl-5-isoxazolyl)- (sulfisoxazole);

CllH13N303S; [127-69-5]

(2) I-Butanol; C4HlOO; [71-36-3]

VARIABLES:

Temperature

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Mauger, J. W.; Petersen, H.,Jr.;

Alexander, K. S.; Paruta, A. N.,

Drug Dev. Ind. Pharm. 1977 3(2).

163-83.

PREPARED BY:
R. Piekos

85

25

30

37

mg/ml

4.31

5.30

6.53

SOLUBILITY

103Xa 102 mol dm-3 b

1.48 1.61

1.83 1.98

2.26 2.44

a X a mole fraction

b calculated by compiler

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:
Screw-capped bottles with sulfisoxazole and

BuOH were rotated in a const temp bath for

24 h. Samples were withdrawn through a

pledget of glass wool into a pipet, which

was wiped clean and allowed to drain into

a volumetric flask. Soly was detd from

absorbance and previously ascertained Beer's

law plots detd on a Cary Model 16 spectro

photometer (1).

SOURCE AND PURITY OF MATERIALS:
Sulfisoxazole: lot 378067, Hoffman-LaRoche,

Inc. M.p. agreed with literature values.

I-Butanol was purchased from Mallinckrodt

Chern Works. Refractive index value and

density agreed with literature values.

ESTIMATED ERROR:

Temp: ±O.loC (authors).

Soly: an average of at least 3 detns is
reported (authors).

REFERENCES:
1. Paruta, A. N.; Mauger, J. W.;

Gerraughty, R. J., J. Pharm. Sci.

1972, 61. 94.
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COMPONENTS: ORIGINAL MEASUREMENTS:

Benzenesulfonamide, 4-amino-N-(3,4

dimethyl-s-isoxazolyl)- (sulfisoxazole);

(1)

(2)

CllH13N303S;

l-Pentanol;

[127-69-5]

CsH120; [71-41-0]

Mauger, J. W.; Petersen, H., Jr.;

Alexander, K. S.; Paruta, A. N.

Drug Dev. Ind. Pharm. 1977, J(2).

163-83.

VARIABLES: PREPARED BY:
Temperature R. Piekos

EXPERIMENTAL VALUES:

mg/ml

SOLUBILITY

103 X a

25 2.61 1.06 0.98

30 3.20 1.30 1.20

37 3.95 1.62 1.48

a X - mole fraction

b calculated by compiler

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:

ESTIMATED ERROR:

Temp: to.loC

Soly: Not specified.

The soly was detd by the method of Paruta et Sulfisoxazole: lot 378067, Hoffman-LaRoche,

al. (1): Screw-capped bottles with sulf- Inc. M.p. agreed with literature values.

isoxazole in excess and l-pentanol were ro- l-Pentanol was purchased from Fisher Scien

tated in a const temp bath for 24 h. Samples tific Co. Refractive index valu and density

were withdrawn through a pledget of glass agreed with literature values.

wool into a pipet, which was wiped clean and

allowed to drain into a volumetric flask.

Soly was detd from absorbance and previously 1-------------------1ascertained Beer's law plots detd on a Cary

Model 16 spectrophotometer.

REFERENCES:

1. Paruta, A. N.; Mauger, J. W.;

Gerraughty, R. J. J. Pharm. Sai.

1972, 61. 94.



COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-(3,4

dimethyl-5-isoxazolyl)- (sulfisoxazole)'

CllH13N303S; [127-69-5]

(2) l-Octanol; CSH160; [111-S7-5]

VARIABLES:

Temperature

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Mauger, J. W.; Petersen, H. Jr.;

Alexander, K. S.; Paruta, A. N.

Drug Dev. Ind. Pha1'l7l. 1977, 3 (2).

l63-S3.

PREPARED BY:

R. Piekos

87

25

30

37

mg/ml

0.94

1.17

1.40

SOLUBILITY

103 mol dm-3 b 103 X a

3.52 0.55

4.38 0.69

5.24 0.83

a X a mole fraction

b calculated by compiler

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:
The soly was detd by the method of Paruta

et al. (1): Screw-capped bottles with

sulfisoxazole in excess and l-Octanol were

rotated in a const temp bath for 24 h. Sam

ples were withdrawn through a pledget of

glass wool into a pipet, which was wiped

clean and allowed to drain into a volumetric

flask. Soly was detd from absorbance and

previously ascertained Beer's law plots

detd on a Cary Model 16 spectrophotometer.

SOURCE AND PURITY OF MATERIALS:
Sulfisoxazole: lot 378067, Hoffman-LaRoche,

Inc. M.p. agreed with the literature value&

l-Octanol was purchased from Fisher Scien

tific Co. Refractive index value and den

sity agreed with literature values.

ESTIMATED ERROR:
Temp: :to.loC

Soly: not specified.

REFERENCES:
1. Paruta, A. N.; Mauger, J. W.;

Gerraughty, R. J. J. Pha1'l7l. Sci.

1972, 61. 94.
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COMPONENTS: ORIGINAL MEASUREMENTS:

(1) Benzenesulfonamide. 4-amino-N-(3.4

dimethyl-5-isoxazolyl)- (sulfisoxazole);

CllH13N303S; [127-69-5]

(2) l-Decanol; ClOH220; [112-30-1]

Mauger. J. W.; Petersen. H. Jr.;

Alexander. K. S.; Paruta. A. N••

D'I'Ug, Dev. Ind. Pha1'111. 1977. 3 (2),

163-83.

VARIABLES: PREPARED BY:
Temperature R. Piekos

EXPERIMENTAL VALUES:

mg/ml

SOLUBILITY

103 X a

25 0.57 0.41 2.13

30 0.68 0.49 2.54

37 0.85 0.61 3.18

a X • mole fraction

b calculated by compiler

AUXILIARY INFORMATION

density agreed with those reported in the

literature.

SOURCE AND PURITY OF MATERIALS:

Sulfisoxazole: lot 378067. Hoffman-LaRoche.

Inc. M.p. agreed with that of literature.

l-decanol was purchased from Matheson. Cole

man and Bell. Refractive index value androtated in a const temp bath for 24 h. Sam

ples were withdrawn through a pledget of

glass wool into a pipet. which was wiped

clean and allowed to drain into a volumetric

flask. Soly was detd from absorbance and

previously ascertained Beer's law plots detd ESTIMATED ERROR:

on a Cary Model 16 spectrophotometer. Temp: to.loC (authors).

Soly: not specified.

METHOD/APPARATUS/PROCEDURE:

The soly was detd by the method of Paruta

et al. (1): Screw-capped bottles with

sulfisoxazole in excess and l-decanol were

REFERENCES:

1. Paruta. A. N.; Mauger. J. W.;

Gerraughty. R. J. J. Pha1'111. Sci.

1972. 61, 94.



COMPONENTS: ORIGINAL MEASUREMENTS:
(1) Benzenesulfonamide, 4-amino-N-(3,4- Sunwoo, C.; Eisen, H.

dimethyl-5-isoxazolyl)- (sulfisoxazole); J. Pharm. Sai. 1971,

CllH13N303S; [127-69-5]

(2) Ethanol, 2-ethoxy-; C4Hl002 ; [110-80-5]

60, 238-44.

89

VARIABLES:

One temperature

EXPERIMENTAL VALUES:

PREPARED BY:

R. Piekos

The mole fraction solubility of sulfisoxazole in 2-ethoxyethanol at

250 C is 0.0495 (13.4 g/lOO g solution, compiler ).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

Soly was detd by the method reported by

Restaino and Martin. Sulfisoxazole was

assayed on a Coleman-Hitachi 124 double

beam spectrophotometer at 270 nm after diln

of a sample with 95% alcohol or water.

SOURCE AND PURITY OF MATERIALS:

Sulfisoxazole (Hoffman-LaRoche Inc., Nutley,

N.J.) was recrystd from warm alcohol. 2

Ethoxyethanol (Cellosolve solvent, Union

Carbide, New York, N.Y.) was of industrial

grade.

ESTIMATED ERROR:

Temp: ±l.OoC (authors).

Soly: the mean of 3 runs was given (authors)

REFERENCES:

1. Restaino, F. A.; Martin, A. N.

J. Pharm. Sai. 1964, 53, 636.



90

COMPONENTS:
(1) Benzenesu1fonamide, 4-amino-N-(3,4

dimethyl-5-isoxazo1y1)- (sulfisoxazole);
C11H13N303S; [127-69-5)

(2) 2-Pyrro1idinone, 1-etheny1-,po1ymers
(po1y(viny1 pyrro1idone»; (C6H9NO)x;
[9003-39-8) K-15

(3) Ethanol; C2H60; [64-17-5)

VARIABLES:

Temperature

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:
Sekikawa, H.; Nakano, M.; Arita, T.

Chern. Pharm. BuZZ. 1978, 26(1),118-26.

PREPARED BY:

R. Piekos

M x 102 sulfisoxazole
t/oC solubilized by 1M viny1-

pyrro1idone equivalent

10.0 7.52

20.0 8.89

30.0 10.4

40.0 12.5

50.0 14.5

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

After attaining equilibrium, sample solns

were removed by a syringe and filtered quick

1y through a membrane filter (pore size 0.2

~) and sulfisoxazole was assayed spectro

photometrically at 269 nm using a Hitachi

Type 200-20 spectrophotometer. No signifi

cant absorbance was found for po1y(viny1

pyrrolidone).

SOURCE AND PURITY OF MATERIALS:

Sulfisoxazole (Yamanouchi Pharmaceutical

Co.) was of the Japanese Pharmacopeia IX

grade. Po1y(viny1 pyrro1idone) K-15 was

from Daiichi Pure Chemicals Co., Tokyo. Abs

EtOH was obtained by drying and distn of

EtOH following the conventional procedures.

ESTIMATED ERROR:

Nothing specified

REFERENCES:



COMPONENTS: ORIGINAL MEASUREMENTS:

91

(1)

(2)

Benzenesulfonamide, 4-amino-N-(3,4

dimethyl-S-isoxazolyl)- (sulfisoxazole);

CllH13N303S; [127-69-5)

Acetic acid, ethyl ester (ethyl acetate)

Grady, L.T.; Hays, S.E.;

Klein, H.R.; Mader, W.J.;

Zimmerer, R.O., Jr. J.

1973, 62(3). 456-64.

King, R.H.;

Wyatt, D.K.;

Phal'Tll. Sci.

VARIABLES:
One temperature: 25 0 C

EXPERIMENTAL VALUES:

PREPARED BY:
R. Piekos

Solubility of sulfisoxazole in ethyl acetate at 250 C is 15.4 mg/g

( 5.76 x 10-2 mol kg-I, compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:

The phase solubility method was employed (1). Sulfisoxazole contained 0.14% impurities

and produced two spots on a thin-layer

chromatogram.

Purity of the ethyl acetate was not spe

cified.

ESTIMATED ERROR:

Soly: ±0.3 mg/g (authors).

Temp: not specified.

REFERENCES:

1. The Nationa~ Formu~al'Y. 13th Ed••

Mack PubZishing Co.. Easton. Pa ••

19'10. pp. 789 and 839.
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COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-(3,4

dimethyl-5-isoxazolyl)- (sulfisoxazole);

CIlH13N303S; [127-69-5)

(2) Methane, trichloro- (chloroform);

CHC13; [67-66-3)

VARIABLES:
One temperature: 200 C

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Riess, W.

Intern. Congr. Chemotheraphy, Proa.,

Jrd, Stuttgart 1963, 1, 627-32.

PREPARED BY:
R. Piekos

Solubility of sulfisoxazole in chloroform at 20 0 C is 80 mg% (3.0 x 10-3

mol dm-3 solution, compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

Nothing specified

SOURCE AND PURITY OF MATERIALS:

Nothing specified

ESTIMATED ERROR:

Nothing specified

REFERENCES:



COMPONENTS:

(1) Benzenesulfonamide. 4-amino-N-(3.4-

ORIGINAL MEASUREMENTS:

Yamazaki. M.; Aoki. M.; Kamada. A.;

93

dimethyl-5-isoxazolyl)- (sulfisoxazole); Yata. N.

CllH13N303S; [127-69-5] 37-40.

(2) Methane. trichloro- (chloroform);

CHC13; [67-66-3]

Yakuzaigaku 1967. 27(1),

VARIABLES:

One temperature: 300 C

EXPERIMENTAL VALUES:

PREPARED BY:
R. Piekos

Solubility of sulfisoxazole in chloroform at 300 C is 2.40 mmol/L

( 0.641 g dm- 3• compiler ).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:

Sulfisoxazole (0.5 g) was placed in an L- Nothing specified

shaped tube together with 20 ml of chlorofonn

The mixt was shaken in a thermostat until

equilibrium was attained. The sulfisoxazole

was assayed in the supernatant spectrophoto-

metrically at 545 nm on a Beckmann DU spectro

photometer. The results were taken from

a calibration graph.

ESTIMATED ERROR:

Soly:

Temp:

not specified

tlOC (authors)

REFERENCES:
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COMPONENTS:
(1) Acetamide,N-[(4-aminophenyl)sulfonyl)

N-(3,4-dimethyl-5-isoxazolyl)
(Nl-acetylsulfisoxazole);
C13H15N304S; [80-74-0)

(Z) Phosphoric acid, monopotassium salt;
KHZP04; [7778-77-0)

(3) Sodium hydroxide; NaOH; [1310-73-Z)
(4) Water; HZO; [773Z-18-5]

VARIABLES:
pH

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Muzakami, S.; Nagata, K.

Ann. Rept. Shionogi Res. Lab. 1956,

6, 58-64.

PREPARED BY:
R. Piekos

Solubility of Nl-acetylsulfisoxazole

pH in Clark and Lubs buffer mixtures at 37°C

mg% 104 mol dm- 3 a

6.5 3.93 l.Z7

7.0 3.83 1. Z4

7.5 4.19 1.35

a calculated by compiler

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:
About 100 mg of Nl-acetylsulfisoxazole was

placed in a flask and 100 cm3 of the buffer

soln of a known pH was added. The mixt was

vigorously agitated for 4 h in a water bath

at 37.0tO.ZoC and filtered through a Toyo

No. 6 filter paper, keeping the temp at about

400 C. The first 10 cm3 of the filtrate was

discarded and in the following 15 cm3, kept

still at about 400 C, the sulfonamide concn

was detd calorimetrically at 540 nm using a

Tsuda reagent and a Beckman Model B spectro

photometer.

SOURCE AND PURITY OF MATERIALS:
Nl-acetylsulfisoxazole was synthesized by

the authors and dried over CaC1 Z'

The source and purity of the remaining

materials was not specified.

ESTIMATED ERROR:
Soly: the error was below t3% (authors).
Temp: to.ZoC (authors); pH: not specified
( a Beckman type G pH meter was used ).

REFERENCES:



ORIGINAL MEASUREMENTS:

K.

Res.

COMPONENTS:
(1) Acetamide, N-[(4-aminophenyl)sulfonyl]

N-(3,4-dimethyl-5-isoxazolyl)
(Nl-acetylsulfisoxazole);
C13H15N304S; [80-74-0]

(Z) l,Z-Benzenedicarboxylic acid, monopotas
sium salt; C8H5K04; [877-Z4-7]

(3) Sodium hydroxide; NaOH; [13l0-73-Z)
(4) Water; HZO; [773Z-l8-5]

VARIABLES:
pH

EXPERIMENTAL VALUES:

S.; Nagata,

Shionogi

Muzakami,

Ann. Rept.

e, 58-64.

PREPARED BY:

R. Piekos

Lab.

95

pH

Solubility of Nl -acetylsulfisoxazole

in Clark and Lubs buffer mixtures at 37°C

4.0

4.5

5.0

5.5

mg%

6.04

5.Z7

4.86

4.43

1.95

1. 70

1. 57

1.43

a calculated by compiler

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

About 100 mg of Nl-acetylsulfisoxazole was

placed in a flask and 100 cm3 of the buffer

soln of a known pH was added. The mixt was

vigorously agitated for 4 h in a water bath

at 37±0.ZoC and filtered through a Toyo No.6

filter paper, keeping the temp at about 40oC.

The first 10 cm3 of the filtrate was discard

ed and in the following 15 cm3 , kept still

at about 40oC, the sulfonamide concn was

detd colorimetrically at 540 nm using a

Tsuda reasgent and a Beckman Model B spectro

photometer.

SOURCE AND PURITY OF MATERIALS:

Nl-acetylsulfisoxazole was synthesized by

the authors and dried over CaClZ'

The source and purity of the remaining

materials was not specified.

ESTIMATED ERROR:
Soly: the error was below ±3% (authors).
Temp: ±O.ZoC (authors)
pH : not specified (a Beckman type G pH

meter was used).

REFERENCES:
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COMPONENTS:
(1) Acetamide, N-[4-[[(3,4-dimethyl-5

isoxazolyl)amino)sulfonyl]phenyl)
(acetyl sulfisoxazole);
C13H15N304S; [4206-74-0)

(2) Phosphoric acid, disodium salt;
Na2HP04; [7558-94-4)

(3) Phosphoric acid, monopotassium salt;
KH ZP04 ; [7778-77-0)

(4) Water; HZO; [7732-18-5)

VARIABLES:
pH

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:
Bandelin, F. J. ; Malesh, W.

J. Am. Pharm. Assoc. Sci.

48, 177-81.

PREPARED BY:

R. Piekos

Ed. 1959,

Solubility of acetyl sulfisoxazole in buffers of varying mixtures of Na2HP04'

7H20 (71.6 gil distilled water; 0.27 mol dm-3, compiler) and KH 2P04
(36.3 gil distilled water; 0.27 mol dm-3, compiler) at 37 0 C

Solubility (based on sulfisoxazole)

Equilibrium pH

4.5

5.0

5.5

6.0

6.4

6.8

7.Z

mg/IOO ml

8

12

38

105

190

375

1040

0.030

0.045

0.140

0.393

0.711

1.400

3.891

a calculated by compiler

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

Solns were prepd by adding an excess of ace

tyl sulfisoxazole to a 10 ml of buffer soln

at each pH level in 18 x l50-mm test tubes,

stoppering the tubes, and placing them in

water bath at 370 C with gentle agitation for

24 h. The solute was then hydrolyzed with 5%

HZS04 for 1 h to liberate the free sulfon

amide. One-ml aliquot of the hydrolyzate

was accurately pipet ted into a volumetric

flask for diln and analysis. The sulfonamide

was assayed colorimetrically by the method

of Bratton and Marshall as described in de

tail by Biamonte and Schneller (1). A stand

ard curve was prepd using accurately prepd

standard solutions.

SOURCE AND PURITY OF MATERIALS:

Neither source nor purity of the reagents

were specified. Distilled water was used.

ESTIMATED ERROR:

Soly: av values of duplicate runs are re

ported (authors).
Temp and pH: not specified

REFERENCES:

1. Biamonte, A. R.; Schneller, G. E.

J. Am. Pharm. Assoc., Sci. Ed.

1952, 41, 341.



COMPONENTS:
(1) Acetamide, N-[4-[[(3,4-dimethyl-5

is~xazolYl)amino]sulfOnYl]phenYl]
(N -acetylsulfafurazole)*
C13H15N304S; [4206-74-0)

(2) Phosphoric acid, disodium salt;
Na2HP04; [7558-94-4]

(3) Phosphoric acid, monopotassium salt;
KH2P04 ; [7778-77-0)

(4) Water; H20; [7732-18-5]

IVARIABLES:
pH

EXPERIMENTAL VALUES:

97

ORIGINAL MEASUREMENTS:
Hekster, Ch. A.; Vree, T. B.

Antibiotias Chemother. 1982, 31. 22-118.

PREPARED BY:

R. Piekos

Solubility at 250 c
pH

mg/l mol dm-3 a

5.5 250 8.08 x 10-4

7.5b 6,893 2.228 x 10-2

aCalculated by compiler

bErroneous pH value of 7.0 is given in

the article

*Another common trivial name is acetyl sulfisoxazole.

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

The earlier developed method (1) was used

(personal communication). Satd solns of

N4-acetylsulfafurazole* were prepd in phosphate

buffers of pH 5.5 and 7.5 at 25 0 C. The

concn of the solute was measured by means of

a Spectra Physics 3500B high-performance

liquid chromatograph equipped with a Model

748 column oven and a Pye-Unicam LC-UV

spectrophotometric detector.

SOURCE AND PURITY OF MATERIALS:

Neither source nor the purity of the

materials was specified.

ESTIMATED ERROR:

Soly: the detection limit of the solute by
HPLC was 0.5 mg/l (authors). The errors in
temp and pH were not specified.

REFERENCES:

1. Hekster. Y.A. Vree. T. B.;

Damsma. J. E.; Friesen. W. T.

J. Antimiarob. Chemother.

§.. 133.
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COMPONENTS:
(1) Acetamide, N-[4-[[(3,4-dimethyl-5

isoxazolyl)amino]sulfonyl]phenyl]
(acetyl sulfafurazole)*;
C13H15N304S; [4206-74-0]

(2) Phosphoric acid, disodium salt;
Na2HP04; [7558-94-4]

(3) l,2,3-Propanetricarboxylic acid,
2-hydroxy- (citric acid); C6H807;
[77-92-9]

(4) Water' H~O' 17732-18-51

ORIGINAL MEASUREMENTS:
Biamonte, A. R.; Schneller, G. H.

J. Am. Pharm. ABBoa. Sai. Ed.

1952, 41, 341-5.

PREPARED BY:

R. Piekos

VARIABLES:
pH

EXPERIMENTAL VALUES:

Solubility of acetyl sulfafurazole*in McIlvaine's disodium phosphate

citric acid buffer solution at 37 0 C

Initial pH
of buffer

mg/IOO ml
solution

Solubility Final pH

4.5

5.0

6.0

7.0

6.0

17.3

126.1

757.9

0.19

0.56

4.08

24.50

4.5

5.0

6.0

6.7

a Calculated by compiler

*Another common trivial name is acetyl sulfisoxazole.

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

*Acetyl sulfafurazole was equilibrated with

50 ml of the buffer soln for 18 h at 37 0 C

with agitation. The suspension was immedi

ately filtered through a Whatman No. 1 pape~

The compd was assayed in the filtrate after

boiling for 15-20 min with 30% NaOH soln

*as sulfafurazole by the method of Bratton

and Marshall (1) using a Beckman DU spec

trophotometer, at 545 nm.

SOURCE AND PURITY OF MATERIALS:

Acetyl sulfafurazole~ mp 2l4.8-15.90 C,

was supplied by the American Cyanamid Co,

Calco Chem Div, Bound Brook, N.J. The

source and purity of the remaining materials

was not specified.

ESTIMATED ERROR:pH and temp: not specified.
Accuracy of the anal method was illustrated
by the following values: expected 2.003,
3.004, 4.006, 5.007 mg/IOO ml; found 2.08;
3.06, 4.12, 5.10 resp.

REFERENCES:

1. Bratton, A. C.; Marshall, E. K. Jr.

J. Biot. Chern. 1939, 128, 537.
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ORIGINAL MEASUREMENTS:

Bandelin, F. J.; Malesh, W.

J. Am. Pharm. Assoa., Sai.

COMPONENTS:
(1) Acetamide, N-[4-[[(3,4-dimethyl-5

isoxazolyl)amino)sulfonyl)phenyl)
(acetyl sulfisoxazole); C13H15N304S;
[4206-74-0)

(2) Calcium chloride; CaC12; [10043-52-4)
(3) Magnesium chloride; MgC12; [7786-30-3)
(4) Phosphoric acid, monoammonium salt;

NH4H2P04; [7722-76-1)
(5) Potassium chloride; KCl; [7447-40-7)
(6) Sodium chloride; NaCl; [7647-15-5)
(7) Urea; CH4N20; [57-13-6]
(8) Water; H20; [7732-18-5]

1959, 48,

PREPARED BY:

177-81.

R. Piekos

Ed.

VARIABLES: pH at 370 C

EXPERIMENTAL VALUES:

Solubility of acetyl sulfisoxazole in a solution containing CaC12 0.143,

MgC12 0.121, NH4H2P04 0.300, KCl 1.660, NaCl 2.950 and urea 20 g/dm3

(synthetic urine, Mosher Vehicle) at 37 0 C

Solubility

Equilibrium pH mg/lOO ml
as sulfisoxazole

4.5

5.0

5.5

6.0

6.5

7.0

30

44

70

160

560

1230

0.097

0.140

0.230

0.520

1.810

3.980

a calculated by compiler

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:

REFERENCES:

ESTIMATED ERROR:
Soly: average values of 2 detns were given.
Temp: not specified.
pH : not specified.

amino compound.

Excess acetyl sulfisoxazole was added to ali- Nothing specified

quots of synthetic urine solns and 1% H3P04

or 1% NaOH solns were used to adjust the pH

to the required value. The solns were agi-

tated for 24 h with addn of acid or base to

keep them at the desired pH level until equi-

librium was attained. Then the solns were

filtered and in aliquots the acetyl sulfon-

amide was assayed spectrophotometrically by

the method described by Biamonte and Schnel

ler (1). Before detn the soln was refluxed

with 5% H2S04 for 1 h to liberate the free

1. Biamonte, A. R.; Schneller, G. E.,

J. Am. Pharm. Assoa., Sai. Ed.

1952, 41, 341.



ORIGINAL MEASUREMENTS:

Grady, L.T.; Hays, S.E.; King,R.H.;

Klein, H. R.; Mader, W. J.;

Wyatt, D. K. ; Zimmerer, R. 0., Jr.
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COMPONENTS:

(1) Acetamide, ~ -[4-[[(3,4-dimethyl-5

isoxazolyl)amino[sulfonyl]phenyl]

~acetyl sulfisoxazole);

C13H15N304S; [4206-74-0]

(2) Methane, trichloro- (chloroform);

CHClg; [67-66-3]

VARIABLES:

One temperature: 25 0 C

EXPERIMENTAL VALUES:

J. Pha:rm. Sai. 1973,

R. Piekos

62(3), 456-64.

Solubility of acetyl sulfisoxazole in chloroform at 25 0 C is 15.5 mg/g

( 5.01 x 10-2 mol kg-I, compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

The phase solubility method was employed

(1) •

SOURCE AND PURITY OF MATERIALS:

Acetyl sulfisoxazole contained 0.02%

impurities and produced one spot in a

thin-layer chromatogram.

Source and purity of the chloroform was

not specified.

ESTIMATED ERROR:

Soly: ±0.3 mg/g (authors)

Temp: not specified.

REFERENCES:

1. The National Fo:rmulary, 13th Ed.,

Maak Publishing Co., Easton, Pa.,

1970, pp. 789 and 839.



COMPONENTS: ORIGINAL MEASUREMENTS:
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(1) Acetamide, N-[[4-(acetylamino)phenyl]- Hekster, Ch. A.; Vree, T. B.
sulfonyl]-N=(3,4-dimethyl-5-isoxazolyl)-
(Nl, N4-diacetylsulfafurazole)~ Antibiotics Chemother. 1982,
C15H17N305S; [35943-12-5]

(2) Phosphoric acid, disodium salt;
Na2HP04; [7558-94-4]

(3) Phosphoric acid, monopotassium salt;
KH2p04 ; [7778-77-0] PREPARED BY:

(4) Water; H20 ; [7732-18-5] R. Piekos
VARIABLES:

pH

EXPERIMENTAL VALUES:

Solubility at 25 0 C

pH

mg/l 105 mol dm-3 a

5.5 12.3 3.50

7.5b 5.2 1.50

a Calculated by compiler

b Erroneous pH value of 7.0 is given in

the article

* Another common trivial name is Nl ,N4-diacetyl-

sulfisoxazole

AUXILIARY INFORMATION

31, 22-118.

METHOD/APPARATUS/PROCEDURE:
The earlier developed method (1) was used

(personal communication). Satd solns of

Nl,N4-diacetylsulfafurazole*were prepd in

phosphate buffers of pH 5.5 and 7.5 at 250 C.

The concn of the solute was measured by

means of a Spectra Physics 3500B high-per

formance liquid chromatograph equipped with

a Model 748 column oven and a Pye-Unicam

LC-UV spectrophotometric detector.

4A-E

SOURCE AND PURITY OF MATERIALS:
Neither source nor the purity of the

materials was specified.

ESTIMATED ERROR:
Soly: the detection limit of the solute by
HPLC was 0.5 mg/l (authors). The errors in
temp and pH were not specified.

REFERENCES:
1. Hekster, Y.A.; Vree, T. B.;

Damsma, J.E.; Friesen, W. T.;

J. Antimicrob. Chemother. 1981, 8,

133.
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COMPONENTS:
(1) Benzenesulfonamide, 4-amino-N-(2,5-

dimethyl-2,3-dihydroisoxazolyl)

CllH13N303S; [51543-32-9]

(2) Water; H20; [7732-18-5]

VARIABLES:
One temperature: 37 0 C

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Kitao, K.; Kubo, K.; Morishita, T.;

Yata, N. ; Kamada, A.

Chem. Pharm. BuZZ. 1973, 21. 2417-26.

PREPARED BY:
R. Piekos

Solubility of 4-amino-N-(2,5-dimethyl-2,3-dihydroisoxazolyl)benzene

sulfonamide in water at 370C is 7.59 romol dm-3 solution.

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

The sulfonamide was detd in the aq soln

(pH 6) by diazotization. No details were

given.

SOURCE AND PURITY OF MATERIALS:

The sulfonamide was synthesized by the

authors. its purity was not specified.

Deionized water was used.

ESTIMATED ERROR:
Soly: not specified.

Temp: floC (authors).

REFERENCES:



COMPONENTS:
(1) Benzenesulfonamide, 4-amino-N-(2.5-

dimethyl-2.3-dihydroisoxazolyl)-;

CU H13N3OjS; [51543-32-9)

(2) Methane. trichloro-; CHC13; [67-66-3)

VARIABLES:

One temperture: 37 0 C

EXPERIMENTAL VALUES:

103

ORIGINAL MEASUREMENTS:
Kitao. K.; Kubo. K.; Morishita. T.;

Yata. N.; Kamada. A.

Chern. Pharm. Bull. 1973. 21. 2417-26.

PREPARED BY:
R. Piekos

Solubility of 4-amino-N-(2.5-dimethyl-2.3-dihydroisoxazolyl)benzene

sulfonamide in CHC13 at 370C is 29.7 romol dm-3 solution.

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:
One ml of the CHC13 soln of the sulfonamide

at equilibrium was taken into a test tube.

After evapn of the solvent. the residue was

dissolved in IN HCl. the soln was properly

dild with deionized water. and the concn

of the sulfonamide was detd by diazotization.

SOURCE AND PURITY OF MATERIALS:
The sulfonamide was synthesized by the

authors. Its purity was not specified.

Neither source nor purity of the CHC13
was specified.

ESTIMATED ERROR:
Soly: not specified.

Temp: tlOC (authors).

REFERENCES:
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COMPONENTS:
(1) Benzenesulfonamide, 4-amino-N-2-

oxazolyl-; C9H9N303S; [17103-51-4]

(2) Water; H20; [7732-18-5]

VARIABLES:

One temperature: 37 0 C

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:
Anderson, G. W.; Faith, H.E.; Marson, H.W.;

Winnek, P. S.; Roblin, R. 0. Jr.

J. Am. Chern. Boa. ~, 64, 2902-5.

PREPARED BY:

R. Piekos

Solubility of 4-amino-N-2-oxazolylbenzenesulfonamide in water at 37 0 C

is 282 mg/IOO cm3 solution ( 1.18 x 10-2 mol dm-3, compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

Excess sulfonamide in water was heated and

stirred on a steam bath for 30 min. The

suspension was then agitated for 24 h in a

thermostat. A sample of the satd soln was

withdrawn through a glass filter, dild, and

analyzed by the Marshall method (1) using a

General Electric recording spectrophotometer

for comparing the colors developed with

those of the standards.

SOURCE AND PURITY OF MATERIALS:

The sulfonamide, mp l75-60 C (cor), was

prepd by the authors. Anal. %C 45.0

(calcd 45.2); %H 3.9 (3.8); %N 17.6

(17.6).

Purity of the water was not specified.

ESTIMATED ERROR:

Nothing specified

REFERENCES:
1. Bratton, A.C.; Marshall, E. K.,Jr.

J. Pha~aaoZ. 1939, 66, 4.



COMPONENTS:
(1) Benzenesulfonamide, 4-amino-N-(4,5

dimethyl-2-oxazolyl)-; CllH13N303S;
[729-99-7]

(2) Hydrochloric acid: HC1; [7647-01-0]
(3) Sodium chloride; NaCl; [7647-14-5]
(4) Water; H20; [7732-18-5]

VARIABLES:

One temperature: 37 0 C

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:
Hamlin, W.E.; Northam, J.J.; Wagner, J.G.

J. Pharm. Sai. 1965, 54. 1651-3.

PREPARED BY:

R. Piekos

105

Solubility of 4-amino-N-(4,5-dimethyl-2-oxazolyl)benzenesulfonamide in

a 0.05 N HCl (ionic strength 0.1 with NaCl; pH 1.3) solution at 370 C

is 6.10 mg/ml solution (2.28 x 10-2 mol dm- 3 , compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

Excess powd compd was equilibrated in a

thermostat by rotating a vial contg the

suspension for at least 48 h. The soln was

filtered from excess solids at 37 0 C. The

filtrate, after appropriate diln, was assayed

spectrophotometrically.

SOURCE AND PURITY OF MATERIALS:

The sulfonamide was a brand of Normark

Werke GmbH, Hamburg, Germany. Its purity

was not specified.

Purity of the remaining materials was not

specified.

ESTIMATED ERROR:
Soly: the average of 2 or more detns is

given (authors).
Temp: not specified.

REFERENCES:
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COMPONENTS:
(1) Benzenesulfonamide, 4-amino-N-(4,5

dimethyl-2-oxazolyl)- (sulfuno);
CllH13N303S; [729-99-7)

(2) Phosphoric acid, disodium salt;
Na2HP04; [7558-94-4]

(3) Phosphoric acid, monopotassium salt;
KH 2P04 ; [7778-77-0]

(4) Water; H20; [7732-18-5]

IVARIABLES:
pH

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Kuhnert-BrandstHtter, M.; Martinek, A.

roiaroahim. IahnoanaZ. Aata. 1956, 909-19.

PREPARED BY:

R. Piekos

Solubility of sulfuno in a 0.066 M phosphate

pH buffer (according to S~rensen) at 200 C

Crystalline form I Crystalline form II

mg% 103 mol dm- 3 a mg% 103 mol dm-3 a

6.0 96.1 3.595 87.6 3.277

7.3 167.7 6.274 145.6 5.447

a Calculated by compiler

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:
Sulfuno and the buffer soln were placed in a A comm available form II of sulfuno was

polyethylene vessel, agitated for 3.5 h under used. Form I was obtained by recrystn of

exclusion of oxygen, filtered, and the form II from 2-propanol. Distilled water

sulfonamide was assayed in the filtrate by

uv spectrophometry. The solid phase was

examd for identity of the cryst form.

was used. The source and purity of the

remaining materials was not specified.

ESTIMATED ERROR:
Soly: not specified
pH : not specified
Temp: to.5 0 C (authors)

REFERENCES:



ORIGINAL MEASUREMENTS:

Kuhnert-BrandstHtter, M.; Martinek, A.

Miaroahim. IahnoanaZ. Aata 1956, 909-19.
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COMPONENTS:
(1) Benzenesulfonamide, 4-amino-N-(4,S

dimethyl-2-oxazolyl)- (sulfuno);
CllH13N303S; [729-99-7]

(2) Hydrochloric acid; HCl; [7647-01-0]

(3) l,2,3-Propanetricarboxylic acid,
2-hydroxy-, disodium salt;
C6H6Na207; [144-33-2]

(4) Water; H20; [7732-l8:'S] PREPARED BY:
I;IV;-:A';::R';'I7A~BL;-;E;;:S~::------------------1 R. Piekos

One temperature: 200 C; one pH: 3.8

EXPERIMENTAL VALUES:

Solubility of crystalline forms I and II of sulfuno in a 0.066 M

citrate buffer (according to S~rensen) of pH 3.8 at 200 C is 91.7

mg% (3.40 x 10-3 mol dm-3, compiler) and 84.6 mg% (3.16 x

10-3 mol dm- 3, compiler), respectiviely.

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

Sulfuno and the buffer soln were placed in a

polyethylene vessel, agitated for 3.S h un

der exclusion of oxygen, filtered, and the

sulfonamide was assayed in the filtrate by

uv spectrophotometry. The solid phase was

examd thermomicroscopically for identity

of the cryst form.

SOURCE AND PURITY OF MATERIALS:

A comm available form II of sulfuno was

used. Form I was obtained by recrystn of

form II form 2-propanol. Distilled water

was used. The source and purity of the

remaining materials was not specified.

ESTIMATED ERROR:
Soly: not specified
pH : not specified
Temp: ±O.SoC (authors)

REFERENCES:
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COMPONENTS: ORIGINAL MEASUREMENTS:

(1) Benzenesulfonamide, 4-amino-N-(5-methyl

1,2,4-oxadiazol-3-yl)-; C9HlON403S;

[723-47-7)

Anderson, G. W.; Faith, H.E.; Marson, H.W.;

Winnek, P. S.; Roblin, R. 0., Jr.

J. Am. Chern. Boa. 1942, 64, 2902-5.

(2) Water; H20; [7732-18-5]

VARIABLES:

One temperature: 370 C

EXPERIMENTAL VALUES:

PREPARED BY:
R. Piekos

Solubility of 4-amino-N-(5-methyl-l,2,4-oxadiazol-3-yl)benzenesulfonamide

in water at 370 C is 113 mg/lOO cm3 solution ( 4.44 x 10-3 mol dm-3, compiler ).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:
Excess sulfonamide in water was heated and

stirred on a steam bath for 30 min. The

suspension was then agitated for 24 h in a

thermostat. A sample of the satd soln was

withdrawn through a glass filter, dild, and

analyzed by the Marshall method (1) using

a General Electric recording spectrophoto

meter for comparing the colors developed

with those of the standards.

SOURCE AND PURITY OF MATERIALS:
The sulfonamide, mp 2ll-l30 C, was prepd by

the authors. Anal: %C 42.7 (calcd 42.5);

%H 3.8 (3.9); %N 22.2 (22.0). Purity of

the water was not specified.

ESTIMATED ERROR:

Nothing specified

REFERENCES:

1. Bratton, A. C.; Marshall, E. K. Jr.

J. PhaI'171aaoZ. 1939, 66, 4.
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ORIGINAL MEASUREMENTS:

(1) Benzenesulfonamide, 4-amino-N-(4-methyl

l,2,5-oxadiazol-3-yl)-; C9HlON403S;

[17103-53-6]

Anderson, G. W.; Faith, H.E.; Marson, H.W.;

Winnek, P. S.; Roblin, R. 0., Jr.

J. Am. Chern. Soa. 1942, 64, 2902-5.

(2) Water; H20; [7732-18-5]

VARIABLES:

One temperature: 37 0 C

EXPERIMENTAL VALUES:

PREPARED BY:
R. Piekos

Solubility of 4-amino-N-(4-methyl-l,2,5-oxadiazol-3-yl)benzenesulfonamide

in water at 370 C is 180 mg/lOO cm3 solution ( 7.08 x 10-3 mol dm- 3, compiler ).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:
Excess sulfonamide in water was heated and

stirred on a steam bath for 30 min. The

suspension was then agitated for 24 h in a

thermostat. A sample of the satd soln was

withdrawn through a glass filter, dild, and

analyzed by the Marshall method (1) using a

General Electric recording spectrophotometer

for comparing the colors developed with

those of the standards.

SOURCE AND PURITY OF MATERIALS:
The sulfonamide, mp l48-50oC (cor), was

prepd by the authors. Anal: %C 42.3

(calcd 42.5); %H 4.4 (3.9); %N 22.0

(22.0). Purity of the water was not

specified.

ESTIMATED ERROR:

Nothing specified.

REFERENCES:

1. Bratton, A. C.; Marshall, E. K., Jr.

J. PharmaaoZ. 1939, 66, 4.
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COHPONENTS:
(1) Benzenesulfonamide, 4-amino-N-2

thiazolyl- (sulfathiazole)
C9H9N302S2; [72-14-0]

(2) Water

(3) Aqueous phosphate buffer

EVALUATOR:
Anthony N. Paruta
Department of Pharmaceutics
University of Rhode Island
Kingston, Rhode Island, USA

and
Piekos
of Pharmacy, University of Gdansk

Poland 1986

CRITICAL EVALUATION:
The solubility data available for sulfathiazole cover a 44 year span and are summa-

rized in Table I.

Table I: Solubility of Sulfathiazole in water at various temperature

103 mol dm-3 (*indicates mol kg-I)

Reference 293K 298K 303K 3l0K

1 - 2.35(299K) - -
2 - - - 3.7
3 - 2.35(298.9K) - 3.56
4 - - - 23.5
5 - 1.96*(299K) - 3.76*
6 1.45* - - 3.45*
7 2.7* - - -
8 2.0(29l-292K) - - -
9 - - - 3.72

10 - - - 1.9
11 - - 2.43 -
12 - - 2.27 -
13 1. 76*(Form II) - - -
14 - - 2.350(a) 3.055 (a ,308K)
15 1.68 - - -
16 - 1.837(a) - 3.l22( a ,308K)
17 1.7 - - -
18 1. 394(pm) 1.837(pm) 2.400(pm) 3.l22(pm,308K)
19 - - 2.34 -
20 1.5* - - -
21 - - 2.5 -
22 - 1. 821(a) 2.326(a) 3.094( a ,308K)
22 - 3.29 (6 ) 4.308 (6) 5.354( 6 ,308K)
23 - - - 2.56 (pH • 4 )
24 - - - 3.13
25 - - - 3.44
26 - 3.05 - -
27 - - - 3.44
28 1.3 - - -

pm • polymorphs

The solubility of the most stable form (mp 473K) at various temperatures is dealt
with initially followed by a discussion of the polymorphic forms and their effect on
solubility. In the column of values at 293K, those of Weinstein and McDonald (7) and
Becher and Leya (8) should be disregarded as being substantially higher than the rest and
not considered further. The solubility reported by Kuhnert-BrandstHtter and Martinek (13)
of a form II (probably the same as "normal" sulfathiazole) is quite similar to those gi
ven for "normal" sulfathiazole. Since there is some question as to the identity of this
form (13), the value was not considered further. The values of Ito and Sekiguchi (18)
at the four temperatures, are not considered for the "normal" sulfathiazole, but for the
alpha (a) form solubility discussion. The remaining values (6,15,17,20,28) were con-
sidered as potentially acceptable in deriving a pool of "good" values.

Sapozhnikova and Postovskii (6) used an equilibrium time of one hour was not consi
dered further despite their reasonable values. The values of Miseta, Kedvessy and Sel
meczi (28), while no doubt at equilibrium (2 days), gave only an approximate solubility
of one part in 3000, thus not considered as accurate as the other values given. The re
maining values (15,17,20,28) are the pool of acceptable values. The recommended value
for sulfathiazole at 293K is the average of the four values (15,17,20,28) and is given
as 1.6 x 10-3 mol dm-3• Values given at 298K by two workers (22,26) were quite high.
The solubility of the beta ( 6 ) form (22) is also quite high both at 303K and 308K.
The values reported at 298K-299K (1,3,5) are not sufficiently similar to allow a recom
mended value since the value given in (3) is a repeat of the value given in (1).

Sulfathiazole has two crystalline forms, one melts at 493K, the other at 445K, which
are expected to exhibit different solubilities (14,16,18,22). Sanchez (14) and Kanke
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and Sekiguchi (22) specifically annotate the lower melting-point alpha form of this com
pound, and the values at 298K, 303K and 308K are very close to one another. Although
Sekiguchi and Ito (16,18) do not specifically identify the solubility values for the alpha
form, the similarity of the results leads to the probable conclusion that they refer to
the lower melting point form. Thus, recommended values for the alpha form are 1.832 x 10
mol dm-3 at 298K, 2.338 x 10-3 mol dm-3 at 303K, and 3.098 x 10-3 mol dm-3 at 308K. At
303K, the values (11,12,19,21) were close to lead to an average value of 2.4 x 10-3 mol
dm-3• This value should be compared with the recommended value of 2.338 x 10-3 mol dm-3
for the alpha form are quite similar. While there may be some doubt as to the crystalline
form in the work of Bhattacharyya and Basu (11), there is no doubt that the Higuchi and
Lach (12) used the higher melting point beta (6) form, to which recrystallization usually
leads. Yamazaki et al. (19) did not specify the form of the sulfathiazole. Since there
is some doubt about the forms used in these reports, the average value given above can only
be considered tentative.

At body temperature, 3l0K, there were eight values reported (2,3,5,6,9,10,24,25,27).
That given by TrefouHl (4) is obViously too high, and that of Kitao et al. (23) refers to
pH • 4. Neish's (10) value is too low, as is that of Dubois and Tawashi (24) and were not
considered further. The remaining values (2,3,5,6,9,25,27) were averaged, and a recommen~

ed value of 3.6 x 10-3 mol dm-3 for sulfathiazole in water at 3l0K can be given.

The solubility of sulfathiazole in aqueous buffers have been studied at two tempera
tures (2~30,3l) as shown in Table II. There are slight differences in the pH values re
ported and it is assumed that pH 5.9 and pH 6.9 can be considered as pH 6 and pH 7 for
purposes of this evaluation.

Table II: Solubility of Sulfathiazole in aqueous buffer systems at various pH values
at two temperatures

103 mol dm-3

Reference ---E!L. 293K 3l0K

29 6* 2.115 3.76
30 6 2.00
31 6** 3.68
29 7 2.820 6.306
30 7 2.54
31 7*** 7.99
29 8 5.640
30 8 4.90

* pH e 5.906 ** pH • 5.9 *** pH • 6.9

At a pH 6,7,8 KrUger-Thiemer (29) and Pulver and Suter (30) give values at 293K,
showing good agreement at pH 6 and 7, but a 15% variance at a pH • 8. At pH 6 and 7, the
recommended values at 293K are 2.06 x 10-3 mol dm-3 and 2.68 x 10-3 mol dm-3 respectively.
At 3l0K, KrUger-Thiemer (29) and Langecker (31) provided a set of values at pH 6, and the
recommended value is 3.72 x 10-3 mol dm-3•

It is instructive to compare the values in buffer and water: the value in water at
293K is 1.62 x 10-3 mol dm-3, which is about 78% of that in buffer at pH 6. At neutrality,
the water solubility is about 60% of the buffer value. At 3l0K, however, the aqeuous
value is 96% of the buffer value. There are several problems associated with the above
data at different pH (29-31). There is no recognition of the change in the pkw with tem
perature which would somewhat affect the pH values in the Table. Pulver and Suter (31) do
not give any specific information for methods, purity and error. KrUger-Thiemer (29) use
a two hour equilibrium time at 293K which may not be sufficient. In Langecker's work (31)
there is an inconsistency in the tabular data which show a higher solubility at pH 4.9
compared to pH 5.9. However, KrUger-Thiemer(29) show an increasing solubility with in
creasing pH. Therefore, these results while interesting are magnitude directing and con
sidered approximate.
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COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-2

thiazolyl- (sulfathiazole);

ORIGINAL MEASUREMENTS:

Lott, W. A.; Bergeim, F. H.

J. Am. Chern. Soa. 1939, 61, 3593-4.
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(2)

C9H9N302S2;
Water; H20;

[72-14-0)

[7732-18-5)

VARIABLES:
One temperature: 26°C

EXPERIMENTAL VALUES:

PREPARED BY:
R. Piekos

Solubility of sulfathiazole in water at 26°C is about 60 mg/100 cm3

( 2.35 x 10-3 mol dm-3 , compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

Nothing specified

SOURCE AND PURITY OF MATERIALS:

Sulfathiazole, mp 197-7.50 C (uncor) and

202.0-2.50 C (cor) was prepd by the

authors. Purity of the water was not

specified.

ESTIMATED ERROR:

Nothing specified

REFERENCES:



(1) Benzenesulfonamide, 4-amino-N-2

thiazolyl- (sulfathiazole);
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COMPONENTS:

C9H9N302S2;
(2) Water; H20;

VARIABLES:

[72-14-0]

[7732-18-5]

ORIGINAL MEASUREMENTS:

Roblin, R. 0., Jr.; Williams, J. H. ;

Winnek, P. S. ; English, J. P.

J. Am. Chern. Soa. 1940, 62. 2002-5.

PREPARED BY:

One temperature: 37 0 C

EXPERIMENTAL VALUES:

R. Piekos

Solubility of sulfathiazole in water at 37 0 C is 94 mg/IOO cm3 solution

(3.7 x 10-3 mol dm-3, compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

Excess sulfathiazole in water was heated and

stirred on a steam bath for 30 min. The

suspension was then agitated for 24 h in a

thermostat at 37oC. A sample of the satd

soln was withdrawn through a glass filter,

dild, and analyzed by the Marshall method

(1) using a General Electric recording

spectrophotometer for comparing the colors

developed with those of the standards.

SOURCE AND PURITY OF MATERIALS:

Sulfathiazole had mp of 20l-2oC (cor),

consistent with the literature data.

Purity of the water was not specified.

ESTIMATED ERROR:

Nothing specified

REFERENCES:

1. Bratton, A.C.; Marshall, E. K.,Jr.

J. PharmaaoZ. 1939, 66. 4.



COMPONENTS:

(1) Benzenesulfonamide. 4-amino-N-Z

thiazolyl- (sulfathiazole);

C9H9N30ZSZ; [72-14-0]

(2) Water; H20; [7732-18-5]

VARIABLES:

One temperature: 37 0 C

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Durel. M. P.; Allinne. M.

Butt, Soa. Med. Hop. Paris III

1941. 251-9.

PREPARED BY:

R. Piekos

115

Solubility of sulfathiazole in water at 37 0 C is 0.91 glliter

( 3.56 x 10-3 mol dm-3• compiler ).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:
A mixt of sulfathiazole and water was agi

tated for 24 hours at 37oC.

SOURCE AND PURITY OF MATERIALS:
Source and purity of sulfathiazole was

not specified.

Distilled water was used.

ESTIMATED ERROR:

Nothing specified

REFERENCES:
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COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-2

thiazolyl- (sulfathiazole);

C9H9N302S2; [72-14-0]

(2) Water; H20; [7732-18-5]

VARIABLES:

One temperature: 37°C

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Trefoul!l, M.

Butt. Acad. Med. Paris 1941, 124,

546-54.

PREPARED BY:

R. Piekos

Solubility of sulfathiazole in water at 37°C is 0.6 part per 100 parts

water (2.35 x 10-2 mol kg-I, water, compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

Sulfathiazole was diazotized, coupled with

N-naphthyl-l-N-diethyl-3-propylenediamine

and assayed colorimetrically.

SOURCE AND PURITY OF MATERIALS:

Nothing specified

ESTIMATED ERROR:

Nothing specified

REFERENCES:



COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-2

thiazolyl- (sulfathiazole);

C9H9N302S2; [72-14-0]

(2) Water; H20; [7732-18-5]

VARIABLES:

Temperature

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Clark, W. G.; Strakosch, E. A.;

Levitan, N. I. J. Lab. C~in. Med.

1942, 28, 188-9.

PREPARED BY:

R. Piekos

117

Solubility

g/lOO g water 103 mol kg- l watera

26

37

0.0502

0.0960

1. 96

3.76

a Calculated by compiler

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:

ESTIMATED ERROR:

Neither source nor purity of sulfathiazole

was specified.

CO2-free distd water was used.

A small tinted glass container contg excess

sulfathiazole in water was shaken in a water

bath thermostat for 24 h. The satd soln was

then filtered by aspiration through a washed

and dried asbestos filter stick into a

weighed weighing bottle. The entire app was

kept at the temp at which the compd was dis

solved. The amt dissolved was then detd by

the method of Bratton and Marshall (I), using

a photoelectric colorimeter. Soly:

Temp:

not specified

to.loC (authors)

REFERENCES:

1. Bratton, A. C.;

J. Bio~. Chern.

Marshall, E. K. Jr.

1939, 128, 537.
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COMPONENTS:

(1) Benzenesulfonamide. 4-amino-N-2

thiazolyl- (sulfathiazole);

C9H9N302S2; [72-14-0]

(2) Water; H20; [7732-18-5]

VARIABLES:

Temperature

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Sapozhnikova. N. V.; Postovskii. I. Ya.

Zh. Prik~. Khim. 1944. 17, 427-34.

PREPARED BY:

R. Piekos

t/oC Solubility

Weight% 103 mol kg-l watera

20 0.0370 1.45

37 0.0880 3.45,

50 0.1680b 6.59

75 0.530 20.87

99 1.20; 1.32 47.57 ; 52.39

a calculated by compiler

b calculated from the heat of dissolution

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

Sulfathiazole was dissolved in water to

SOURCE AND PURITY OF MATERIALS:
Pure. recrystd sulfathiazole was used.

ESTIMATED ERROR: Soly: quite reliable re
sults were obtained over the temp range
20-7soC. At higher temps the accuracy was
poor due to evapn of water during sampling
(authors). Temp: to.OsoC (authors).

form a satd soln which was occasionally agi- Its mp conformed to that reported in the

tated in a glass vessel immersed in a ther- literature.

mostat. The equilibrium was usually attain- Purity of the water was not specified.

ed after 1 h. Five to 100-cm3 samples of

the satd soln were placed in Pt crucibles

or dishes and evapd to dryness at temps

lower than 110-11soC. The residue was

dried to const wt at 10s-110oC and weighed.

REFERENCES:
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(1)

(2)

Benzenesu1fonamide, 4-amino-N-2

thiazo1y1- (sulfathiazole); [72-14-0]

Water; H20; [7732-18-5]

Weinstein, L.;

Saienae, 1945,

McDonald, A.

101, 44-5.

VARIABLES:
One temperature: 200 C

EXPERIMENTAL VALUES:

PREPARED BY:
R. Piekos

Solubility of sulfathiazole in water at 200 C is 69 mg/100 cm3

water ( 2.7 x 10-3 mol kg-1, compiler ).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

Nothing specified

SOURCE AND PURITY OF MATERIALS:

Nothing specified

ESTIMATED ERROR:

Nothing specified

REFERENCES:



120

COMPONENTS:

(1) Benzenesulfonamide. 4-amino-N-Z-

thiazolyl

C9H9N30ZSZ;

Water; HZO;(Z)

(sulfathiazole);

[7Z-l4-0)

[773Z-l8-5)

ORIGINAL MEASUREMENTS:

Becher. R.; Leya. S. Experientia,

1946. 2, 459-60.

VARIABLES:

One temperature: l8-l9 0 C

EXPERIMENTAL VALUES:

PREPARED BY:

R. Piekos

Solubility of sulfathiazole in water at room temperature (18-l90 C)

is 50 mg% (Z.O x 10-3 mol dm-3 • compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:
After standing for more than two days the

soln of sulfathiazole in water was filtered

and sulfathiazole was assayed in the filtrate

colorimetrically by the method of Druey and

Oesterheld (1).

SOURCE AND PURITY OF MATERIALS:
Nothing specified

ESTIMATED ERROR:

Nothing specified

REFERENCES:

1. Druey. J.; Oesterheld. G.

He~v. Chim. Acta 194Z. 25, 753.



COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-2-

ORIGINAL MEASUREMENTS:

Langecker, H.

121

[72-14-0]

[7732-18-5](2)

thiazolyl- (sulfathiazole);

C9H9N302S2;

Water; H20;

A!'ah.

205,

E:x:ptl.. Path.

291-301.

PhaI'TT1akol.

VARIABLES:

One temperature: 37 0 C

EXPERIMENTAL VALUES:

PREPARED BY:

R. Piekos

Solubility of sulfathiazole in water at 37 0 C is 95 mg% ( 3.721 x 10-3

mol dm-3, compiler ).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

An excess of sulfathiazole was boiled with

water and left for 24 h in a vessel protected

from access of CO 2, The concn of sulfanil

amide was detd by the method of Bratton and

Marshall (1) using a Havemann colorimeter

(2), as well as by microanal detn of the

solid residue.

SOURCE AND PURITY OF MATERIALS:

Nothing specified

ESTIMATED ERROR:

Nothing specified

REFERENCES:

1. Bratton, A. G.; Marshall, E. K.

J. Biol. Chern. 1939, 128, 537.

1. Havemann, R. Klin. Woahensah!'.

1940, p. 503.
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COMPONENTS:

(1) Benzenesulfonamide. 4-amino-N-2

thiazolyl- (sulfathiazole);

C9H9N303S2; [72-14-0)

(2) Water; H20; [7732-18-5)

VARIABLES:

One temperature: 37 0 C

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Neish. W. J. P. Rea. trav. ahim.

1948. 67, 361-71.

PREPARED BY:

R. Piekos

Solubility of sulfathiazole in water at 37 0 C is 490 Y/ml

( 1.9 x 10-3 mol dm-3• compiler ).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:
A suspension of sulfathiazole in water was

kept for 5 h at 370 C and 1 h at room temp

before filtration. Soly was detd by the

Westfall's method (1) based on diazotization

of the sulfonamide. coupling with Na 2

napthol-3.6-disulfonate and comparing the

color with that of a satd soln in a Klett

colorimeter.

SOURCE AND PURITY OF MATERIALS:
Sulfathiazole: not specified.

The distd water was used.

ESTIMATED ERROR:

Nothing specified.

REFERENCES:
1. Westfall. B. B. J. Nat. Canaer Inst •

.ill.2,. 6, 23.



COMPONENTS:
(1) Benzenesulfonamide, 4-amino-N-2-

thiazolyl- (sulfathiazole);

C9H9N302S2; [72-14-0)

(2) Water; H20; [7732-18-5)

VARIABLES:

One temperature: 300 C

EXPERIMENTAL VALUES:

123

ORIGINAL MEASUREMENTS:
Bhattacharyya, R.; Basu, U. P.

Indian Pharmaaist 1950, 6(3), 77-8, 86.

PREPARED BY:
R. Piekos

Solubility of sulfathiazole in water at 300 C is 62 mg per 100 ml

( 2.43 x 10-3 mol dm-3, compiler ).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:
A weighed sample of sulfathiazole was placed

in a clean reagent bottle and a known vol of

water was added. The mixt was shaken in a

mech shaker at 80-100 strokes/min. After

at least 24 h the mixt was filtered through

a clean, dried and weighed sintered-glass

crucible. At the end of the filtration

the crucible was washed with about 1 ml of

water, dried at 1050 C for 2-3 h, cooled,

and weighed to const wt.

SOURCE AND PURITY OF MATERIALS:
Neither source nor purity of the sulfa

thiazole was not specified.

Doubly distd water was used.

ESTIMATED ERROR:

Soly: not specified

Temp: ±0.2oC (authors)

REFERENCES:
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COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-2

thiazolyl- (sulfathiazole);

C9H9N302S2; [72-14-0]

(2) Water; H20; [7732-18-5]

VARIABLES:

One temperature: 300C

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Higuchi, T.; Lach, J. L.

J. Amer. Pharm. A8soa., Sai. Ed.

1945, 43, 349-54.

PREPARED BY:

R. Piekos

Solubility of sulfathiazole in water at 30°C is 2.27 x 10-3 mol dm-3

solution ( 0.58 g dm-3, compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

Excess sulfathiazole (75 mg) was placed in

a l25-ml glass-stoppered bottle together

with 50 ml of water. The bottle was placed

in a mech shaker in a const temp bath and

equilibrated for 8 h at 30°C. Aliquot of

the supernatant liquid was analyzed for the

sulfonamide by the method of Bratton and

Marshall (1).

SOURCE AND PURITY OF MATERIALS:

Recrystd sulfathiazole (U.S.P.), mp

20l-2oC and distilled water were used.

ESTIMATED ERROR:

Nothing specified.

REFERENCES:

1. Bratton, A. C.; Marshall, E. K. Jr.

J. BioZ. Chern. 1939, 128, 537.



COMPONENTS: ORIGINAL MEASUREMENTS:
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(1) Benzenesulfonamide, 4-amino-N-2

thiazolyl- (sulfathiazole);

(2)

C9H9N302S2;

Water; H20;

[72-14-0]

[ 7732-18-5]

Kuhnert-BrandstHtter, M.; Martinek, A.

Michrochim. Ichnoanat. Acta 1956,

909-19.

VARIABLES:

Temperature

EXPERIMENTAL VALUES:

PREPARED BY:

R. Piekos

20.0

30.0

30.5

40.0

50.0

59.5

69.5

70.0

Saturation solubilitya

Crystalline form I Crystalline form II

g/IOO g 102 mol kfl g/IOO g 102 mol kg-l
solution solution solution solutionb

0.090 0.352 0.045 0.176

0.130 0.509 -- --
-- -- 0.070 0.274

0.180 0.705 0.100 0.392

0.265 1.038 (;.180 0.705

0.410 1.606 0.290 1.136

0.610 2.389 -- --

-- -- 0.515 2.017

aNumerical data received from the authors

bCalculated by compiler

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

Sulfathiazole and water were placed in a

polyethylene vessel, agitated for 3 h,

filtered, and the sulfonamide was assayed

in the filtrate gravimetrically. The solid

phase was examd thermomicroscopically

for identity of the cryst form.

SOURCE AND PURITY OF MATERIALS:
A comm available form II of sulfathiazole

was used. Form I was obtained by keeping

the comm reagent at 1700 C for 2 h.

Distilled water was used.

ESTIMATED ERROR:

Soly: not specified.

Temp: to.50 C (authors).

REFERENCES:
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COMPONENTS: ORIGINAL MEASUREMENTS:

(1) Benzenesulfonamide, 4-amino-N-2

thiazolyl- (sulfathiazole);

C9H9N302S2; [72-14-0]

(2) Water; H20; [7732-18-5]

Sanchez, F.M.E.

Rev. Faa. Fa1'T1l. Univ. CentraZ VenezueZa

1962, 3(7). 31-45.

VARIABLES: PREPARED BY:

Temperature R. Piekos

EXPERIMENTAL VALUES:

Solubility of crystalline form A of sulfathiazole

t/oC
mg/lOOO cm3 solution 103 mol dm-3 a

30 600.00 2.350

35 780.00 3.055

40 1025.00 4.015

45 1310.00 5.131

50 1750.00 6.854,

a Calculated by compiler

AUXILIARY INFORMATION

ESTIMATED ERROR:
Soly: not specified.

Temp: to.OloC (author).

SOURCE AND PURITY OF MATERIALS:
(1): Cryst form A of sulfathiazole was prepd

by moistening a sample of a FNAR grade

sulfathiazole with abs EtOH followed by

drying the sample for 4 h at 600 C under

vacuum. Microscopic detn of the mp showed

the specimen to contain 100% of form A, mp

l73-5 0 C. Purity of the water was not

specified.

and sulfathiazole was assayed at 283 nm

using a Beckman DU spectrophotometer.

other kept at a given temp. Both solns were

then kept in a const temp bath. Five-ml sam

pIes were withdrawn through a filter into

500-ml flasks, dild to the mark with water

METHOD/APPARATUS/PROCEDURE:
The soly was detd by the std Hill method

two 0.50-mg samples of sulfathiazole were

placed in a 100-ml conical test tubes to

gether with 35 ml of water and stoppered.

One of the solns was heated to 55 0 C and the

REFERENCES:

1. Weissberger, PysiaaZ methods. Pt. I,

third edition. p. 677.



COMPONENTS:
(1) Benzenesulfonamide, 4-amino-N-2-

thiazolyl- (sulfathiazole);

C9H9N302S2; [72-14-0]

(2) Water; H20; [7732-18-5]

VARIABLES:

One temperature: 200 C

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:
Likhol'ot, N.M. Farm. Zh. (Kiev)

1965, 20(5). 44-6.

PREPARED BY:

R. Piekos
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Solubility of sulfathiazole in water at 200 C is 0.043 g/IOO ml

(1.68 x 10-3 mol dm-3 , compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:

An earlier described method was employed Nothing specified

(1) whereby a small excess of sulfathiazole

was equilibrated with 20 ml of water for 8

h in a 50-ml test tube. Aliquots were

withdrawn through a filter and sulfathiazole

was assayed bromatometrically.

ESTIMATED ERROR:

Soly: not specified

Temp: to.loC (authors).

REFERENCES:

1. Gusyakov, V. P.; Likhol'ot, N. M.

Farm. Zh. (Kiev) 1960, 15(8). 21.
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COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-2

thiazolyl- (sulfathiazole);

C9H9N302S2; [72-14-0)

(2) Water; H20; [7732-18-5)

VARIABLES:
Temperature

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Sekiguchi, K.; Ito, K.

Chern. Pharm. BuZZ. 1965,

PREPARED BY:
R. Piekos

13(4), 405-13.

Solubility

t/oC
103 mol dm-3 g dm-3 a
solution

15 1.047 0.2673

25 1.837 0.4690

35 3.122 0.7971

aCalculated by compiler

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:

In a 200-ml egg-plant type flask, immersed in Sulfathiazole was a comm product of J.P.

a thermostat, an excess of sulfathiazole was

placed with 100 ml of redistd water (pH 5.7~

5.9) which was previously kept at appropriate

temp. Immediately after addn of water, the

mixt was vigorously agitated with an elec

stirrer. Aliquots were withdrawn at certain

time intervals with a pipet equipped with

a filter, and the concn of solute was detd

spectrophotometrically at 283 m~

grade. The most stable polymorphic

modification was used.

Redistd water was used.

ESTIMATED ERROR:
Soly: not specified

Temp: to.05 0 C (authors)

REFERENCES:



COMPONENTS:
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ORIGINAL MEASUREMENTS:

Benzenesulfonamide. 4-amino-N-Z-

thiazolyl

C9H9N30ZSZ;

Water; HZO;

(1)

(Z)

(sulfathiazole);

[7Z-l4-0]

[773Z-l8-5]

Gusyakov. V.P.; Likhol'ot. N.M.; Kutna. I.M.

Fa!'l11. Zh. (Kiev) 1967. 22(3). 34-9.

VARIABLES:

One temperature: ZOOC

EXPERIMENTAL VALUES:

PREPARED BY:
R. Piekos

Solubility of sulfathiazole in water at ZOOC is 0.043 g/IOO ml

( 1.7 x 10-3 mol dm- 3• compiler ).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:
An excess of sulfathiazole in water was

equilibrated for Z4 h in an ampul immersed

in a water thermostat. Aliquots of the satd

soln were withdrawn through a filter and

the sulfathiazole content was assayed in the

filtrate photometrically.

SOURCE AND PURITY OF MATERIALS:
Sulfathiazole conformed to the requirements

of the State Pharmacopeia IX.

Purity of the water was not specified.

ESTIMATED ERROR:

Soly: not specified.

Temp: to.loC (authors).

REFERENCES:
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COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-2

thiazolyl- (sulfathiazole);

ORIGINAL MEASUREMENTS:

Ito, K.; Sekiguchi, K.

Chern. Pharm. Butt. 1967, 15(4), 420-6.

C9H9N302S2;

Water; H20;

VARIABLES:

[72-14-0]

[7732-18-5]

PREPARED BY:
Temperature

EXPERIMENTAL VALUES:

R. Piekos

ESTIMATED ERROR:

t/oC
Solubility

103 mol dm-3 soln g dm-3 a

20 1.394 0.3559

25 1.837 0.4690

30 2.400 0.6127

35 3.122 0.7971

a Calculated by compiler

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:

The earlier described method (1) was used: Polymorphic modifications of sulfathiazole

in a 200-ml egg-plant type flask immersed in (source not specified) were prepd by the

a thermostat. an excess of sulfathiazole was method of Grove (2).

placed with 100 ml of distd water which was Distd water was used.

previously kept at appropriate temp. Imme-

diately after addn of water the mixt was

vigorously agitated by an elec stirrer.

Aliquots were withdrawn at certain time in-

tervals with a pipet equipped with a filter

and the concn of solute was detd spectropho

tometrically at 283 m~.

Nothing specified.

REFERENCES:

1. Sekiguchi. K.; Ito, K.

Chern. Pharm. Butt, 1965. 13(4), 405.

2. Grove. D. C.; Keenan, G. L.

J. Arn. Chern. Soa. 1941. 63, 97.



COMPONENTS:

(1) Benzenesulfonamide. 4-amino-N-2-

thiazolyl- (sulfathiazole);

C9H9N302S2; [72-14-0]

(2) Water; H20; [7732-18-5]

VARIABLES:

One temperature: 300 C

EXPERIMENTAL VALUES:
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ORIGINAL MEASUREMENTS:

Yamazaki, M.; Aoki. M.; Kamada, A. ;

Yata, N. Yakuzaigaku 1967, 27(1). 37-40.

PREPARED BY:

R. Piekos

Solubility of sulfathiazole in water at 300 C is 2.34 mmol/L

( 0.597 g dm-3 • compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

Sulfathiazole (0.5 g) was placed in an L

shaped tube together with 20 ml of water.

The mixt was then shaken in a thermostat

until equilibrium was attained. The

sulfathiazole was then assayed in the super

natant spectrophotometrically at 545 nm on

a Beckman DU spectrophotometer. The results

were taken from a calibration graph.

SOURCE AND PURITY OF MATERIALS:

Nothing specified

ESTIMATED ERROR:

Soly: not specified

Temp: ~loC (authors)

REFERENCES:
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COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-2

thiazolyl- (sulfathiazole);

C9H9N302S2; [72-14-0]

(2) Water; H20; [7732-18-5]

VARIABLES:

One temperature: 200 C

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Shkadova, A. 1.

Farm. Zh. (Kiev)

PREPARED BY:

R. Piekos

1969, 24(3). 39-41.

Solubility of sulfathiazole in water at 20 0 C is 0.15 x 10-2 mol/kg

(3.8 x 10-2 g/IOO g, compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:

A satd aqueous soln of sulfathiazole was Purity of sulfathiazole conformed to the

equilibrated in a water thermostat at 20±0.lo requirements of the State Pharmacopeia IX.

C. The concn of sulfathiazole was detd by Distd water was used.

alkalimetric titration.

ESTIMATED ERROR:

Soly: not specified.

Temp: ±O.loC (author).

REFERENCES:



COMPONENTS:

(1) Benzenesulfonamide. 4-amino-N-2

thiazolyl- (sulfathiazole);

C9H9N302S2; [72-14-0)

(2) Water; H20; [7732-18-5)

VARIABLES:
One temperature: 300 C

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Mehta. S. C.; Bernardo. P. D.;

Higuchi. W. I.; Simonelli. A. P.

J. Pharm. Sai. 1970. 59(5), 638-44.

PREPARED BY:
R. Piekos
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Solubility of sulfathiazole in water at 300 C is 0.065 g/IOO g

( 2.5 x 10-3 mol kg-I, compiler ).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

An excess of the amount of the recrystd sul

fathiazole needed to produce a satd soln was

placed in a volumetric flask with water and

agitated in a water bath at 30oC. Duplicate

samples were withdrawn at 12-24 h intervals.

filtered through a 0.45-~ Millipore filter.

and analyzed spectrophotometrically.

SOURCE AND PURITY OF MATERIALS:

Sulfathiazole (source not specified) was

purified by crystallization.

Purity of the water was not specified.

ESTIMATED ERROR:

Nothing specified.

REFERENCES:
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COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-2-

ORIGINAL MEASUREMENTS:

Kanke, M.; Sekiguchi, K.

thiazolyl

C9H9N302S2;

Water; H20;(2)

(sulfathiazole);

[72-14-0)

[7732-18-5)

Chern. Pharm. BuZZ. 2l(4) J 878-84.

VARIABLES: PREPARED BY:
Temperature R. Piekos

EXPERIMENTAL VALUES:

Solubility

t/oC a - form a - form

g/liter 103 mol dm-3a g/liter 103 mol dm- 3a

25 0.465 1.821 0.840 3.290

30 0.594 2.326 1.100 4.308

35 0.790 3.094 1.367 5.354

40 1.040 4.073 1.690 6.619

45 1.350 5.288 2.115 8.284

49 1.683 6.592 2.544 9.964

aCalculated by compiler

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

About 1.5 g of sulfathiazole was placed in

100 ml of water and agitated at 600 rpm.

Aliquots of the soln were taken with a glass

syringe at short time intervals at the be-

SOURCE AND PURITY OF MATERIALS:

a-Sulfathiazole: comm product of the JP VII

grade was recrystd from distd water. a-Sul

fathiazole, mp 200-20 C, was recrystd from

PrOH. Both forms were characterized by

ginning of each expt and then at about hourly instrumental method.

intervals until equilibrium was attained. Purity of the water was not specified.

The sample soln was then immediately fil-

tered through a 0.45-'1) membrane filter and

a carefully measured aliquot was dild for ESTIMATED ERROR:

spectrophotometric assay on a Hitachi Perkin- Nothing specified.

Elmer 139 spectrophotometer at 283 nm.

REFERENCES:



ORIGINAL MEASUREMENTS:

Kitao, K.; Kubo, K.; Morishita, T.;

Yata, N.; Kamada, A. Chern. Pharm.

COMPONENTS:

(1) Benzenesu1fonamide, 4-amino-N-2

thiazo1y1- (sulfathiazole);

C9H9N302S2; [72-14-0]

(2) Water; H20; [7732-18-5]

Bun. 1973, 21, 2417-26.
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VARIABLES:
One temperature: 37 0 C

EXPERIMENTAL VALUES:

PREPARED BY:
R. Piekos

Solubility of sulfathiazole in water at 37 0 C is 2.56 mmo1 dm-3 solution.

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

Soly was detd by continuously adjusting the

pH of the aq soln to 4 with 0.05 N NaOH.

The concn of sulfathiazole was detd by

diazotization after proper di1n.

SOURCE AND PURITY OF MATERIALS:

Comm available sulfathiazole (source not

specified) was used as supplied.

Deionized water was used.

ESTIMATED ERROR:
Soly: not specified.

Temp: ±loC (authors).

REFERENCES:
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COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-2

thiazolyl- (sulfathiazole);

C9H9N302S2; [72-14-0)

(2) Water; H20; [7732-18-5)

VARIABLES:

One temperature: 37 0 C

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Dubois, S.; Tawashi, R.

Pharm. Acta HeZv. 1975, 50, 184-7.

PREPARED BY:

R. Piekos

Solubility of sulfathiazole in water at 37 0 C is 8.00 x 10-4 g/m1

(3.13 x 10-3 mol dm-3 , compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

Samples were filtered through a Mi11ipore

filter 0.45 ~m and the amount of dissolved

sulfathiazole was detd spectrophotometrica11,

at 280 nm.

SOURCE AND PURITY OF MATERIALS:

USP grade su1fathiazc1e without further

treatment was used and distilled water.

ESTIMATED ERROR:

Nothing specified

REFERENCES:
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(1) Benzenesu1fonamide, 4-amino-N-2-

ORIGINAL MEASUREMENTS:

Kaneniwa, N.; Watari, N.
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thiazo1y1

C9H9N302S2;
Water; H20;(2)

(sulfathiazole);

[72-14-0]

[7732-18-5]

Chern. Pharm. Bun. 1978, 26(3), 813-26.

VARIABLES:
One temperature: 37 0 C

EXPERIMENTAL VALUES:

PREPARED BY:
R. Piekos

Solubility of sulfathiazole in water at 37 0 C is 0.879 mg/m1

solution (3.44 x 10-3 mol dm-3, compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

An excess of sulfathiazole was placed in a

flask contg 25 m1 of water. The flask was

shaken (2 strokes/s at the amplitude of 3

cm) in a thermostatically controlled water

bath at 37 0 C. One-m1 sample was withdrawn

every 6 h (total equilibration period was

3-5 days) using a warmed Mi11ipore filter

syringe with a filter pore size of 0.45 ~

(Mi11ipore HAWP 01300) and the filtrate was

di1d with water and assayed spectrophoto

metrically (1).

SOURCE AND PURITY OF MATERIALS:

Commercial sulfathiazole of the Japanese

Pharmacopeia grade and distd water were

used.

ESTIMATED ERROR:
Soly: not specified.

Temp: to.05 0 C (authors).

REFERENCES:

1. Kaneniwa, N.; Watari, N.

Chern. Pharm. BuZZ. 1974, 22, 1699.
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COMPONENTS:

(1) Benzenesulfonamide. 4-amino-N-Z

thiazo1y1- (sulfathiazole);

C9H9N30ZS2; [72-14-0]

(2) Water; H20; [7732-18-S]

VARIABLES:

One temperature: 2So

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Badawi. A. A.; E1-Sayed. A. A.

J. Pharm. Sai. 1980. 69(5),

PREPARED BY:
R. Piekos

492-7.

Solubility of sulfathiazole in water at ZSoC is 0.78 mg/ml water

(3.0S x 10-3 mol dm-3 water. compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:
A weighed excess of sulfathiazole was placed

in a 2S-ml ampul contg 10 ml of water. The

ampul was sealed and placed on a rotating

shaft (42 rpm) immersed in a water bath at

2StloC. Duplicate samples were withdrawn.

filtered. and assayed spectrophotometrically

at 283 nm.

SOURCE AND PURITY OF MATERIALS;
Sulfathiazole was of the BP 1963 purity.

Purity of the water was not specified.

ESTIMATED ERROR:

Soly: not specified.

Temp: tlOC (authors)

REFERENCES;



COMPONENTS: ORIGINAL MEASUREMENTS:
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(l)

(Z)

Benzenesulfonamide. 4-amino-N-Z

thiazolyl- (sulfathiazole);

C9H9N30ZSZ; [7Z-l4-0]

Water; HZO; [773Z-l8-5]

Watari. N.; Kaneniwa. N.;

Int. J. Pharm. 1980.

Hanano. M.

155-66.

VARIABLES:

One temperature: 37 0 C

EXPERIMENTAL VALUES:

PREPARED BY:

R. Piekos

Solubility of sulfathiazole in water at 37 0 C is 87.9 mg/100 ml

( 3.44 x 10-3 mol dm-3 • compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:

ESTIMATED ERROR:

REFERENCES:

Sulfathiazole was of the Japanese Pharma

copeia grade.

Distilled water was used.

The earlier developed method was employed

(l). whereby an excess of sulfathiazole.

required to saturate medium. was placed in a

flask contg Z5 ml of water. The flask was

shaken (Z strokes/s) at an amplitude of 3

em. in a thermostatically controlled bath.

One-ml sample was removed every 6 h (total

equilibration time was 3-5 days) using a

warmed Millipore filter syringe with a fil

ter pore size of 0.45 ~ (Millipore HAWP

01300) and the fitrate was dild with water

and assayed spectrophotometrically.

Soly:

Temp:

not specified

±0.050 C (authors)

1. Kaneniwa. N.; Watari. N.

Chern. Pharm. BuZZ. 1974. 22, 1699.
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COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-2

thiazolyl- (sulfathiazole);

C9H9N302S2; [72-14-0)

(2) Water; H20; [7732-18-5)

VARIABLES:

One temperature: 200 C

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Rupprecht, Ho; Ziller, K. H.

Pharmazie, 1981, 36(4), 298.

PREPARED BY:

R. Piekos

Solubility of sulfathiazole in water at 200 C is 40.9 mg/IOO ml

( 1.60 x 10-3 mol dm-3 , compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:
Fifty ml of a suspension contg 2.0 g of sul-

fathiazole was placed in a thermostat and

stirred with a magnetic stirrer. The concn

of the solute was monitored continuously af

ter filtration through a G3 or G4 fritted

glass filters by means of a Knauer differen

tial refractometer or a Shimadzu 100-02 UV

spectrophotometer. The cuvets of the refrac

tometer were thermostated. The variations

of the refractive index or light absorption

were recorded as a function of time by means

of a Servogor 220 two-line recorder.

SOURCE AND PURITY OF MATERIALS:
Sulfathiazole: neither source nor purity

was specified.

Distilled water was used.

ESTIMATED ERROR:

Nothing specified

REFERENCES:



COMPONENTS: ORIGINAL MEASUREMENTS:
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Benzenesulfonamide, 4-amino-N-2-

thiazolyl

C9H9N302S2;

Water; H20;

(1)

(2)

(sulfathiazole) ;

[72-14-0]

[7732-18-5]

Miseta, M.; Kedvessy, G.; Selmeczi, B.

Pharmazie 1983, 38(5), 326-7.

VARIABLES:

One temperature: 200 C

EXPERIMENTAL VALUES:

PREPARED BY:

R. Piekos

Solubility of sulfathiazole in water at 200 C is 1 part in 3000 parts

of water ( 1.3 x 10-3 mol kg- l water - compiler ).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:
Soly was detd by the Pharmacopeia Hungarica

V method. The equilibration time was 2 days

with occasional shaking (personal communica

tion). The concn of the solute in the satd

soln was detd spectrophotometrically at 282

nm using a Spektromom 195 spectrophotometer.

4A-F*

SOURCE AND PURITY OF MATERIALS:
The source and purity of sulfathiazole

was not specified.

Distilled water was used.

ESTIMATED ERROR:
Soly: not specified

Temp: t2 0 C (personal communication).

REFERENCES:



142

COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-2
thiazolyl; (sulfathiazole);
C9H9N302S2; [72-14-0)

(2) Sodium hydroXide; NaOH; [1310-73-2)

(3) Water; H20; [7732-18-5)

VARIABLES:

pH

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Rose, F.L.; Martin, A. R.; Bevan, H.G.L.

J. PhaI'TTl. Exp. Thel'ap. 1943, 77.

127-42.

PREPARED BY:

R. Piekos
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AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:
An excess of sulfathiazole was stirred in

boiling water, the soln was cooled to 37oC,

the temp being maintained thermostatically,

and 0.1 N NaOH was added to increase the pH.

The pH was measured by means of a glass elec

trode-calomel half-cell system, and was per

mitted to reach equilibrium before a reading

was taken. The concn of sulfathiazole in

soln was detd colorimetrically by withdraw

ing a sample through a filter-tip into a

preheated micropipet.

SOURCE AND PURITY OF MATERIALS:
The source and purity of sulfathiazole

was not specified.

Water was doubly distilled.

ESTIMATED ERROR:

Nothing specified

REFERENCES:



COMPONENTS:

(1) Benzenesulfonamide. 4-amino-N-2
thiazolyl- (sulfathiazole);
C9H9N302S2; [72-14-0]

(2) Sodium hydroxide; NaOH; [1310-73-2]

(3) Water; H20; [7732-18-5]

VARIABLES:

Concentration of NaOH

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Holz. E.; Garcia Onandia. A.; Holz. S.

Aata Cient. VenezoLana 1955. 6(2).

68-73.

PREPARED BY:

R. Piekos
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Concentration
of NaOH soln

N

1/10

1/4

1/2

1.0

1.5

1. 75

1.8

1.9

2.0

2.5

Volume of the NaOH soln required
to dissolve 1 g of sulfathiazole

at 260 C

41.650

16.650

8.325

4.175

2.750

2.425

5.200

7.200

7.833

46.830

Solubility of sulfathiazole
at 260 C

mol dm-3 NaOH solna

0.0940

0.2352

0.4705

0.9382

1.4243

1.6152

0.7530

0.5440

0.5000

0.0836

a calculated by compiler

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

Nothing specified

SOURCE AND PURITY OF MATERIALS:

Nothing specified. Distd water was used.

ESTIMATED ERROR:

Nothing specified

REFERENCES:
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COMPONENTS:
(1) Benzenesulfonamide, 4-amino-N-2

thiazolyl- (sulfathiazole);
C9H9N302S2; [72-14-0]

(2) Sodium chloride; NaCl; [7647-14-5]

(3) Water; H20; [7732-18-5]

VARIABLES:

One temperature: l8-l90 C

ExPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Becher, R.; Leya, S.

459-60.

PREPARED BY:

R. Piekos

E:r:pel'ientia

Solubility of sulfathiazole in a 5% NaCl solution at room temperature

( l8-l90 C) is 45 mg% (1.8 x 10-3 mol dm-3 , compiler ).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

After standing for more than two days the

soln of sulfathiazole was filtered and sul

fathiazole was assayed in the filtrate colo

rimetrically by the method of Druey and

Oesterheld (1).

SOURCE AND PURITY OF MATERIALS:

Nothing specified

ESTIMATED ERROR:

Nothing specified

REFERENCES:

1. Druey, J.; Oesterheld, G.

HeZv. Chim. Aata 1942, 25, 753.
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ORIGINAL MEASUREMENTS:

Avico, U.; Cavazutii, G.; di Francesco, R.;(1) Benzenesulfonamide, 4-amino-N-2
thiazolyl; (sulfathiazole);
C9H9N302S2; [72-14-0]

(2) Sodium chloride, NaCl; [7647-14-5]

(3) Water; H20; [7732-18-5]

VARIABLES:

Temperature

EXPERIMENTAL VALUES:

Signoretti Ciranni, E.;

Farmaao, Ed. Pratiaa

PREPARED BY:

R. Piekos

Zuccaro, P.

1975, 30(1), 40-6.

Solubility of amorphous sulfathiazole in

t/oC equimolal NaCl solutions

g/lOO g water 103 mol kg- l watera

25 0.627 2.456

35 1.010 3.956

40 1.214 4.755

a Calculated by compiler

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:
A soln of Na salt of sulfathiazole was added Source and purity of sulfathiazole was

to a HCl soln contg stoichiometric quantity not purified. The mp of crystalline sulfa-

of the acid to neutralize the salt. The thiazole was 200-40 C.

neutralization was carried out in a thermo

stat and the pH of the mixt was maintained

close to that of a satd sulfathiazole soln.

The procedure was repeated using various

initial concns of the reagents to find the

max concn of sulfathiazole at which no pptn

occurred.

Purity of the water was not specified.

ESTIMATED ERROR:

Nothing specified

REFERENCES:
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COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-2
thiazolyl- (sulfathiazole);
C9H9N302S2; [72-14-0)

(2) Potassium chloride; KCl; [7447-40-7)

(3) Water; H20; [7732-18-5)

VARIABLES:

One temperature: 250 C

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Higuchi, T.; Gupta, M.; Busse, L. W.

J. Am. Pharm. Assoa., Sai. Ed.

1953, 52, 157-61.

PREPARED BY:
R. Piekos

Solubility of sulfathiazole in a KCl solution ( ionic strength 0.15 M )

at 250 C is 0.0373 g/IOO em3 saturated solution (1.46 x 10-3 mol dm-3,

compiler) •

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

A 10-30% excess of sulfathiazole was equi

librated in a sealed vial for 1-8 days. An

aliquot of the supernatant was withdrawn with

a hypodermic syringe, the liquid was weighed,

and the sulfathiazole was detd in it spectro

photometrically at 283 nm using 0.1 M citrate

buffer of pH 5 as the solvent.

SOURCE AND PURITY OF MATERIALS:

Sulfathiazole (source not specified) was

recrystd from hot water. The source and

purity of KCl was not specified.

Distilled water was used.

ESTIMATED ERROR:
Soly: the average of the following soly va
lues was given: 0.0372, 0.0373, 0.0384, and
0.0363 g/IOO cm3 satd soln.
Temo: not specified.

REFERENCES:
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COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-Z
thiazolyl- (sulfathiazole);
C9H9N30ZSZ; [7Z-l4-0]

(Z) Phosphoric acid, disodium salt;
NaZHP04; [7558-94-4]

(3) Water; H?O; [773Z-l8-5]

ORIGINAL MEASUREMENTS:

KrUger-Thiemer, E.

Arah. Dermatol. Syphilis

90-116.

194Z, 183,

VARIABLES:

One temperature: ca ZOoC; one pH: 8.74

PREPARED BY:

R. Piekos

EXPERIMENTAL VALUES:

Solubility of sulfathiazole in a 0.705 M (10%) NaZHP04 solution of

pH 8.74, at room temperature (about ZOoC), is 0.ZZ8 g% (8.93 x

10-3 mol dm-3 solution, compiler ).

AUXILIARY INFORMATION

ESTIMATED ERROR:

Soly: precision ±5% (author)
Temp: not specified
pH ; ±0.05 pH unit (author)

an ultraionograph using a glass electrode.

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:

Sulfathiazole (0.5 g) was dissolved in 10 Sulfathiazole was the product manufd by

cm3 of the 0.705 M (10%) Na ZHP04 soln, shaken Ciba under the name Cibazol.

for Z h at room temp (about ZOoC), and fil- The source and purity of the remaining

teredo A l-cm3 aliquot of the filtrate was materials was not specified.

withdrawn, cooled, acidified with 1 cm3 of

Z N HCl, and the sulfathiazole content was

detd colorimetrically by the method of

Marshall modified by Kimmig (1) using an

Autenrieth colorimeter. The pH was detd on

REFERENCES:

1. Kimmig, J. Arah. Dermatol. 1938,

176, 7ZZ; Erg. Hyg. 1941, 24, 398.
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COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-2

thiazolyl- (sulfathiazole);
C9H9N302S2; [72-14-0]

(2) Phosphoric acid, monopotassium salt;
KH2P04 ; [7778-77-0]

(3) Water' H~O' [7732-18-51
VARIABLES:

One temperature: ca 20oC; one pH: 4.37

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

KrUger-Thiemer, E.

Arah. DermatoZ. SyphiZis
90-116.

PREPARED BY:

R. Piekos

183,

Solubility of sulfathiazole in a 0.735 M (10%) KH 2P04 solution

of pH 4.37, at room temperature (about 20oC), is 0.029 g%

(1.13 x 10-3 mol dm-3 solution, compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

Sulfathiazole (0.5 g) was dissolved in 10 cm3

of the 0.735 M (10%) KH 2P04 soln, shaken for

2 h at room temp (about 20oC), and filtered.

A l-cm3 aliquot of the filtrate was with

drawn, cooled, acidified with 1 cm3 of 2 N

HCl, and the sulfathiazole content was detd

colorimetrically by the method of Marshall

modified by Kimmig (1) using an Autenrieth

colorimeter. The pH was detd on an ultra

ionograph using a glass electrode.

SOURCE AND PURITY OF MATERIALS:

Sulfathiazole was the product manufd

by Ciba under the name of Cibazol.

The source and purity of the remaining

materials was not specified.

ESTIMATED ERROR:
Soly: precision ±5% (author)
Temp: not specified
pH : ±0.05 pH unit (author)

REFERENCES:

1. Kimmig, J. Arah. DermatoZ.

176, 722; Erg. Hyg. 1941, 24, 398.



COMPONENTS:
(1) Benzenesulfonamide, 4-amino-N-Z

thiazolyl- (sulfathiazole);
C9H9N30ZSZ; [7Z-l4-0]

(Z) Calcium chloride; CaC1Z; [10043-5Z-4]
(3) Potassiu~ chloride; KC1; [7447-40-7]
(4) Sodium chloride; NaCl; [7647-14-5]
(5) Water; HZO; [773Z-l8-5]

VARIABLES:
Temperature

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Hawking, F.

Lanaet, 1941, 240, 786-8.

PREPARED BY:
R. Piekos

149

Solubility in bicarbonate-free Locke's solutiona

17

36

mg/100 ml

36

91

1.4

3.6

a The solution contained NaCl 9 g, KCl O.Z g, CaC1 Z O.Z g,

water 1 liter, and had a pH of 6.8.

b Calculated by compiler

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:

Sulfathiazole was shaken up with the bicar- Nothing specified

bonate-free Locke's soln for many hours in a

tube which was corked to prevent loss of COZ.

The supernatant was filtered through a paper,

dild in a hot room to prevent pptn, and sul-

fathiazole was detd by the method of Mar-

shall and Litchfield (1).

ESTIMATED ERROR:
Soly: average of 3 detns has been given

(authors).

Temp: not specified.
REFERENCES:

1. Marshall, E. K., Jr.; Litchfield, J.

T.,Jr. Saienae, 1938, 88, 85.
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COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-Z
thiazolyl- (sulfathiazole);
C9H9N30ZSZ; [7Z-l4-0)

(Z) Phosphoric acid, disodium salt;
NaZHP04; [7558-94-4)

(3) Phosphoric acid, monopotassium salt;
KHZP04; [7778-77-0)

(4) Water; HZO; [773Z-l8-5)

ORIGINAL MEASUREMENTS:

KrUger-Thiemer, E.

Arch. DermatoZ. SyphiZis 194Z, 183,

90-116.

PREPARED BY:
R. Piekos

VARIABLES:
Temperature, pH

EXPERIMENTAL VALUES:

Composition of 1/15 M phosphate Solubility
buffer solutions pH

Room temp (ca ZOoC) 37 0 C

Na ZHP04 KH ZP04 % content g% 103 mol dm- 3 g% 103 mol dm-3

solutiona solutiona

1.0 99.0 0.91 4.944 0.053 Z.076 - -
10.0 90.0 0.91 5.906 0.054 2.115 0.096 3.760

61.1 38.9 0.93 7.005 0.072 2.8Z0 0.161 6.306

9.5 0.5 0.733b 7.51 0.089 3.486 - -
94.7 5.3 0.95 8.018 0.144 5.640 - -

a Calculated by compiler

b Molar content; 10% buffer solution

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:

Sulfathiazole (0.5 g) was dissolved in 10 Sulfathiazole was the product manufd by

cm3 of a buffer soln, shaken for Z h at ZOOC Ciba under the name of Cibazol.

(or left for 48 h at 37oC), and filtered at The source and purity of the remaining

respective temp. A 1 cm3 aliquot of the fil reagents was not specified.

trate was then withdrawn, cooled (dild for

expts at 37oC), acidified with 1 cm3 of Z N

HCl, and the sulfathiazole content was detd

colorimetrically by the method of Marshall

modified by Kimmig (1) using an Autenrieth

colorimeter. The pH was detd on an ultra-

ionograph using a glass electrode.

ESTIMATED ERROR:
Soly: precision t5% (author)
Temp: not specified
pH : to.05 pH unit (author)

REFERENCES:

1. Kimmig, J. Arch. DermatoZ.

176, 7ZZ; Erg. Hyg. 1941, 24, 398.



COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-2
thiazolyl- (sulfathiazole);

C9H9N302S2; [72-14-0]
(2) Phosphoric acid, disodium salt;

Na2HP04; [7558-94-4]
(3) Phosphoric acid, monopotassium salt

KH2P04 ; [7778-77-0]
(4) ~ater; H20; [7732-18-5]

VARIABLES:
pH

EXPERIMENTAL VALUES:

151

ORIGINAL MEASUREMENTS:

Pulver R.; Suter, R.

Schweiz. Med. Wochenschr. 1943, 73(13).

403-8.

PREPARED BY:
R. Piekos

Solubility of sulfathiazole in M/15 phosphate

pH buffers (according to S~rensen) at 200 C

mg% 103 mol dm-3 a

6.0 51 2.00

7.0 65 2.54

8.0 125 4.90

acalculated by compiler

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

Nothing specified

SOURCE AND PURITY OF MATERIALS:

Nothing specified

ESTIMATED ERROR:

Nothing specified

REFERENCES:



152

COMPONENTS:
(1) Benzenesulfonamide, 4-amino-N-2

thiazolyl- (sulfathiazole):
C9H9N302S2: [72-14-0]

(2) Phosphoric acid, disodium salt:
Na2HP04: [7558-94-4]

(3) Phosphoric acid, monopotassium salt:
KH2P04: [7778-77-0]

(4) Water: H?O; [7732-18-5]
VARIABLES:

pH

EXPERIMENTAL VALUES:

8-

7-

•
6-

ORIGINAL MEASUREMENTS:

Sunderman, F. W.: Pepper, D. S.:

Benditt, E. J. Med. Sci. 1940. 200,

790-5.

PREPARED BY:

R. Piekos

5J- ....L.. .....L -.1 1..- ..L-_

120 160 200

mg/l00 ml

240 280

Solubility of sulfathiazole in phosphate buffer solution at 38oC.

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:
An excess of sulfathiazole was suspended in Distd water was used.

buffer solns (prepd by dilg appropriate mixts

of Na2HP04 and KH2P04 , 1 part to 10 parts of

distd water), agitated and kept in a water

bath at 38°C for about 2 h. The solns were

then filtered and analysis for total sulfa

thiazole were made on the filtrates. Sulfa

thiazole was assayed colorimetrically after

coupling with di-Me-l-napthylamine using a

Bausch and Lomb colorimeter fitted with a

No. 74 Wratten filter. Standards were made

from a stock soln of sulfathiazole contg

200 mg/liter.

The source and purity of the remaining

reagents were not specified.

ESTIMATED ERROR:
Soly: the curve represents a composite of

3 sets of detns (authors).

Temp and pH: not specified.

REFERENCES:



COMPONENTS:
(1) Benzenesulfonamide, 4-amino-N-2-thiazol-

yl- (sulfathiazole); C9H9N302S2;
[72-14-0]

(2) Phosphoric acid, disodium salt;
Na2HP04; [7558-94-4]

(3) Phosphoric acid, monopotassium salt;
KH2P04; [7778-77-0]

(4) Water; H?O; [7732-18-5]
VARIABLES:

pH

EXPERIMENTAL VALUES:

400-

153

ORIGINAL MEASUREMENTS:

Frisk, A. R.; Hagerman, G.; Helander, S.;

Sj8gren, B. Hygiea 1946, 108(12), 639-51.

PREPARED BY:
R. Piekos

,..j

s
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00s
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8.0

The solubility at pH 6.1 is 104 mg/100 ml solvent (4.073 x 10-3 mol dm-3, compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

An excess of sulfathiazole in the phosphate

buffer was shaken at 37 0 C for 24 h. The

concn of the solute was detd by the Bratton

and Marshall method (1) using a photoelec

colorimeter.

SOURCE AND PURITY OF MATERIALS:
Neither source nor purity of the materials

was specified.

ESTIMATED ERROR:
Soly: precision ±8 mg/100 ml (authors).

Temp and pH: not specified.

REFERENCES:
1. Bratton, A. C.; Marshall, E. K. Jr.

J. BioZ. Chern. 1939, 128, 537.
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COMPONENTS: ORIGINAL HEASUREHENTS:

Hagerman, G.; Helander, S.;(1)

(2)

(3)

(4)

Benzenesulfonamide, 4-amino-N-2
thiazolyl- (sulfathiazole);
C9H9N302S2; [72-14-0]
Phosphoric acid, disodium salt;
Na2HP04; [7558-94-4]
Phosphoric acid, monopotassium salt;
KH2P04; [7778-77-0]
Water; H20; [7732-18-5]

Frisk, A. R.;

Sjl:lgren, B.

639-51.

PREPARED BY:

Hygiea 1946, 108(12).

VARIABLES: R. Piekos
pH: 6.1

EXPERIMENTAL VALUES:

The solubility at pH 6.1 is 104 mg/100 ml solvent (4.07 x 10-3

mol dm-3, compiler). This is the solubility value of sulfathiazole

AUXILIARY INFORMATION

HETHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:

An excess of sulfathiazole in the phosphate Neither source nor purity of the materials

buffer was shaken at 37 0 C for 24 h. The was specified.

concn of the solute was detd by the Bratton

and Marshall method (1) using a photoelec

colorimeter.

ESTIMATED ERROR:
Soly: precision t8 mg/100 ml (authors).

Temp and pH: not specified

REFERENCES:

1. Bratton, A. C.; Marshall, E. K. Jr.

J. BioZ. Chem. 1939, 128. 537.



COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-2
thiazolyl- (sulfathiazole);
C9H9N302S2; [72-14-0]

(2) Phosphoric acid, disodium salt;
Na2HP04; [7558-94-4]

(3) Phosphoric acid, monopotassium salt;
KH 2P04; [7778-77-0]

(4) Water; H20; [7732-18-5]

VARIABLES:
pH

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Langecker, H.

Al'ah. E:r:ptZ. Path. Pha:rmako7,.

205, 291-301.

PREPARED BY:

R. Piekos

1948,

155

pH of the 1/15 M Solubility at 37 0 C

phosphate buffer mg% 103 mol dm-3 a

4.9 108 4.23

5.9 94 3.68

6.9 204 7.99

7.5 356 13.94

a Calculated by compiler

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:

An excess of sulfathiazole was added to the Source and purity of the materials was

buffer soln and boiled for 1 h in a sealed not specified.

ampul followed by keeping the ampul at 37oC.

The concn of sulfathiazole was detd colori-

metrically by the method of Bratton and

Marshall (1) using a Havemann colorimeter

(2), as well as by microanal detn of the

solid residue.

ESTIMATED ERROR:

Nothing specified

REFERENCES:

1. Bratton, A.G.; Marshall, E.K. Jr.

J. Bio7,. Chern. 1939, 128, 537.

2. Havemann, R. K7,in. Woahensahl'. 1940,

p. 503.
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COMPONENTS:

(1) Benzenesulfonamide. 4-amino-N-2
thiazolyl- (sulfathiazole);
C9H9N302S2; [72-14-0)

(Z) Phosphoric acid. disodium salt;
NaZHP04; [7558-94-4)

(3) Phosphoric acid; monopotassium salt;
KHZP04; [7778-77-0)

(4) Water; HZO; [7732-18-5)

VARIABLES:
One temperature: ZOoC; one pH: 7.3

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Kuhnert-BrandstHtter. M.; Martinek. A.

Micpochim. Ichnoanat. Acta 1956. 909-19.

PREPARED BY:
R. Piekos

Solubility of crystalline forms I and II of sulfathiazole in a 0.066 M

phosphate buffer (according to S~rensen) of pH 7.3 at 200 C is 113.0 mg%

( 4.43 x 10-3 mol dm-3• compiler) and 62.8 mg% (2.46 x 10-3 mol dm-3•

compiler). respectively.

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

Sulfathiazole and the buffer soln were pla

ced in a polyethylene vessel. agitated for

3 h. filtered. and the sulfonamide was

assayed in the filtrate by uv spectrophoto-

SOURCE AND PURITY OF MATERIALS:

A corom available form II of sulfathiazole

was used. Form I was obtained by keeping the

corom reagent at l700 C for 2 h. The source

and purity of the remaining materials was

metry using water as a reference and diluenc not specified. Distilled water was used.

The solid phase was examd thermomicroscopi-

cally for identity of the cryst form.

ESTIMATED ERROR:
Soly: not specified
pH : not specified
Temp: :O.SoC (authors).

REFERENCES:



COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-2
thiazolyl- (sulfathiazole);
C9H9N302S2; [72-14-0)

(2) Phosphoric acid, disodium salt;
Na 2HP04 ; [7558-94-4)

(3) Phosphoric acid, monopotassium salt;
KH 2P04 ; [7778-77-0)

(4) Water; H20; [7732-18-5)

VARIABLES:

One temperature: 20oC; one pH: 7.4

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Riess, W.

Intern. Congr. Chemotherapy, Proa.,

3rd, Stuttgart 1963, 1, 627-32.

PREPARED BY:

R. Piekos

157

Solubility of sulfathiazole in aM/IS S8rensen buffer solution (pH 7.4)

at 200 C is 75 mg% (2.9 x 10-3 mol dm- 3 solution, compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:

S8rensen buffer solns of pH varying between Nothing specified

7 and 8 were prepd, satd with sulfathiazole

at 20oC, their pH was measured at equilibri-

um, and the sulfathiazole was assayed colori

metrically. The measured pH values were

then plotted against concn, and the soly

at pH 7.4 was detd by interpolation

(personal communication).

ESTIMATED ERROR:
Nothing specified

REFERENCES:
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COMPONENTS: ORIGINAL MEASUREMENTS:

Yamazaki, M.; Aoki, M.; Kamada, A.; Yata, N.(1) Benzenesulfonamide, 4-amino-N-2
thiazolyl- (sulfathiazole);
C9H9N302S2; [72-14-0)

(2) Phosphoric acid, disodium salt;
Na2HP04; [7558-94-4)

(3) Phosphoric acid, monopotassium salt;
KH2P04 ; [7778-77-0)

(4) Water; H20; [7732-18-5)

Yakuzaigaku 1967,

PREPARED BY:

2?(]). 37-40.

VARIABLES:
One temperature: 300 C; one pH: 7.4

R. Piekos

EXPERIMENTAL VALUES:

Solubility of sulfathiazole in a phosphate buffer solution of pH 7.4

( ~ - 0.17) at 300 C is 4.38 mmol/L (1.12 g dm- 3, compiler).

AUXILIARY INFORMATION

SOURCE AND PURITY OF MATERIALS:

Nothing specifiedSulfathiazole (0.5 g) was placed in an L

shaped tube together with 20 ml of the

buffer soln. The mixt was shaken in a

thermostat until equilibrium was attained.

The sulfathiazole content was assayed in the

supernatant spectrophotometrically at 545 nm

on a Beckman DU spectrophotometer. The

results were taken from a calibration graph.
I-------------------l

METHOD/APPARATUS/PROCEDURE:

ESTIMATED ERROR:

Soly and pH:

Temp: tlOC

not specified

(authors)

REFERENCES:
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COMPONENTS: ORIGINAL MEASUREMENTS:

(1) Benzenesulfonamide, 4-amino-N-2
thiazolyl- (sulfathiazole);
C9H9N302S2; [72-14-0]

(2) Phosphoric acid, disodium salt;
Na2HP04; [7558-94-4]

(3) Phosphoric acid, monopotassium salt;
KH 2P04 ; [1778-77-0]

(4) Water; H20; [7732-18-5]

Hekster, Y.A.; Vree, T. B.;

Damsma, J. E.; Friesen, W. T.

J. Antimiarob. Chemother. 1981, 8,

133-44.

PREPARED BY:

VARIABLES:
pH

R. Piekos

EXPERIMENTAL VALUES:

Solubility at 250 C
pH

mg/l mol dm-3 a

5.5 4565 0.01788

7.5 130868 0.51258

a Calculated by compiler

AUXILIARY INFORMATION

REFERENCES:

ESTIMATED ERROR:
The detection limit of the solute by HPLC
was 0.5 mg/l (authors).
The error in temperature and pH was not
specified.

x 4.6 rom id.) was packed with Lichrosorb RPS,

5 ~m, obtained from Chrompack. An injection

loop of 100 ~l was used. The oven temp was

40oC. Detection of sulfathiazole was

performed at 260 nm.

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:
Satd solns of sulfathiazole were prepd in The source and purity of the materials

phosphate buffers of pH 5.5 and 7.5 at room was not specified.

temp (250 C). The concn of the solute was

measured by means of a Spectra Physics 3500B

high-performance liquid chromatograph equip-

ped with a column oven (Model 748) and a

Pye-Unicam LC-UV spectrophotometric detec-

tor. The detector was connected to a l-mV

recorder. A stainless steel column ( 10 cm
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COMPONENTS:

(1) Benzensulfonamide, 4-amino-N-Z
thiazolyl- (sulfathiazole);
C9H9N30ZSZ; [7Z-l4-0]

(Z) Hydrochloric acid; HCl; [7647-01-0]
(3) l,Z,3-Propanetricarboxylic acid,

Z-hydroxy-, disodium salt;
C6H6NaZ07; [144-33-Z]

(4) Water; HZO; [773Z-l8-5]

VARIABLES:
One temperature: ZOoC; one pH: 3.8

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Kuhnert- BrandstHtter, M.; Martinek, A.

Mic1'ochim. Ichnoanal. Acta 19S6,

909-19.

PREPARED BY:

R. Piekos

Solubility of crystalline forms I and II of sulfathiazole in a 0.066 M

citrate buffer ( according to S0rensen ) of pH 3.8 at ZOoC is 63.4 mg%

(Z.48 x 10-3 mol dm-3, compiler) and 36.1 mg% (1.41 x 10-3 mol dm-3,

compiler ), respectively.

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:
Sulfathiazole and the buffer soln were

placed in a polyethylene vessel, agitated

for 3 h, filtered, and the sulfonamide was

assayed in the filtrate by uv spectrophoto

metry using water as a reference and diluen~

The solid phase was examd thermomicroscopi

cally for identity of the cryst form.

SOURCE AND PURITY OF MATERIALS:
A comm available form II of sulfathiazole
was used. Form I was obtained by keeping
the comm reagent at l700 C for Z h. The
source and purity of the remaining materialE
was not specified.
Distilled water was used.

ESTIMATED ERROR:

Soly:
pH :
Temp:

not specified
not specified
±O.SoC (authors)

REFERENCES:



COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-2
thiazolyl- (sulfathiazole);
C9H9N302S2; [72-14-0]

(2) Phosphoric acid, disodium salt;
Na2HP04; [7558-94-4]

(3) l,2,3-Propanetricarboxylic acid,
2-hydroxy- (citric acid); C6H807;
[77-92-9]

(4) Water; H20; [7732-18-5]

VARIABLES:
pH

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:
Likhol'ot, N. M. Farm. Zh. (Kiev)

1965, 20(5), 44-6.

PREPARED BY:

R. Piekos

161

pH Solubility at 200 C
of McIlvaine's buffer

solution g/lOO ml 103 mol dm-3 a

4.1 0.043 1.68

5.1 0.045 1. 76

5.9 0.049 1.92

6.5 0.059 2.31

6.9 0.081 3.17

7.5 0.153 5.99

a Calculated by compiler

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

An earlier described method was employed (1)

whereby a small excess of sulfathiazole was

equilibrated with 20 ml of the McIlvaine's

buffer soln for 8 h in a 50-ml test tube.

Aliquots were withdrawn through a filter

and sulfathiazole was assayed bromatometri-

cally.

SOURCE AND PURITY OF MATERIALS:

Sulfathiazole: not specified.
McIlvaine's buffer solns were prepd from a
0.1 M citric acid solns. Source and purity
of the buffer components were not specified.

ESTIMATED ERROR:
Soly: not specified
Temp: fO.loC (authors)
pH : not specified

REFERENCES:

1. Gusyakov, V. P.; Likhol'ot, N. M.

Farm. Zh. (Kiev) 1960, 15(8), 21.
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COMPONENTS:
(1) Benzenesu1fonamide, 4-amino-N-2

thiazo1y1- (sulfathiazole);
C9H9N302S2; [72-14-0]

(2) Ethanesulfonic acid, 2-[ [3 a ,5 a, 70. ,
12 a }-3, 7, 12-trihydroxy-24-oxocho1an-24
y1]amino]-, monosodium salt (Na tauro
cholate); C26H45N07S'Na; [145-42-6]

(3) Phosphoric acid, disodium salt;
Na2HP04; [7558-94-4]

(4) Phosphoric acid, monosodium salt;
NaH2P04; [7558-80-7]

.~) Water' H,O' r7732-18-51
VARIABLES:

Concentration of Na taurocholate; pH

EXPERIMENTAL VALUES:

Concentration of Na

taurocholate

mM/1 solutiona

2.0

4.0

6.0

8.0

12.0

16.0

20.0

ORIGINAL MEASUREMENTS:
Gasco, M. R.; Aimonetto, S.

Atti Accad. Sci. Torino, Cl, Sci. Fis.,

Mat. Nat. 1979, 113(1-2), 119-22.

PREPARED BY:
R. Piekos

Solubility of sulfathiazole at 250 C

IJmlm1 solutiona

pH 6.3 pH 7.2

3.65 6.41

3.28 6.27

3.42 5.77

3.60 6.05

3.70 6.18

3.89 6.73

4.21 7.02

a Numerical values given by the first author in personal communication.

AUXILIARY INFORMATION

Neither source nor purity of the materials

was specified.

The phosphate buffer was 0.3 M in respect

of the Na+ ion concn.

METHOD/APPARATUS/PROCEDURE:

The soly of sulfathiazole was detd by the

method of Hofmann (1). In a series of 15-m1

glass cylinders with ground-in stoppers, 75

mg of sulfathiazole was suspended in 15 m1

of phosphate buffer solns of increasing Na

taurocholate concn. The suspensions were

agitated for 20 h at 250 C and filtered. The

quantity of sulfathiazole dissolved was

detd by measuring surface tension by means

of a Dognon-Abribat (Pro1abo) tensiometer

and spectrophotometrica11y by using a Perkin

Elmer EPS-35 spectrophotometer.

SOURCE AND PURITY OF MATERIALS:

ESTIMATED ERROR:
Soly: precision ±2% (authors)
pH : precision ±0.02 pH unit
Temp: ±0.50 C (authors)

REFERENCES:

(authors)

1. Hofmann, A. F.;

57.

Biochem. J. 1963, 89,
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R. Piekos

ORIGINAL MEASUREMENTS:
Gasco, M. R.; Aimonetto, S.

COMPONENTS:
(1) Benzenesulfonamide, 4-amino-N-2

thiazolyl- (sulfathiazole);
C9H9N302S2; [72-14-0]

(2) Ethanesulfonic acid, 2-[ [[ [(3 a, 5 B ,
7 a, 12 a )-3,7 ,12-trihydroxy-24
oxocholan-24-yl]amino]acetyl]amino]-,
sodium salt (Na tauroglycocholate);
C28H48N208S'Na [11006-55-6]

(3) Phosphoric acid, disodium salt;
Na2HP04; [7558-94-4]

(4) Phosphoric acid, monosodium salt;
NaH2P04; [7558-80-7]

(5) Water; H20; [7732-18-5]

VARIABLES:
Concentration of Na tauroglycocholate; pH

EXPERIMENTAL VALUES:

Atti Accad. Sci.

Mat. Nat. 1979,

PREPARED BY:

Topino, CZ. Sci. Fis.,

113(1-2), 119-22.

Concentration of Na
tauroglycocholate

mM/l solutiona

2.0

4.0

6.0

8.0

12.0

16.0

20.0

Solubility of sulfathiazole at 250 C
~ M/ml solutiona

pH 6.3 pH 7.2

3.80 6.69

3.52 6.50

3.62 6.32

3.70 6.41

3.90 6.43

4.08 6.50

4.17 6.52

a Numerical values given by the first author in personal communication.

AUXILIARY INFORMATION

ESTIMATED ERROR:

REFERENCES:

L Hofmann, A. F., Biochem. J. 1963,

89, 57.

SOURCE AND PURITY OF MATERIALS:

Neither source nor purity of the materials

was specified.

The phosphate buffer was 0.3 M in respect

of the Na+ ion concn.

METHOD/APPARATUS/PROCEDURE:

The soly of sulfathiazole was detd by the

Hofmann method (1). In a series of l5-ml

glass cylinders with ground-in stoppers, 75

mg of sulfathiazole was placed in 15 ml of

phosphate buffer solns of increasing Na

tauroglycocholate concn. The suspensions

were agitated for 20 h at 250 C and filtered.

The quantity of sulfathiazole dissolved was

detd by measuring surface tension by means

of a Dognon-Abribat (Prolabo) tensiometer

and spectrophotometrically on a Perkin Elmer

EPS-35 spectrophotometer.

Soly:
pH :
Temp:

precision ±2% (authors)
precision ±0.02 pH unit (authors)
to.50 C (authors)
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COMPONENTS: ORIGINAL MEASUREMENTS:

(1) Benzenesulfonamide, 4-amino-N-2
thiazolyl- (sulfathiazole);
C9H9N30ZS2; [72-14-0]

(2) Pectinic acid, sodium salt;
(C13H17Na012)n; [9049-37-0]

(3) Water; H20; [7732-18-5]

VARIABLES:

One temperature: 18-190 C

EXPERIMENTAL VALUES:

Becher, R.;

1946, 2,

PREPARED BY:

Leya, S.

459-60.

R. Piekos

Experientia

Solubility of sulfathiazole in a 2.6% neutral sodium pectinate solution

( [sodium pectinate] ~ 6.7 x 10-2 mol kg-l (n ~ I), compiler) at room

temperature (18 - 190 C) is 75 mg% (2.9 x 10-3 mol dm-3, compiler ).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:

The soln was allowed to stand for more than Nothing specified.

2 days at room temp. The soln was then

filtered, and sulfathiazole assayed in the

filtrate colorimetrical1y by the method of

Druey and Oesterhe1d (1).

ESTIMATED ERROR:

Nothing specified.

REFERENCES:

1. Druey, J.; Oesterheld, G.;

HeZv. Chim. Aata 1942, 25, 753.



COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-2
thiazolyl- (sulfathiazole);
C9H9N302S2; [72-14-0]

(2) Cholan-24-oic acid, 3,7,12-trihydroxy-,
Oa, 58, 7a, l2a)-, monosodium salt
(Na cholate); C24H39Na05; [361-09-1]

(3) Water; H,O; [7732-18-5]
VARIABLES:

One temperature: 37 0 C

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Dubois,S.; Tawashi, R.

Pharm. Aata Hel-v. 1975,

PREPARED BY:

R. Piekos

50, 184-7.

165

Solubility of sulfathiazole in a 0.04 mol dm-3 Na cholate solution

at 37 0 C is 15.60 x 10-4 g/ml (6.ll0xlO-3 mol dm-3, compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

Samples were filtered through a Millipore

filter 0.45 ~m and the amount of dissolved

sulfathiazole was detd spectrophotometri-

cally at 280 nm.

4A-O

SOURCE AND PURITY OF MATERIALS:

USP grade sulfathiazole was used without

further treatment. Na cholate was reagent

grade. Distilled water was used.

ESTIMATED ERROR:

Nothing specified

REFERENCES:
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COMPONENTS:
(1) Benzenesulfonamide, 4-amino-N-2

thiozolyl- (sulfathiazole);
C9H9N302S2; [72-14-0]

(2) Cholan-24-oic acid, 3,7,12-trihydroxy-,
(3 a, 5 t3, 7a , l2a )-, monosodium salt
(Na cholate); C24H39Na05; [361-09-1]

(3) Ext. D. and C. Blue No.1;
C16H18N3S'C1; [61-73-4]

(4) Water; H20; [7732-18-5]

VARIABLES:
One temperature:

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:
Dubois, S.; Tawashi,

Pharm. Aata Helv.

PREPARED BY:
R. Piekos

R.

1975, 50. 184-7.

Solubility of sulfathiazole in a 0.04 mol dm-3 Na cholate solution

containing 50 ~g/ml of Ext. D. and C. Blue No. 1 at 37 0 C is

14.90 x 10-4 g/ml (5.84 x 10-3 mol dm-3, compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:
Samples were filtered through a Millipore

filter 0.45 ~m and the amount of dissolved

sulfathiazole was detd spectrophotometri-

cally at 280 nm.

SOURCE AND PURITY OF MATERIALS:
USP grade sulfathiazole. reagent grade Na

cholate. certified Ext. D. and C. Blue

No. 1 and distd water were used.

ESTIMATED ERROR:

Nothing specified

REFERENCES:



PREPARED BY:

ORIGINAL MEASUREMENTS:COMPONENTS:
(1) Benzenesulfonamide, 4-amino-N-Z

thiazolyl- (sulfathiazole);
C9H9N30ZSZ; [72-14-0]

(Z) Cholan-Z4-oic acid, 3,7,lZ-trihydroxy-,
(3 a, 5 B, 7 a, lZ a )-, monosodium
salt (Na cholate); CZ4H39Na05;[36l-09-l]

(3) F.D. and C. Violet No.1;
C39H4lN306SZ·Na; [1694-09-3]

(4) Water; HZO; [773Z-l8-5]

VARIABLES:
One temperature: 37 0 C

EXPERIMENTAL VALUES:

Dubois, S.; Tawashi, R.

Pharm. Acta Helv. 1975,

R. Piekos

50. 184-7.

167

Solubility of sulfathiazole in a 0.04 mol dm-3 Na cholate solution

containing SO ~g/ml of F.D. and C. Violet No. 1 at 37 0 C is

14.50 x 10-4 g/ml (5.68 x 10-3 mol dm-3, compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:

Samples were filtered through a Mi11ipore USP grade sulfathiazole, reagent grade

filter 0.45 un and the amount of dissolved Na cho1ate, certified F.D. and C. Violet

sulfathiazole was detd spectrophotometri- No. 1 and distd water were used.

cally at Z80 nm.

ESTIMATED ERROR:

Nothing specified

REFERENCES:
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COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-2
thiazolyl- (sulfathiazole);
C9H9N302S2; [72-14-0]

(2) Ethanol; C2H60; [64-17-5]

(3) Water; H20; [7732-18-5]

VARIABLES:

Temperature

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Milosovich, G.

J. Pharm. Sci. 1964, 53,

PREPARED BY:
R. Piekos

484-7.

Solubility in 95% v/v ethanol

tl°c Form I Form II

g/lOOO g solvent mol kg-l a g/lOOO g solvent mol kg-l a

59.1 31.50 0.1234 40.7 0.1594

48.8 19.80 0.0775 28.1 0.1101

39.4 14.00 0.0548 21.4 0.0838

29.6 9.93 0.0389 16.7 0.0654

24.1 8.15 0.0319 14.2 0.0556

20.4 7.10 0.0278 13.1 0.0513

14.5 5.70 0.0223 - -

a Calculated by compiler

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:
A large excess of form I powder was added

to about 500 ml of 95% EtOH in a beaker and

held at a desired temp with stirring until

equilibrium was obtained. Stirring was

stopped, and samples were pipetted through

a glass wool to remove suspended particles.

The samples were weighed and quant dild with

95% EtOH for spectrophotometric assay at

288 nm. Solubilities of form II were calcd

from the dissoln rate date.

SOURCE AND PURITY OF MATERIALS:

A U.S.P. sulfathiazole was used. Form I, mp

174-50 C, was obtained by slow recrystn

from warm EtOH. Form II was obtained by

heating form I to 180oC. The source and

purity of the materials was not specified.

ESTIMATED ERROR:

Nothing specified

REFERENCES:



COMPONENTS:

(1) Benzenesulfonamide. 4-amino-N-2
thiazolyl- (sulfathiazole);
C9H9N302S2; [72-14-0]

(2) Ethanol; C2H60; [64-17-5]

(3) Water; H20; [7732-18-5]

VARIABLES:
Concentration of ethanol

EXPERIMENTAL VALUES:

Concentration of ethanol

mole % weight %

0 0.00

10 22.14

20 39.01

30 52.31

40 63.04

50 71.90

60 79.33

70 85.65

80 91.10

90 95.83

a Calculated by compiler

ORIGINAL MEASUREMENTS:

Shkadova. A. I.

Far'lTl. Zh. (Kiev) 1969.

PREPARED BY:
R. Piekos

Solubility at 200C

102 mol kg-l g/lOO g a

0.15 0.038

0.76 0.194

1.66 0.424

4.46 1.139

5.53 1.412

5.60 1.430

5.23 1.335

4.71 1.202

3.33 0.842

1.72 0.439

169

24(3), 39-41.

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:
Sulfathiazole was equilibrated with the

solvent in a water thermostat at 20±0.10C.

The concn of sulfathiazole was detd by

alkalimetric titration.

SOURCE AND PURITY OF MATERIALS:
Purity of sulfathiazole conformed to the

requirements of the State Pharmacopeia IX.

The EtOH - water mixts were prepd from abs

EtOH (purity and source not specified) and

distd water.

ESTIMATED ERROR:

Soly: not specified

Temp: ±O.loC (author).

REFERENCES:
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COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-2
thiazo1y1- (sulfathiazole);
C9H9N302S2; [72-14-0]

(2) Ethanol; C2H60; [64-17-5]

(3) Water; H20; [7732-18-5]

VARIABLES:

Concentration of ethanol

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Mehta, S. C.; Bernardo, P. D.

Higuchi, W. I.; Simonelli, A. P.

J. Pharm. Sai. 1970, 59(5), 638-44.

PREPARED BY:

R. Piekos

Vol/vol % ethanol Solubility at 300 C
in water

102 mol kg-1 ag/100 g

50 1.30 5.09

95 1.06 4.15

a Calculated by compiler

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

An excess of the amt of the recrystd sulfa

thiazole needed to produce a satd soln was

placed in a volumetric flask with the sol

vent and agitated in a water bath at 300 C.

Duplicate samples were withdrawn at 12-24-h

intervals, filtered through a 0.45-1.1 Mi11i

pore filter, and analyzed spectrophotome

trically.

SOURCE AND PURITY OF MATERIALS:
Sulfathiazole (source not specified) was

purified by crystallization.

The source and purity of the remaining

materials were not specified.

ESTIMATED ERROR:
Nothing specified

REFERENCES:



COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-2
thiazolyl- (sulfathiazole);
C9H9N302S2; [72-14-0]

(2) Ethanol; C2H60; [64-17-5]
(3) l,2,3-Propanetriol; C3H803; [56-81-5]

(4) Water; H20; [7732-18-5]

VARIABLES:

One temperature: 26-28oC

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Dolique, R. ; Foucault, J.

Trav. soa. pharm. MontpeZZier 1952,

145-53.

PREPARED BY:

R. Piekos

171

12,

Solubility of sulfathiazole in a mixture of l,2,3-propanetriol and 950

ethanol ( 2:1 by wt ) at 26-28oC is 2.08% ( 8.32 x 10-2 mol kg-l , compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

The sulfathiazole content was detd by

diazotization of the amine group in a cold

acidified O.lN KN02 soln. An excess of

KN02 was detected by using iodinated starch.

SOURCE AND PURITY OF MATERIALS:

Nothing specified

ESTIMATED ERROR:

Nothing specified

REFERENCES:
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COMPONENTS:
(1) Benzenesulfonamide. 4-amino-N-2

thiazolyl- (sulfathiazole);
C9H9N302S2; [72-14-0)

(2) Ethanol; CZH60; [64-17-5)
(3) 1.2.3-Propanetriol; C3H803; [56-81-5)
(4) Urea; CH4N20; [57-13-6)
(5) Water; H20; [7732-18-5)

VARIABLES:
One temperature: 26-Z8°C

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Dolique. R.; Foucault. J.

Tr>a'). 80a. pharln. MuntpeUiel' 1952. 12.

145-53.

PREPARED BY:

R. Piekos

Solubility of sulfathiazole at 26-Z80 C in a saturated solution of urea

in a mixture of l.2.3-propanetriol and 95 0 ethanol ( 2:1 by wt ).

containing 54.5 g of urea per 100 g of the mixture. is 2.82% (0.114

mol kg-l solvent. compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

The sulfathiazole content was detd by

diazotization of the amine group in a cold

acidified O.lN KN02 soln. An excess of

KN02 was detected by using iodinated starch.

SOURCE AND PURITY OF MATERIALS:

Nothing specified

ESTIMATED ERROR:

Nothing specified

REFERENCES:



COMPONENTS:
(1) Benzenesulfonamide, 4-amino-N-2

thiazolyl- (sulfathiazole);
C9H9N302S2; (72-14-0]

(2) Urea; CH4NO; ]57-13-6]

(3) Water; H20; (7732-18-5]

VARIABLES:

Concentration of urea

ORIGINAL MEASUREMENTS:
Sobin, S. S.

J. Lab. eZin. Med.

PREPARED BY:

R. Piekos

173

1942, 27. 1657-8.

___--,.r---e
EXPERIMENTAL VALUES:
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PERCENT UREA SOLUTION

Solubility in a 10 percent urea solution at 37 0 C is 133.0 mg per 100 cm3

(6.208 x 10-3 mol dm-3, compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:

Nothing specified

Nothing specified.

REFERENCES:
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COMPONENTS: ORIGINAL MEASUREMENTS:

(1) Benzenesulfonamide, 4-amino-N-2
thiazolyl- (sulfathiazole);
C9H9N302S2; [72-14-0]

(2) Carbamic acid, ethyl ester (urethane);
C3H7N02; [51-79-6]

(3) Water; H20; [7732-18-5]

VARIABLES:

Weinstein, 1.;

Saienae 1945,

PREPARED BY:

McDonald, A.

101, 44-5.

One temperature: 200 C

EXPERIMENTAL VALUES:

R. Piekos

Solubility of sulfathiazole in a 10% aqueous urethane solution at

200 C is 200 mg/100 cm3 urethane solution (7.83 x 10-3 mol dm-3,

compiler) •

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

Nothing specified

SOURCE AND PURITY OF MATERIALS:

Nothing specified

ESTIMATED ERROR:

Nothing specified

REFERENCES:



ORIGINAL MEASUREMENTS:

Higuchi, T.; Lach, J. L.

J. Amer. Pharm. Assoc.,

COMPONENTS:

(1) Benzenesu1fonamide. 4-amino-N-2
thiazoly1- (sulfathiazole);
C9H9N302S2; [72-14-0]

(2) lH-Purine-2.6-dione, 3,7-dihydro
l,3,7-trimethyl- (caffeine);
C8HlON402; [58-08-2]

(3) Water; H20; [7732-18-5]
VARIABLES:

Concentration of caffeine

1954, 43,

PREPARED BY:

349-54.

R. Piekos

Sci. Ed.

175

were used. The water used was distilled.

SOURCE AND PURITY OF MATERIALS:
Recrystd sulfathiazole (U.S.P.), mp 20l-2oC

and recrystd caffeine (U.S.P.), mp 235-7oC

EXPERIMENTAL VALUES:

Total solubility of sulfathiazole in water containing caffeine at 300 C

Caffeine Sulfathiazole Caffeine Sulfathiazole

102 mol dm-3 103 mol dm-3 g dm-3 a 102 mol dm-3 10-3 mol dm-3 g dm-3 a

0.000 2.27 0.58 10.485 5.01 1.28

1.419 2.66 0.68 12.250 5.35 1.37

1.514 2.63 0.67 13.342 5.45 1.39

1.674 2.74 0.70 14.069 5.54 1.41

3.457 3.21 0.82 14.074 5.46 1.39

3.922 3.35 0.85 14.908 5.62 1.43

3.944 3.27 0.83 15.089 5.69 1.45

4.573 3.47 0.89 15.907 5.58 1.42

5.468 3.68 0.94

6.375 3.92 1.00

7.951 4.27 1.09

7.956 4.30 1.10

9.017 4.59 1.17

10.448 4.73 1.21

a Calculated by compiler

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:
Sulfathiazole (75 mg) was placed in l25-ml

glass-stoppered bottles together with

varying but accurately weighed amts of

caffeine and 50-ml portions of water. The

bottles were placed in a mech shaker in

a const temp bath and equilibrated for 8 h

at 30oC. A1iquots of the supernatant liquid

were analyzed for the sulfonamide by the

method of Bratton and Marshall (1). ESTIMATED ERROR:

Nothing specified

REFERENCES:
1. Bratton, A. C.; Marshall, E. K., Jr.

J. BioZ. Chern. 1939, 128, 537.
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COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-2
thiazolyl- (sulfathiazole);
C9H9N30ZSZ; [7Z-l4-0]

(Z) lH-Purine-Z,6-dione, 3,7-dihydro
1, 3, 7-trimethyl- (caffeine);
C8H1ON40Z; [58-08-Z]

(3) Water; HZO; [7732-18-5]
VARIABLES:

Concentration of caffeine

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Neish, W.J.P. Rea. trav. ahim.

1948, 6?, 361-71.

PREPARED BY:

R. Piekos

Concentration Solubility of sulfathiazole at 370 C

of caffeine

g/lOO ml Y /ml 103 mol dm-3 a

0.50 500 1.96

0.75 530 2.08

1.00 650 2.50

a Calculated by compiler

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:
A suspension of sulfathiazole in caffeine

soIn was kept for 5 h at 370 C and 1 h at

room temp before filtration. Soly was detd

by the Westfall's method (1) based on

diazotization of the sulfonamide, coupling

with Na Z - naphthol-3,6-disulfonate and

comparing the color with that of a std soln

in a Klett colorimeter.

SOURCE AND PURITY OF MATERIALS:
Sulfathiazole: not specified

Anhydrous caffeine was a good commercial

product (source not specified).

Distilled water was used.

ESTIMATED ERROR:

Nothing specified

REFERENCES:
1. Westfall, B. B. J. Nat. Canaer

Inst. 23.
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COMPONENTS: ORIGINAL MEASUREMENTS:

Ziller, K. H.

36(4), 298.
(1)

(2)

(3)

Benzenesulfonamide, 4-amino-N-2
thiazolyl- (sulfathiazole);
C9H9N302S2; [72-14-0)
2-Pyrrolidinone, l-ethenyl-,polymers
(PVP); (C6H9NO)x; [9003-39-8)
Water; H20; [7732-18-5)

Rupprecht, H.;

Phal'l11azie 1981,

VARIABLES: PREPARED BY:

One temperature: 200 C R. Piekos

EXPERIMENTAL VALUES:

Solubility of sulfathiazole in a suspension containing 2.0 mg PVP/lOO

ml at 200 C is 37.2 mg/lOO ml (1.46 x 10-3 mol dm-3, compiler).

AUXILIARY INFORMATION

SOURCE AND PURITY OF MATERIALS:

Sulfathiazole: neither source nor purity

was specfied.

PVP K30 was from BASF, Ludwigshafen.

Its purity was not specified.

Distilled water was used.

To 50 ml of a suspension of 2.0 g of sulfa

thiazole, 1.0 mg of PVP was added, the mixt

was placed in a thermostat and stirred with

a magnetic stirreL The concn of the solute

was monitored continuously after filtration

through a G3 or G4 fritted-glass filters

by means of a Knauer differential refracto

meter or a Shimadzu 100-02 UV spectrophoto-

meter. The cuvets of the refractometer were ESTIMATED ERROR:

METHOD/APPARATUS/PROCEDURE:

thermostated. Variations of the refractive

index or light absorption were recorded as a

function of time with a Servogor 220 two

line recorder.

Nothing specified

REFERENCES:
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COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-2
thiazolyl; (sulfathiazole);
C9H9N302S2; [72-14-0]

(2) D-Glucose; C6H1206 ; [50-99-7]

ORIGINAL MEASUREMENTS:

Becher, R.; Leya, S.

1946, 2, 459-60.

Expel'ientia

(3) Water; H20;

VARIABLES:

[7732-18-5]

PREPARED BY:

One temperature: l8-l90 C

EXPERIMENTAL VALUES:

R. Piekos

Solubility of sulfathiazole in a 10% D-glucose solution at room

temperature ( l8-l90 C ) is 57 mg% (2.2 x 10-3 mol dm-3,

compiler) •

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

After standing for more than two days the

soln of sulfathiazole was filtered and the

sulfonamide was assayed in the filtrate

colorimetrically by the method of Druey and

Oesterheld (1).

SOURCE AND PURITY OF MATERIALS:

Nothing specified

ESTIMATED ERROR:

Nothing specified

REFERENCES:
1. Druey, J.; Oesterheld, G.

HeZv. Chim. Aata 1942, 25, 753.



COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-2
thiazolyl- (sulfathiazole);
C9H9N302S2; [72-14-0]

(2) Pectin; (C13H180l2)n; [9000-69-5]

(3) Water; H20; [7732-18-5]

VARIABLES:
One temperature: l8-l90 C

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Becher, R.; Leya, S.,

1946, 2, 459-60.

PREPARED BY:
R. Piekos

Expel'ientia
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Solubility of sulfathiazole in a 2.5% pectin solution ([pectin] •

6.8 x 10-2 mol kg-I, compiler), of pH about 2.6, at room

temperature ( l8-l90 C ) is 86 mg% (3.4 x 10-3 mol dm-3 , compiler ).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

The soln was allowed to stand for more than

2 days at room temp. The soln was the

filtered, and sulfathiazole assayed colori

metrically in the filtrate by the method

of Druey and Oesterheld (1).

SOURCE AND PURITY OF MATERIALS:

A high quality apple pectin was used: the

reI viscosity of a 0.5% soln was 6.2, and

for neutralization of 1 g of the pectin,

1.67 cm3 of a 1 mol dm-3 NaOH soln was used.

The source and purity of sulfathiazole and

water were not specified.

ESTIMATED ERROR:

Nothing specified

REFERENCES:
1. Druey, J.; Oesterheld, G.

He~v. Chim. Aata 1942, 25, 753.
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COMPONENTS:
(1) Benzenesulfonamide, 4-amino-N-2

thiazolyl- (sulfathiazole);
C9H9N302S2; [72-14-0]

(2) Poly(oxy-l,2-ethanediyl),a -hydro-w
hydroxy- (PEG 400); (C2H40)nH20;
[25322-68-3] 400

(3) Water; H20; [7232-18-5]

ORIGINAL MEASUREMENTS:

Khawam, M. N.; Yousef, R. T.;

Czetsch-Lindenwald, H. Sci.

34, 209-13.

Pham. 1966,

VARIABLES: PREPARED BY:

Concentration of PEG 400 R. Piekos

EXPERIMENTAL VALUES:
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AUXILIARY INFORMATION

HETHOD/APPARATUS/PROCEDURE:

An earlier described method was employed (1)

whereby a 100-ml conical flask contg a PEG

400 soln was placed in a drying cabinet at

3soC and an excess of sulfathiazole was

added under stirring for 1 h. After 12 h

the soln was filtered or decanted and the

solute was assayed in the filtrate spectro

photometrically using a Unicam SP 500 spec

trophotometer and l-ml quartz cuvets. Re

sults were taken from a calibration graph.

SOURCE AND PURITY OF MATERIALS:
Neither source nor purity of sulfathiazole

and water were specified.

PEG 400 was a product of Farbwerke Hoechst

(purity not specified).

ESTIMATED ERROR:

Nothing specified

REFERENCES:
1. Khawam, M. N.; Tawashi, R.;

Czetsch-Lindenwald, H.v. Sci. Pham.

1965, 33, 90.



COMPONENTS:
(1) Benzenesulfonamide, 4-amino-N-2

thiazolyl- (sulfathiazole);
C9H9N302S2; [72-14-0]

(2) Poly(oxy-l,2-ethanediyl), a-hydro
hydroxy- (PEG 4000); (C2H40)nH20;
[25322-68-3]

(3) Water; H20; [7732-18-5]

VARIABLES:

Concentration of PEG 4000

EXPERIMENTAL VALUES:

w-

ORIGINAL MEASUREMENTS:
Khawam, M. N.; Yousef, R. T.;

Czetsch-Lindenwald, H. Sci. Pharm.

34, 209-13.

PREPARED BY:
R. Piekos
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AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:
An earlier described method was employed (1)

whereby a 100-ml conical flask contg a PEG

4000 soln was placed in a drying cabinet at

350 C and an excess of sulfathiazole was add

ed under stirring for 1 h. After 12 h the

soln was filtered or decanted and the solute

was assayed in the filtrate spectrophotome

trically using a Unicam SP 500 spectrophoto

meter and l-ml quartz cuvets. Results were

taken from a calibration curve.

SOURCE AND PURITY OF MATERIALS:
Neither source nor purity of sulfathiazole

and water were specified.

PEG 4000 was a product of Farbwerke Hoechst

(purity not specified).

ESTIMATED ERROR:

Nothing specified

REFERENCES:

1. Khawam, M.N.: Tawashi, R.;

Czetsch-Lindenwald, H. v. Sci. Pharm.

1965, 33, 90.
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COMPONENTS:
(1) Benzenesulfonamide. 4-amino-N-2

thiazolyl- (sulfathiazole);
C9H9N302S2; [72-14-0]

(2) Sorbitan monolaurate. polyoxyethylene
derivatives (Tween 20); [9005-64-5]

(3) Water; H20; [7732-18-5)

VARIABLES:

Concnetration of Tween 20

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Khawan. M. N.; Yousef. R. T;

Czetsch-Lindenwald. H. Sai. Pharm. 1966.

34, 209-13.

PREPARED BY:

R. Piekos
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AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:
An earlier described method was employed (1)

whereby a 100-ml conical flask contg a Tween

20 soln was placed in a drying cabinet at

350 C and an excess of sulfathiazole was add

ed under stirring for 1 h. After 12 h the

soln was filtered or decanted and the solute

was assayed in the filtrate spectrophotome

trically using a Unicam SP 500 spectrophoto

meter and I-ml quartz cuvets. Results were

taken from a calibration graph.

SOURCE AND PURITY OF MATERIALS:
Neither source nor purity of sulfathiazole

and water were specified.

Tween 20 was supplied by Atlas-Goldschmidt

A.G •• Essen (purity not specified).

ESTIMATED ERROR:

Nothing specified

REFERENCES:

1. Khawam. M.N.; Tawashi. R.;

Czetsch-Lindenwald. H. v. Sai. Pharm.

1965. J.~, 90.



COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-2
thiazolyl- (sulfathiazole);
C9H9N302S2; [72-14-0]

(2) Sorbitan monolaurate, polyoxyethylene
derivatives (Tween 20); [9005-64-5]

(3) Water; H20; [7732-18-5]

VARIABLES:

One temperature: 200 C

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:
Gusyakov, V.P.; Likhol'ot, N. M.;

Kutna, LM.; Farm. Zh. (Kiev)

22(3) j 34-9.

PREPARED BY:

R. Piekos

183

S/So • 2.0 at 200

where S is the solubility of sulfathiazole in a 2% by

weight Tween 20 solution, and

So is the solubility of sulfathiazole in water

( 0.043 g/lOO ml ).

Hence S • 0.086 g/lOO ml (3.4 x 10-3 mol dm-3 ), compiler.

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

An excess of sulfathiazole in a 2% by wt

aq Tween 20 soln was equilibrated for 24

h in an ampul immersed in a water thermo

stat. Aliquots of the satd soln were with

drawn through a filter and the sulfathia

zole content was assayed in the filtrate

photometrically.

SOURCE AND PURITY OF MATERIALS:

Sulfathiazole conformed to the requirements

of the State Pharmacopeia IX.

Tween 20 was a product of Gee Lawson,

England.

Purity of the water was not specified.

ESTIMATED ERROR:
Soly: not specified.

Temp: to.loC (authors).

REFERENCES:
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COMPONENTS: ORIGINAL MEASUREMENTS:

(1) Benzenesulfonamide, 4-amino-N-2- Gusyakov, V. P.; Likhol'ot, N. M.
thiazolyl- (sulfathiazole); Kutna, I.M. Fam. Zh. (Kiev) 1967,
C9H9N302S2; [72-14-0)

(2) Sorbitan monopalmitate, polyoxyethylene 22(3), 34-9.

derivaties (Tween 40); [9005-66-7)

(3) Water; H2O; [7732-18-5)

VARIABLES:

One temperature: 200 C

EXPERIMENTAL VALUES:

PREPARED BY:

R. Piekos

where S is the solubility of sulfathiazole in a 2% weight

Tween 40 solution in water, and

So is the solubility of sulfathiazole in water ( 0.043 g/IOO ml ).

Hence S • 0.086 g/IOO ml (3.4 x 10-3 mol dm-3 ), compiler.

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

An excess of sulfathiazole in a 2% by wt aq

Tween 40 soln was equilibrated for 24 h in

an ampul immersed in a water thermostat.

Aliquots of the satd soln were withdrawn

through a filter and the sulfathiazole

content was assayed in the filtrate photo

metrically.

SOURCE AND PURITY OF MATERIALS:

Sulfathiazole conformed to the require

ments of the State Pharmacopeia IX.

Tween 40 was a product of Gee Lawson,

England.

Purity of the water was not specified.

ESTIMATED ERROR:

Soly: not specified.

Temp: to.loC (authors).

REFERENCES:



COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-2
thaizolyl- (sulfathiazole);
C9H9N302S2; [72-14-0]

(2) Sorbitan monooleate, polyoxyethylene
derivatives (Tween 80) [9005-65-6]

(3) Water; H20; [7732-18-5]

VARIABLES:

One temperature: 200 C

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Gusyakov, V. P.; Likhol'ot, N. M.;

Kutna, I.M. Farm. Zh. (Kiev) 1967,

22(3), 34-9.

PREPARED BY:

R. Piekos
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where S is the solubility of sulfathiazole in a 2% by weight

aqueous Tween 80 solution, and

So is the solubility of sulfathiazole in water ( 0.043 g/lOO ml ).

Hence S a 0.086 g/lOO ml (3.4 X 10-3 mol dm-3 ), compiler.

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

An excess of sulfathiazole in a 2% by wt aq

Tween 80 soln was eqilibrated for 24 h in

an ampul immersed in a water thermostat.

Aliquots of the satd soln were withdrawn

through a filter and the sulfathiazole

content was assayed in the filtrate photo-

metrically.

SOURCE AND PURITY OF MATERIALS:

Sulfathiazole conformed to the requirements

of the State Pharmacopeia IX.

Tween 80 was a product of Gee Lawson,

England.

Purity of the water was not specified.

ESTIMATED ERROR:

Soly: not specified.

Temp: ±O.loC (authors).

REFERENCES:
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COMPONENTS :

(1) Benzenesulfonamide, 4-amino-N-2

thiazolyl- (sulfathiazole);

C9H9N302S2; [72-14-0]

(2) Ethanol; C2H60; [64-17-5]

VARIABLES:

One temperature: 260 C

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Lott, W. A.; Bergeim, F. H.

J. Am. Chern. Boa. 1939,

PREPARED BY:
R. Piekos

61, 3593-4.

Solubility of sulfathiazole in ethanol at 260 C is 525 mg/lOO cm3

( 2.06 x 10-2 mol dm-3, compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

Nothing specified.

SOURCE AND PURITY OF MATERIALS:

Sulfathiazole, mp 197-7.50 C (uncor) and

202.0-2.50 C (cor) was prepd by the authors.

Purity of the ethanol was not specified.

ESTIMATED ERROR:

Nothing specified.

REFERENCES:



COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-2-

(2)

thiazolyl

C9H9N302S2;
2-Propanol;

(sulfathiazole) ;

[72-14-0]

C3H80; [67-63-0]

ORIGINAL MEASUREMENTS:

Burlage, H. M. J. Am. Pharm. Assoc.,

Sci. Ed. 1948, 37, 345.

187

VARIABLES:
One temperature: 25 0 C

EXPERIMENTAL VALUES:

PREPARED BY:
R. Piekos

Solubility of sulfathiazole in 2-propanol at 250 C is 0.5750 g/IOO cm3

solution ( 2.252 x 10-2 mol dm-3, compiler ).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

Satd solns of sulfathiazole in 2-propanol

were prepd at 250 C and definite vols of the

solns were measured into tared dishes by

means of standard pipets. The alcohol was

allowed to evap at room temp and the residue

was dried at 1050 C. In the case of losses

due to apparent decompn, the residue was

dried in a desiccator (1).

SOURCE AND PURITY OF MATERIALS:

The sulfathiazole was manufd by Merck and

was of the U.S.P. purity. The source and

purity of 2-propanol was not specified.

ESTIMATED ERROR:

Nothing specified.

REFERENCES:

1. Burlage, H. M. J.

Sci. Ed. 1947,

Am. Pharm. Assoc.,

36(1). 16.
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COMPONENTS: ORIGINAL MEASUREMENTS:

Benzenesulfonamide, 4-amino-N-2-(1)

(2)

thiazolyl

C9H9N302S2;

2-Propanol;

(sulfathiazole);

[72-14-0)

C3H80; [67-63-0)

Kuhnert-BrandstHtter, M.; Martinek, A.

Microchim. IchnoanaZ. Acta 1956, 909-19.

VARIABLES:

Temperature

EXPERIMENTAL VALUES:

PREPARED BY:

R. Piekos

Saturation solubilitya

Crystalline form I Crystalline form II
t/oC

g/lOO g 102 mol kg-l g/lOO g 102 mol kg- l

solution solutionb solution solutionb

30.5 0.400 1.567 - -
31.0 - - 0.220 0.862

40.5 0.500 1.958 0.310 1.214

50.5 0.660 2.585 0.510 2.000

59.5 0.890 3.486 - -
60.0 - - 0.735 2.879

61.0 - - 0.770 3.016

65.0 - - 0.880 3.447

69.0 1.215 4.759 - -
70.0 1.260 4.935 1.085 4.250

a Numerical data received from the authors.
b Calculated by compiler.

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

Sulfathiazole and 2-propanol were placed in

a polyethylene vessel, agitated for 3 h,

filtered, and the sulfonamide was assayed

in the filtrate gravimetrically. The solid

phase was examd thermomicroscopically for

identity of the cryst form.

SOURCE AND PURITY OF MATERIALS:

A corom available form II of sulfathiazole

was used. Form I was obtained by keeping

the corom reagent at l700 C for 2 h. The

source and purity of 2-propanol was not

specified.

ESTIMATED ERROR:
Soly: not specified.

Temp: to.50 C (authors).

REFERENCES:



COMPONENTS: ORIGINAL MEASUREMENTS:
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Sunwoo, C.; Eisen, H.(1) Benzenesulfonamide, 4-amino-N-2

thiazolyl- (sulfathiazole);

C9H9N302S2; [72-14-0]

(2) Ethanol, 2-ethoxy-; C4HI002;

[110-80-S]

VARIABLES:

J. Pharm. Sai.

PREPARED BY:

1971, 60, 238-44.

One temperature: 2S oC

EXPERIMENTAL VALUES:

R. Piekos

The mole fraction solubility of crystalline form II of sulfathiazole

in 2-ethoxyethanol at 2SoC·is 0.0224 (6.09 g/lOO g solution,

compiler) •

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

Soly was detd by the method reported by

Restaino and Martin (1). Sulfathiazole was

assayed spectrophotometrica11y on a Co1eman

Hitachi 124 double-beam spectrophotometer

at 280 nm after dilg the sample with 9S%

EtOH or water.

SOURCE AND PURITY OF MATERIALS:

Sulfathiazole (American Cyanamid Co.,

Pearl River, N.Y.) was recrystd from super

satd soln of warm acetone to give cryst

form II.

Industrial grade 2-ethoxyethano1 (Cellosolve

solvent, Union Carbide Corp., New York, N.Y.

was used.

ESTIMATED ERROR:
Temp: tl.OoC (authors).

Soly: the mean of 3 runs was given

(authors).
REFERENCES:

1. Restaino, F. A.; Martin, A. N.

J. Pharm. Sai. 1964, 53, 636.
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COMPONENTS: ORIGINAL MEASUREMENTS:

Mehta. S. C.; Bernardo. P. D.;

638-44.

(1)

(2)

(3)

Benzenesulfonamide. 4-amino-N-2
thiazolyl- (sulfathiazole);
C9H9N302S2; [72-14-0)

2-Butanol; C4H100; [78-92-2)

Ethanol; C2H60; [64-17-5)

Higuchi. W. I.;

J. PhaPrrl. Sai.

Simonelli. A. P.

1970. 59(5),

VARIABLES:

One temperature: 300 C

EXPERIMENTAL VALUES:

PREPARED BY:

R. Piekos

Solubility of sulfathiazole in a 607. v/v mixture of ethanol

in 2-butanol. at 300 C. is 0.555 g/lOO g ( 2.17 x 10-2 mol kg-I,

compiler ).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

An excess of the amt of the recrystd sulfa

thiazole needed to produce a satd soln was

placed in a volumetric flask with the sol

vent and agitated in a water bath at 30oC.

Duplicate samples were withdrawn at l2-24-h

intervals, filtered through a O.45-~ Milli

pore filter, and analyzed spectrophotometri

cally.

SOURCE AND PURITY OF MATERIALS:

Sulfathiazole (source not specified) was

purified by crystallization.

The source and purity of the remaining

materials was not specified.

ESTIMATED ERROR:

Nothing specified.

REFERENCES:



COMPONENTS: ORIGINAL MEASUREMENTS:
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(2)

(1) Benzenesulfonamide, 4-amino-N-2

thiazolyl- (sulfathiazole);

C9H9N302S2; [72-14-0)

Methane, trichloro- (chloroform);

[67-66-3)

VARIABLES:

Riess, W.

Intern. Congr.

3rd, Stuttgart

PREPARED BY:

Chemotherapy, Proa.,

1963, 1, 627-32.

One temperature: 200 C

EXPERIMENTAL VALUES:

R. Piekos

Solubility of sulfathiazole in chloroform at 200 C is 15 mg%

(5.9 x 10-4 mol dm-3 solution, compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

Nothing specified.

SOURCE AND PURITY OF MATERIALS:

Nothing specified.

ESTIMATED ERROR:

Nothing specified.

REFERENCES:
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COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-2

thiazolyl- (sulfathiazole);

C9H9N302S2; [72-14-0)

(2) Methane, trichloro- (chloroform);

ORIGINAL MEASUREMENTS:

Yamazaki, M.; Aoki, M.; Kamada, A.;

Yata, N. Yakuzaigaku 1967, 27(1).

37-40.

CHCl,; [ 67 -66-3)
VARIABLES:

One temperature: 300 C

EXPERIMENTAL VALUES:

PREPARED BY:
R. Piekos

Solubility of sulfathiazole in chloroform at 300 C is 0.48 mmol/L.

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:

Sulfathiazole (0.5 g) was placed in an L- Nothing specified.

shaped tube together with 20 ml of chloro-

form. The mixt was then shaken in a thermo-

stat until equilibrium was attained. The

sulfathiazole was then assayed in the

supernatant spectrophotometrically at 545 nm

on a Beckmann DU spectrophotometer. The re-

sults were taken from a calibration graph.

ESTIMATED ERROR:

Soly: not specified.

Temp: ±loC (authors).

REFERENCES:
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COMPONENTS: ORIGINAL MEASUREMENTS:

BuZZ.Pharm.Chem.

2417-26.

Kamada. A.

Kitao. K.; Kubo. K.; Morishita. T.;

Yata. N.;

1973. 21,

(67-66-3](2)

(1) Benzenesulfonamide. 4-amino-N-2

thiazolyl- (sulfathiazole);

C9H9N302S2; (72-14-0]

Methane. trichloro-; CHC13;

VARIABLES: PREPARED BY:
One temperature: 37°C R. Piekos

EXPERIMENTAL VALUES:

Solubility of sulfathiazole in CHC13 at 37 0 C is 0.843 romol dm-3

solution.

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:

One ml of the sulfathiazole soln in CHC1 3
at equilibrium was taken into a test tube.

After evapn of the solvent. the residue

was dissolved in IN NaOH. the soln was pro

perly dild with deionized water and the

concn of sulfathiazole was detd by

diazotization.

Comm available sulfathiazole (source not

specified) was used as supplied.

Neither source nor purity of the CHC13
was specified.

ESTIMATED ERROR:
S01y: not specified.

Temp: ±l°C (authors).

REFERENCES:
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COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-2

thiazolyl- (sulfathiazole);

C9H9N302S2; [72-14-0]

(2) 2-Propanone (acetone); C3H60;

[67-64-1]

ORIGINAL MEASUREMENTS:

Gutierrez, F. H.

Ana~es fis. quim. (Madrid)

537-60.

1945, 41.

VARIABLES:

Temperature

EXPERIMENTAL VALUES:

t/oC Ga Eb X /lcg

0 0.994 0.984 8.097
5 1. 247 1.212 10.086

10 1.506 1.484 12.093
15 1. 728 1.699 13.774
20 2.025 1.985 16.022
25 2.349 2.295 18.484
30 2.653 2.584 20.675
35 3.000 2.913 23.199
40 3.380 3.269 25.938
45 3.704 3.571 28.200
50 4.133 3.969 31. 225

PREPARED BY:

R. Piekos

mol/ld acetone mmol/mol l:X~ 1 + fXcc
acetone

31.7 2.26 100.60 123.50
39.5 2.84 80.19 99.15
47.4 3.43 64.41 82.72
53.9 3.93 57.87 72.60
62.7 4.61 49.38 62.41
72.4 5.34 42.58 54.10
80.9 6.03 37.69 48.37
90.8 6.82 33.33 43.11

101.6 7.70 29.58 38.71
110.4 8.43 26.99 35.46
122.3 9.40 24.19 32.02

P 100
P - P

where p and P are the weights of solute and solution, resp.

bE • _G~l:.::O~O"..".._;
G + 100 cg/l acetone; dshould be mmol/l acetone (compiler);

eg of acetone required to dissolved 1 g of solute; fvolume (cm3) of acetone

required to dissolve 1 g of solute.

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:
A special all-glass app was constructed ena

bling the prepn of satd solns, agitation by

bubbling a stream of acetone-satd N, filtra-

SOURCE AND PURITY OF MATERIALS:
The source of the materials was not speci-

fied. Pure, anhyd acetone was used. The

absence of impurities and water was con-

tion and distn off the solvent without con- firmed by procedures of the German Pharma-

tact with air. Two exchangeable dissoln ves- copeia VI and Spanish Pharmacopeia VIII.

sels of 15 and 8 cm3 working capacity were The purity of sulfathiazole was not

used depending on the soly of solute. The specified.

app was immersed in a thermostat. The vols

of acetone used were 15 or 5 cm3, and the

equilibration time was 2-2.5 h. The satd

solns were filtered, weighed, the solvent

was distd off, the residues were dried at

1050 C, weighed and examd for the presence of

solvated acetone.

ESTIMATED ERROR:
Soly: measurements were repeated until 2
values not differing in the second decimal
were obtained (author).
Temp: ±O.loC (author).

REFERENCES:



COMPONENTS:

(1) Benzenesu1fonamide. 4-amino-N-2

thiazo1y1- (su1fathiazo1e)i

CgHgN302S2i [72-14-0]

(2) Methy1cyc1ohexanonei C7H120i

[1331-22-2]

VARIABLES:

One temperature: 25 0 C

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Barber. H. J.i Wilkinson. J. H.

Quart. J. Pha1'l7l. Pha1'l7laaoZ.

19, 248-55.

PREPARED BY:
R. Piekos

195

Approximate solubility of sulfathiazole in methy1cyc1ohexanone at

370 C is 8.5 percent w/v (0.33 mol dm-3 solution. compiler ).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

Nothing specified.

SOURCE AND PURITY OF MATERIALS:

Nothing specified

ESTIMATED ERROR:

Nothing specified

REFERENCES:
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COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-2

thiazolyl- (sulfathiazole);

C9H9N302S2; [72-14-0]

(2) Methylcyclohexanone; C7H120;

[1331-22-2]

VARIABLES:
One temperature: 2soC

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Barber, H. J.; Wilkinson, J. H.

Pham. J. 1946, 105-6.

PREPARED BY:
R. Piekos

Approximate solubility of sulfathiazole in methylcyclohexanone at 2soC

is 8.5 percent w/v (0.33 mol dm-3 solution, compiler ).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

Nothing specified

SOURCE AND PURITY OF MATERIALS:

Nothing specified

ESTIMATED ERROR:

Nothing specified

REFERENCES:



COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-2

thiazolyl- (sulfathiazole);

C9H9N302S2; [72-14-0)

(2) Poly(oxy-l,2-ethanediyl), a -hydro- w
hydroxy-(PEG 400); (C2H40)nH20;
125322-68-31

VARIABLES:

Temperature

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Wahlgren, S.; Svensk farm. tidskr.

1962, 66, 585-91.

PREPARED BY:

R. Piekos

197

Solubility in PEG 400

20

60

weight %

22

22

mol kg-l a

1.1

1.1

a Calculated by compiler

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:
The soly detns were made in 100-cm3 Erlen

meyer flasks immersed in a const-temp bath.

The suspension was stirred with an electri

cally driven propeller stirrer for a least

4 h.

4A-H

SOURCE AND PURITY OF MATERIALS:
The source and purity of sulfathiazole was

not specified. PEG 400: pH 4.7 (1.00 g in

20.0 g of water); ash content 0.030%; free

acid: 0.30 cm3 of O.lN NaOH was required to

neutralize free acids in 5.0 g of PEG 400

dissolved in 20 cm3 of EtOH; average mol

wt 400; water content 0.2%.

ESTIMATED ERROR:
Temp: fO.5 0 C (author).
Soly: duplicate tests were made of conens
on both sides of the borderline value
(author).

REFERENCES:
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COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-2
thiazolyl- (sulfathiazole);
C9H9N302S2; [72-14-0]

(2) Poly(oxy-l,2-ethanediyl), a-hydro- w
hydroxy- (PEG 400); (C2H40)nH20;

[25322-68-3]

VARIABLES:

One temperature: 2l-250 C

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Gusyakov, V.P.; Likhol'ot, N.M.;

Kutna,I.M. Farm. Zh. (Kiev) 1968,

23(6), 56-61.

PREPARED BY:

R. Piekos

Solubility of sulfathiazole in a -hydro-W-hydroxypoly(oxy-l,2-ethanediyl)

400 at room temperature (2l-25 0 C) is 28% by weight ( 1.5

400, compiler).

AUXILIARY INFORMATION

mol kg-l PEG

METHOD/APPARATUS/PROCEDURE:

Small quanitites (2-4 mg) of sulfathiazole

were added to a known quantity of PEG 400

under stirring until satn was attained.

SOURCE AND PURITY OF MATERIALS:

Sulfathiazole: neither source nor purity

was specified. PEG 400: source not speci

fied; sp. gr. 1.127 g cm-3; temp of

solidification approx 60 C; refractive

index 1.466 (temp not indicated).

ESTIMATED ERROR:

Nothing specified.

REFERENCES:



COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-2
thiazolyl- (sulfathiazole);
C9H9N302S2; [72-14-0]

(2) Poly(oxy-l,2-ethanediyl), a-hydro- w 
hydrozy- (poly(ethylene glycol) 3000»;

(C2H40)nH20; [25322-68-3]

VARIABLES:

One temperature: 600 C

EXPERIMENTAL VALUES:

ORIGINAL HEASUREHENTS:

Wahlgren, S.; Svensk farm. tidskr.
1962, 66, 585-91.

PREPARED BY:

R. Piekos

199

Solubility of sulfathiazole in poly(ethylene glycol) 3000 at 600 C

is 20% by weight (0.98 mol kg-I, compiler).

AUXILIARY INFORMATION

HETHOD/APPARATUS/PROCEDURE:

The soly detns were made in 100-cm3 Erlen

meyer flasks immersed in a const-temp bath.

The suspension was stirred with an electri

cally driven propeller stirrer for at least

4 h.

SOURCE AND PURITY OF MATERIALS:

The source and purity of sulfathiazole was

not specified. PEG 3000: mp 560 C; pH 6.4

(1.00 g in 20.0 g of water); ash content

0.025%; free acid: 0.05 cm3 of O.lN NaOH

was required to neutralize free acids in

5.0 g of PEG dissolved in 20 cm3 of EtOH

against phenolphthalein; average mol wt

3000: water content 0.4%.
ESTIMATED ERROR:
Temp: to.50 C (author).
Soly: duplicate tests were made of concns
on both sides of the borderline value
(author).

REFERENCES:



ORIGINAL MEASUREMENTS:
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COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-2

thiazolyl- (sulfathiazole);

C9H9N302S2; [72-14-0]

(2) Cottonseed oil

Whitworth, C. W.;

J. Pharm. Sai.

Becker, C. H.

1965, 54(4). 569-73.

VARIABLES:

One temperature: 37.50C

EXPERIMENTAL VALUES:

PREPARED BY:

R. Piekos

REFERENCES:

SOURCE AND PURITY OF MATERIALS:
Sulfathiazole (N.F. grade) was from Eli

Lilly and Co.

Neither source nor purity of the cotton

seed oil was specified.

Solubility of sulfathiazole in cottonseed oil at 37.50 C is 0.863 mgi.

( 3.38 x 10-5 mol dm-3 solution, compiler ).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:
A satd soln of sulfathiazole in cottonseed

oil was made and filtered carefully at a const

temp to remove suspended particles. A porti

on of the soln was shaken for 4 h with 100

ml of EtOH. The alcoholic layer was centri-

fuged for 30 min. Aliquot portions of the

alcoholic soln were allowed to evap to dry-

ness, a trichloroacetic acid soln added, and

subsequently the Marshall reagents. From the~E~S~T~IMA~T~E~D~E~R~R~O~R~:-----------------------------i

intensity of the color developed it was pos- Soly: not specified

sible to det the amt of the drug extd by the Temp: tlOC (authors)

process utilized. A Klett-Summerson colori-

meter with a No 54 filter was employed to

det the color intensity, which was compared

to that of standard solns.



COMPONENTS:
(1) Benzenesulfonamide, 4-amino-N-2

thiazolyl- (sulfathiazole);
C9H9N302S2; [72-14-0]

(2) Sorbitan, (Z)-9-octadecenoate (2:3)
(Arlacel 83); [8007-43-0]

(3) White petrolatum (liquid petrolatum)

VARIABLES:

Concentration of Arlacel 83

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:
Whitworth, C.W.; Becker,

J. Pharm. Sai. 1965,

PREPARED BY:

R. Piekos

C. H.

54(4),

201

569-73.

Concentration of Arlacel 83 Solubilty at 37.5OC

% mg% 105 mol dm-3 solna

1 2.178 8.531

5 2.272 8.899

10 17.136 67.119

a Calculated by compiler

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:
A satd soln of sulfathiazole in the solvent

was made and filtered carefully at a const

temp to remove all suspended particles. A 5

ml portion of the soln was shaken for 4 h

with 100 ml of EtOH. The alcoholic layer was

centrifuged for 30 min. Aliquot portions of

the alcoholic solns were allowed to evap to

dryness, a trichloroacetic acid soln was add

ed, and subsequently the Marshall reagents.

From the intensity of the color developed it

was possible to det the amt of the drug extd

by the process utilized. A Klett-Summerson

colorimeter with a No 54 filter was employed

to det the color intensity, which was compar

ed to that of standard solns.

SOURCE AND PURITY OF MATERIALS:
Sulfathiazole (N.F. grade) was from Eli

Lilly and Co.

Arlacel 83 (Lot No 129) was from Atlas Pow

der Co. (purity not specified).

White petrolatum (liquid petrolatum)

(U.S.P. grade) was from Fisher Scientific

Co.

ESTIMATED ERROR:
Soly: not specified

Temp: tlOC (authors)

REFERENCES:
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COMPONENTS: ORIGINAL MEASUREMENTS:

(1)

(2)

(3)

Benzenesulfonamide, 4-amino-N-2
thiazolyl- (sulfathiazole);
C9H9N302S2; [72-14-0]

Cottonseed oil

Sorbitan, (Z)-9-octadecenoate (2:3)
(Arlacel 83); [8007-43-0]

Whitworth, C. W.;

J. Pha1'm. Sai.

Becker, C. H.

1965, 54(4), 569-73.

VARIABLES:

Concentration of Arlacel 83

EXPERIMENTAL VALUES:

PREPARED BY:

R. Piekos

Concentration Solubility at 37.50 C

of Arlacel 83

% mg% 105 mol dm-3 solna

1 0.798 3.120

5 8.098 31. 710

10 19.953 78.152

a Calculated by compiler

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:
A satd soln of sulfathiazole in the solvent

was made and filtered carefully at a canst

temp to remove all suspended particles. A 5

ml portion of the soln was shaken for 4 h

with 100 ml of EtOH. The alcoholic layer was

centrifuged for 30 min. Aliquot portions of

the alcoholic soln were allowed to evap to

dryness, a trichloroacetic acid soln was add

ed, and subsequently the Marshall reagents.

From the intensity of the color developed it

was possible to det the amt of the drug extd

by the process utilized. A Klett-Summerson

colorimeter with a No 54 filter was employed

to det the color intensity , which was com

pared to that of standard solns.

SOURCE AND PURITY OF MATERIALS:
Sulfathiazole (N.F. grade) was from Eli

Lilly and Co.

Neither source nor purity of the cotton

seed oil was specified.

Arlacel 83 (Lot No 129) was from Atlas

Powder Co. (purity not specified).

ESTIMATED ERROR:
Soly: not specified

Temp: tiOC (authors)

REFERENCES:



Miseta, M.; Kedvessy, G.; Selmeczi, B.

COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-2
thiazolyl- (sulfathiazole);
C9H9N302S2; [72-14-0]

(2) Hydrochloric acid; HCl; [7647-01-0]
(3) Sodium chloride; NaCl; [7647-14-5]
(4) Water; H20; [7732-18-5]

VARIABLES:
One temperature: 200

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Pharmazie 1983, 38(5),

PREPARED BY:
R. Piekos

326-7.

203

Solubility of sulfathiazole in a simulated gastric juice (composition:

2.0 g NaCl, 25.0 g 10% HCl, and distilled water up to 1000 cm3; pH 1.2 ),

at 200 C, is 1 part sulfathiazole in 240 parts of the gastric juice

( 1.6 x 10-2 mol kg-l gastric juice - compiler ).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

Soly was detd by the Pharmacopeia Hungarica

V method. The equilibration time was 2 days

with occasional shaking (personal communica-

tion). The concn of the solute in the satd

soln was detd spectrophotometrically at

282 nm using a Spektromom 195 spectrophoto-

meter.

SOURCE AND PURITY OF MATERIALS:

The source and purity of sulfathiazole was

not specified. The simulated gastric juice

was prepd by the authors.

The source and purity of the components

was not specified.

Distilled water was used.

ESTIMATED ERROR:

Soly: not specified

Temp: f2 0 C (personal communication).

REFERENCES:



ORIGINAL MEASUREMENTS:

Miseta, M.; Kedvessy, G.; Selmeczi, B.

204

COMPONENTS:
(1) Benzenesulfonamide, 4-amino-N-2-

thiazolyl- (sulfathiazole);
C9H9N302S2; [72-14-0]

(2) Cellulose, ethers, 2-hydroxypropyl ether
(Klucel MF) [9004-64-2]

(3) Hydrochloric acid; HCl; [7647-01-0]
(4) Sodium chloride; NaCl; [7647-14-5]
(5) Water' H"O' [7732-18-5]

Pha~azie 1983, 38(5). 326-7.

VARIABLES:

One temperature: 200 C

EXPERIMENTAL VALUES:

PREPARED BY:
R. Piekos

Solubility of sulfathiazole in a simulated gastric juice (composition:

2.0 g NaCl; 25.0 g 10% HCl, and distilled water up to 1000 cm3; pH 1.2 ).

containing 0.5% Klucel MF, at 200 C, is 1 part sulfathiazole in 135 parts of

the simulated gastric juice containing 0.5% Klucel MF ( 2.9 x 10-2 mol kg-l

simulated gastric juice containing 0.5% Klucel MF - compiler ).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:

Soly was detd by the Pharmacopeia Hungarica The source and purity of sulfathiazole was

V method. The equilibration time was 2 days specified. The simulated gastric juice contg

with occasional shaking (personal communi- 0.5% Klucel MF was prepd by the authors. The

cation). The concn of the solute in the

satd soln was detd spectrophotometrically

at 282 nm using a Spektromom 195 spectro-

photometer.

source and purity of the components was not

specified. Distilled water was used.

ESTIMATED ERROR:
Soly: not specified

Temp: ±20 C (personal communication).

REFERENCES:



ORIGINAL MEASUREMENTS:

Miseta. M.; Kedvessy. G.; Selmeczi. B.

COMPONENTS:
(1) Benzenesulfonamide. 4-amino-N-2

thiazolyl- (sulfathiazole);
C9H9N302S2; [72-14-0]

(2) Cellulose. ethers. 2-hydroxypropyl me-
thyl ether (Methocel 65 HG) [9004-65-3]

(3) Hydrochloric acid; HCl; [7647-01-0]
(4) Sodium chloride; NaCl; [7647-14-5]

1(5) Water' H~O' [7732-18-51
VARIABLES:

One temperature: 200 C

EXPERIMENTAL VALUES:

Phamazie

PREPARED BY:

1983. 38(5), 326-7.

R. Piekos

205

Solubility of sulfathiazole in a simulated gastric juice (composition:

2.0 g NaCl. 25.0 g 10% HCl. and distilled water up to 1000 cm3; pH 1.2 ).

containing 0.5% Methocel 65 HG. at 20oC. is 1 part sulfathiazole in 160

parts of the simulated gastric juice containing 0.5% Methocel 65 HG

(2.4 x 10-2 mol kg- l simulated gastric juice containing 0.5% Methocel

65 HG - compiler ).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:
Soly was detd by the Pharmacopeia Hungarica

V method. The equilibration time was 2 days

with occasional shaking (personal communi

cation). The concn of the solute in the

satd soln was detd spectrophotometrically

at 282 nm using a Spektromom 195 spectropho-

tometer.

4A-H*

SOURCE AND PURITY OF MATERIALS:
The source and purity of sulfathiazole was

not specified. The simulated gastric juice

contg 0.5% Methocel 65 HG was prepd by

the authors. The source and purity of the

components was not specified.

Distilled water was used.

ESTIMATED ERROR:
Soly: not specified

Temp: t2°C (personal communication)

REFERENCES:
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492-7.

R. Piekos

Badawi, A. A.; El-Sayed, A. A.

J. Pharm. Sai. 1980, 69(5),

ORIGINAL MEASUREMENTS:COMPONENTS:
(1) Benzenesulfonamide, 4-amino-N-2

thiazolyl- (sulfathiazole);
C9H9N302S2; [72-14-0]

(2) Benzenesulfonamide, 4-amino-N-2
thiazolyl- -2-pyrrolidinone, l-ethenyl-,
homopolymer, complex;
C9H9N302S2·(C6H9NO)x; [*]

(3) 2-pyrrolidinone, l-ethenyl-, homopolymer'j---------------------.....f
(povidone); (C6H9NO)x; [9003-39-8] PREPARED BY:

(4) Water; H?O; [7732-18-5]
VARIABLES: Concentration of povidone

EXPERIMENTAL VALUES:

Amount of Amount of Amount of Solubility at 250 C
povidone complexed complex expressed as mg 102 mol dm-3

% sulfathiazole % sulfathiazole water a
% per ml of water

20 11.48 31.48 2.45 0.960

40 22.96 62.96 5.02 1.966

60 34.44 84.44b 7.60 2.977

a Calculated by compiler

b Should be 94.44 - compiler

[*] This complex is not registrable by the conventions of the CAS

Registry System ( information from Knox Hazelton, Exptl. Services

of Ca.; Jan. 12, 1981 ) - compiler.

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:
Mixts contg a weighed excess of sulfathi

azole and a povidone-sulfathiazole coacer

vated system were placed in 25-ml ampuls

contg 10 ml of water. The ampuls were

sealed and placed on a rotating shaft ( 42

rpm) immersed in a water bath at 25:!:10C. Du

plicate samples were withdrawn, filtered,

and assayed spectrophotometrically at 283

SOURCE AND PURITY OF MATERIALS:
Sulfathiazole was of the BP 1963 purity.

The povidone-sulfathiazole coacervated

systems were prepd by the authors. Povidone

(mol wt 25,000) was manufd by BASF ( West

Germany).

Purity of the water was not specified.

nm. ESTIMATED ERROR:
Soly: not specified.

Temp: :!:loC (authors).

REFERENCES:



COMPONENTS: ORIGINAL MEASUREMENTS:
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(1) Benzenesulfonamide. 4-amino-N-2
thiazolyl- monohydrochloride
(sulfathiazole hydrochloride);
C9H9N302S2.HCl; [23325-73-7]

(2) Water; H20; [7732-18-5]

VARIABLES:

One temperature: 260 C

EXPERIMENTAL VALUES:

Lott, W. A.; Bergeim. F. H.

J. Am. Chern. Soc. 1939. 61, 3593-4.

PREPARED BY:

R. Piekos

Solubility of sulfathiazole hydrochloride in water at 260 C is less

than 2% (7 x 10-2 mol kg- 1 solution. compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

Nothing specified

SOURCE AND PURITY OF MATERIALS:

Sulfathiazole hydrochloride. mp 193-7°C

(uncor). was prepd by the authors by adding

alcoholic HCl to an alcoholic soln of sulfa

thiazole and adding ether. Purity of the

water was not specified.

ESTIMATED ERROR:

Nothing specified

REFERENCES:
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COMPONENTS:
(1) Cobalt, bis(4-amino-~-2-thiazolyl-

benzenesulfonamidato-~~Q)-,hydrate;

C18H16CoN604S4·nH20; [86729-22-8)

(2) Hydrochloric acid; HCl; [7647-01-0)

(3) Water; H?O; [7732-18-5)

VARIABLES:

pH

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Tskitishvili, M. G.; Mikadze, I. I.

Soobshch. Akad. Nauk Cruz. SSR
1978, 89(3), 589-92.

PREPARED BY:

R. Piekos

Kso over the HCl concentration range 2.5 x 10-2 - 2.5 x 10-5 mol cm-3,

at 25 0 C, is 2.46 x 10-12 •

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:

In a glass vessel, a mixt of 100 ml of HCl Nothing specified.

of appropriate concn and the solute was

placed and shaken for 6 h in a water ther-

mostat at 250 C. After attaining equilibriu~

the pH of the soln was measured and the Co 2+

and S content detd to calculate Kao.

ESTIMATED ERROR:

Nothing specified.

REFERENCES:



COMPONENTS:
(1) Copper, bis(4-amino-~-2-thiazo1y1-

benzenesu1fonamidato-~~Q)-,hydrate;

C18H16CuN604S4 .nH20; [86729-21-7]

(2) Hydrochloric acid; HC1; [7647-01-0]

(3) Water; H20; [7732-18-5]

VARIABLES:

pH

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Tskitishvi1i, M. G.; Mikadze, I. I.

Soobshah. Akad. Nauk Gruz. SSR

1978, 89(3), 589-92.

PREPARED BY:

R. Piekos

209

Kso over the HC1 concentration range 2.5 x 10-2 - 2.5 x 10-5 mol dm-3,

at 2SoC, is 2.17 x 10-17 •

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

In a glass vessel, a mixt of 100 m1 of HC1

of appropriate concn and the solute was

placed and shaken for 6 h in a water ther

mostat at 2SoC. After attaining equi1ibriu~

the pH of the soln was measured and the Cu2+

and S content was detd to ca1ucu1ate Kso.

SOURCE AND PURITY OF MATERIALS:

Nothing specified.

ESTIMATED ERROR:

Nothing specified.

REFERENCES:
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COMPONENTS:
(1) Magnesium. (!-4)-bis(4-amino-~-2-thi-

azolylbenzenesulfonamidato-~~Q)- hydrat~

C18H16MgN604S4.nH20; [84812-78-2]

(2) Hydrochloric acid; HC1; [7647-0l-0J

(3) Water; H20;

VARIABLES:

pH

EXPERIMENTAL VALUES:

[7732-l8-SJ

ORIGINAL MEASUREMENTS:
Tskitishvili. M. G.; Shvelashvili. A. E.;

Mikadze. I. I; Zhorzholiani. N. B.;

Chrelashvili. M. V. Izv. Akad. Nauk

Gruz. SSR. Sel'. Khim. 1981. 7(4).

300-4.

PREPARED BY:

R. Piekos

well as doubly distd water were used. The

source of the materials was not specified.

SOURCE AND PURITY OF MATERIALS:
O.lM solns of chem pure Mg(OAc)2' mono

sodium salt of sulfathiazole. and HCl as

Kso over the HCl concentration range 5.0 x 10-3 to 1.5 x 10-5

mol dm-3 at 2S'C is 4.05 x 10-4•

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:
The earlier described apparatus and method

was used (1): in a glass vessel. a mixt of

100 ml of HCl of appropriate concn and the

solute were placed and shaken for 6 h in

a water thermostat at 2SoC. After attain-

ing equilibrium. the pH of the soln was mea-

sured and the Mg2+ and S content was deter-

mined to calculate Kso ' The pH was measured
on a pH-673 pH meter. ~E~S:-:T:-:I~MA~T~E~D~E:-:R:-:R:-:O~R-:--------------1

Nothing specified.

REFERENCES:

1. Tskitishvili. M. G.; Mikadze. I. I.

Soobehah. Akad. Nauk. Gruz. SSR

1978. 89(3). 589.



A. E.;

B.;
Nauk
'1(4),

COMPONENTS:
(1) Manganese, bis(4-amino-N-2-thiazolyl

benzenesulfonamidato-N~O)-hydrate;
C18H16MnN604S41nH20; -[84812-77-1]

(2) Hydrochloric acid; HCl; [7647-01-0]

(3) Water; H20; [7732-18-5]

VARIABLES:
pH

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Tskitishvili, M.G.; Shvelashvili,

Mikadze, I. I.; Zhorzholiani, N.

Chrelashvili, M. V. Izv. Akad.

Gruz. SSR, Sel'. Khim. 1981,

300-4.

PREPARED BY:
R. Piekos
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cified.

as well as doubly distd water were used.

The source of the materials was not spe-

SOURCE AND PURITY OF MATERIALS:

O.lM solns of chemically pure Mn(OAc)2'

monosodium salt of sulfathiazole and HCl

Concentration of HCl pH 109 Kso at 250 C

(mol/I)

5.0 x 10-3 5.54 1.50

2.5 x 10-3 5.57 1.48

LOx 10-3 5.65 1.52

5.0 x 10-4 5.79 1.46

2.5 x 10-4 6.08 1.49

LOx 10-4 6.29 1.51

5.0 x 10-5 6.45 1.49

1.5 x 10-5 6.72 1.47

Mean 1.49

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:
The earlier described apparatus and method

was used (1): in a glass vessel a mixt of

100 ml of HCl of appropriate concn and the

solute were placed and shaken for 6 h in a

water thermostat at 250 C. After attaining

equilibrium, the pH of the soln was measured

and the Mn2+ and S content was detd to cal-

culate Kso • The pH was measured on a pH-

673 pH meter. ESTIMATED ERROR:

Kso: std deviation 2 x 10-11 (compiler)

Temp and pH: not specified.

REFERENCES:

1. Tskitishvili, M. G.;

Soobshah. Akad. Nauk

1978, 89(3), 589.

Mikadze, 1. 1.;

Gruz. SSR



Tskitishvili, M. G.; Shvelashvili, A. E.;

Mikadze, I. I.; Zhorzholiani, N. B.;

ORIGINAL MEASUREMENTS:

M. V. Izv.

Sel'. Khim.
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COMPONENTS:
(1) Nickel, bis(4-amino-N-2-thiazolylben

zenesulfonamidato-~~Q)_hydrate;
C18H16N6Ni04S4·nH20; [84812-76-0]

(2) Hydrochloric acid; HCl; [7647-01-0]

(3) Water; H20; [7732-18-5]

VARIABLES:

pH

EXPERIMENTAL VALUES:

Chrelashvili,

G1'Uz. SSR.

300-4.

PREPARED BY:

R. Piekos

Akad.

1981,

Nauk

7(4).

Concentration of HCl pH 1012 K so at 250 C

(mol/I)
---

2.5 x 10-2 6.62 3.29

l.Ox 10-2 7.28 3.24

5.0 x 10-3 8.01 3.23

2.5 x 10-3 8.30 3.22

l.Ox 10-3 8.78 3.22

5.0 x 10-4 8.80 3.30

2.5 x 10-4 8.89 3.28

l.Ox 10-4 8.90 3.25

5.0 x 10-5 8.90 3.23

2.5 x 10-5 8.90 3.22

Mean 3.25

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:
The earlier described apparatus and method

was used (1): in a glass vessel, a mixt of

100 ml of HCl of appropriate concn and the

solute were placed and shaken for 6 h in a

water thermostat at 25°C. After attaining

equilibrium, the pH of the soln was measured

and the Ni 2+ and S content was determined

to calculate Kso • The pH was measured on

a pH-673 pH meter.

SOURCE AND PURITY OF MATERIALS:

O.lM solns of chemically pure Ni(OAc)2'

monosodium salt of sulfathiazole, and HCl

as well as doubly distd water were used.

The source of the materials was not speci

fied.

ESTIMATED ERROR:
Kso : std deviation 1 x 10-13 (compiler).

Temp and pH: not specified.

REFERENCES:

1. Tskitishvili, M. G.;

Soobshah. Akad. Nauk

1978, 89(3). 589.

Mikadze, I. I.

G1'Uz. SSR



COMPONENTS:

(1) Benzenesulfonamide. 4-amino-N-2
thiazolyl-. monosodium salt
(sodium sulfathiazole);

C9H8N3Na02S2; [144-74-1)

(2) Water; H20; [7732-18-5]

VARIABLES:

Temperature

EXPERIMENTAL VALUES:

aCalculated by compiler

ORIGINAL MEASUREMENTS:

Clark, W. G.; Strakosch. E. A.;

Levitan, N. I. J. Lab. eZin. Med.

1942. 28, 188-9.

PREPARED BY:

R. Piekos

213

METHOD/APPARATUS/PROCEDURE:

AUXILIARY INFORMATION

SOURCE AND PURITY OF MATERIALS:

A small tinted glass container contg excess

Na sulfathiazole in water was shaken in a

water bath thermostat for 24 h. The satd

soln was then filtered by aspiration through

a washed and dried asbestos filter stick in

to a weighed weighing bottle. The entire

app was kept at the temp at which the compd

was dissolved. The amt dissolved was the

detd by the method of Bratton and Marshall

(1). using a photoelectric colorimeter.

Neither source nor purity of Na sulfathi

azole was specified.

CO2-free distd water was used.

ESTIMATED ERROR:

Soly: not specified.

Temp: ±O.loC (authors).

REFERENCES:

1. Bratton, A.C.; Marshall. E. K. Jr.

J. BioZ. Chern. 1939. 128, 537.



Sapozhnikova. N. v.; Postovskii. I. Ya.
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COMPONENTS:
(1) Benzenesulfonamide. 4-amino-N-2

thiazolyl-. monosodium salt. hexahydrate;
C9H8N3Na02S2·6H20; [7lll9-42-lJ

(2) Water; H20; [7732-l8-SJ

VARIABLES:

Temperature

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Zh. PrikZ. Khim. 1944.

PREPARED BY:

R. Piekos

17. 427-34.

ESTIMATED ERROR:
50ly: quite reliable results were obtained

(authors).

Temp: to.OSoC (authors).

Solubility
t/oC

Weight% mol kg-l watera

0 9.7 0.280

5 11.0 0.321

20 23.7 0.806

37 43.8 2.022

a Calculated by compiler

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:

The salt was dissolved in water to form a Pure. recrystd salt was used.

satd soln which was occasionally agitated in Purity of the water was not specified.

a glass vessel immersed in a thermostat. The

equilibrium was usually attained after I h.

Five to 100-cm3 samples of the satd soln

were placed in Pt crucibles or dishes and

evapd to dryness at temps lower than 110-

11SoC. The residue was dried to const wt

at 10S-1100C and weighed.

REFERENCES:



COMPONENTS:
(1) Zinc, (T-4)-bis(4-amino-N-2-thiazolyl

benzene;ulfonamidato-~N.Q)-
(Zn(II) sulfathiazole);
C18H16N604S4Zn; [12286-43-0]

(2) Water; H20; [7732-18-5]

VARIABLES:

One temperature: 28-30oC

EXPERIMENTAL VALUES:

215

ORIGINAL MEASUREMENTS:

Fox, Ch. L., Jr.; Modak, S.;

Stanford, J. W.; Fox, P. L.

Scand. J. PZast. Reconstr. Surg. 1979,

13(1), 89-94.

PREPARED BY:

R. Piekos

Solubility of Zn(II) sulfathiazole in water at room temperature

(28-30oC)a is 50.4 mg% ( 8.78 x 10-4 mol dm-3 solution, compiler).

aValue given by one of the authors ( S.M. ) in personal communication.

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:
Satd soln of Zn(II) sulfadiazine was prepd in The Zn(II) sulfathiazole was prepd by the

water and after 24 h aliquots from the clear

supernatant were assayed for sulfathiazole

content using the colorimetric method of

Bratton and Marshall (1). The soly value

was then calculated from the molecular for

mula.

authors as follows: an inorg Zn salt was

reacted with Na salt of sulfathiazole and

the ppt was analyzed and characterized. No

details were given, however.

Purity of the materials was not specified.

ESTIMATED ERROR:

Nothing specified

REFERENCES:

1. Bratton, A. C.;

J. BioZ. Chern.

Marshall. E. K. Jr.

120, 537.
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COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-methyl-N

2-thiazolyl-; ClOHllN302S2;

[51203-19-1]

(2) Water; H20; [7732-18-5)

VARIABLES:
One temperature: 37 0 C

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Shepherd, R. G.; Bratton, A. C.;

Blanchard, K. C. J. Am. Chern. Boa.

1942, 64, 2532-7.

PREPARED BY:

R. Piekos

Solubility of 4-amino-N-methyl-N-Z-thiazolylbenzenesulfonamide in

water at 370 C is 57 mg% (2.1 x 10-3 mol dm-3 solution, compiler ).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

The sulfonamide was assayed colorimetrically

(1). No details were given.

SOURCE AND PURITY OF MATERIALS:

The sulfonamide, mp lll-ZoC, was synthe

sized by the authors. Analysis: %C 45.00

(calcd 44.60); %H 4.19 (4.lZ); %N 15.36

(15.60). Colorimetric factor 0.618 (0.639).

Purity of the water was not specified.

ESTIMATED ERROR:

Nothing specified

REFERENCES:
1. Bratton, A. C.;

J. 8iol. Chern.

Marshall, E. K., Jr.

1939, 128, 537.



COMPONENTS: ORIGINAL MEASUREMENTS:
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(1) Benzenesulfonamide, 4-amino-N-methyl-N- Kitao, K.; Kubo, K.; Morishita, T.;

[7732-18-5]

2-thiazolyl-; ClOHllN302S2;

[51203-19-1]

(2) Water; H20;

VARIABLES:

One temperature: 37 0 C

EXPERIMENTAL VALUES:

Yata, N.; Kamada, A.

Chern. Pharm. BuZZ, 1973,

PREPARED BY:

R. Piekos

21, 2417-26.

Solubility of 4-amino-N-methyl-N-2-thiazolylbenzenesulfonamide in water

at 37 0 C is 1.15 mmol dm-3 solution.

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

The sulfonamide was assayed by diazotizati

on. No details were given.

SOURCE AND PURITY OF MATERIALS:

The sulfonamide was synthesized by the

authors. Its purity was not specified.

Deionized water was used.

ESTIMATED ERROR:

Soly:

Temp:

not specified.

±loC (authors).

REFERENCES:



2417-26.
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COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-methyl-N

2-thiazolyl-; ClOHllN302S2;

[51203-19-1]

(2) Methane, trichloro-; CHC13 ;

[67-66-3]

VARIABLES:

One temperature: 37 0 C

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Kitao, K.; Kubo, K.;

Yata, N.; Kamada, A.

21,

PREPARED BY:

R. Piekos

Morishita, T.;

Chem. Pharm. BulL

Solubility of 4-amino-N-methyl-N-2-thiazolylbenzenesulfonamide in CHC13

at 370 is 1415 mmol dm-3 solution.

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

One ml of the sulfonamide soln in CHC13 at

equilibrium was taken into a test tube.

After evapn of the solvent, the residue

was dissolved in EtOH, the soln was properly

dild with deionized water and the concn

of the sulfonamide was detd by diazotiza

tion.

SOURCE AND PURITY OF MATERIALS:

The sulfonamide was sysnthesized by the

authors. Its purity was not specified.

Neither source nor purity of CHe13 was

specified.

ESTIMATED ERROR:

Soly: not specified.

Temp: ±loC (authors).

REFERENCES:



COMPONENTS:

(1) Acetamide. N-[4-[(2-thiazo1y1amino)su1

fony1)pheny1)- (acetyl sulfathiazole);

C11H11N303S2; [127-76-4)

(2) Water; H20; [7732-18-5)

VARIABLES:

One temperature: 37 0 C

EXPERIMENTAL VALUES:

219

ORIGINAL MEASUREMENTS:

Roblin, R. 0 •• Jr.; Williams. J. H.

Winnek. P. S.; English, J. P.

J. Am. Chern. Soc. 1940. 62, 2002-5.

PREPARED BY:
R. Piekos

Solubility of acetyl sulfathiazole in water at 370 C is 7.1 mg/100 cm3

solution ( 2.4 x 10-4 mol dm-3 • compiler ).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:
Excess acetyl sulfathiazole in water was

heated and stirred on a steam bath for 30

min. The suspension was then agitated for

24 h in a thermostat at 37oC. A sample of

the satd soln was withdrawn through a glass

filter. di1d and analyzed by the Marshall

method (1) using a General Electric spectro

photometer for comparing the colors develop

ed with those of the standards.

SOURCE AND PURITY OF MATERIALS:

Acetyl sulfathiazole was prepd by the

authors by condensing recrystd acety1su1

fani1y1 chloride with 2-aminothiazo1e in

AcOEt or dioxane.

Purity of the water was not specified.

ESTIMATED ERROR:

Nothing specified

REFERENCES:

1. Bratton. A. C.;

J. PharmacoL

Marshall. E. K•• Jr.

1939. 66, 4.
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COMPONENTS: ORIGINAL MEASUREMENTS:

Durel, M.P.; Allinne,(1)

(2)

Acetamide, N-[4-[(2-thiazolylamino)sul

fonyl]phenyl]- (acetyl sulfathiazole);

CnHnN303S2; [127-76-4]

Water; H20; [7732-18-5]

BuH.

1941,

Boa. Med.

251-9.

Hop.

M.

Paris III

VARIABLES:
One temperature: 37°C

EXPERIMENTAL VALUES:

PREPARED BY:
R. Piekos

Solubility of acetyl sulfathiazole in water at 37°C is 0.10 g/liter

( 3.4 x 10-4 mol dm-3 , compiler).

AUXILIARY INFORMATION

HETHOD/APPARATUS/PROCEDURE:
A mixt of acetyl sulfathiazole and water

was agitated for 24 hours at 37°C.

SOURCE AND PURITY OF MATERIALS:
Source and purity of acetyl sulfathiazole

was not specified.

Distilled water was used.

ESTIMATED ERROR:

Nothing specified.

REFERENCES:



COMPONENTS:

(1) Acetamide, N-[4-[(2-thiazolylamino)sul

fonyl]phenyl]- (acetyl sulfathiazole);

CnHnN303S2; [127-76-4]

(2) Water; H20; [7732-18-5]

VARIABLES:

ORIGINAL MEASUREMENTS:

Sapozhnikoya, N.V.;

Zh. Prik~. Khim.

PREPARED BY:

Postovskii, I. Ya.

17, 427-34.

221

Temperature

EXPERIMENTAL VALUES:

R. Piekos

Solublity
t/oC

103 mol kg-l wateraWeight%

50 0.013 0.44

75 0.047 1.58

99 0.126b 4.24

a Calculated by compiler

b Calculated from the heat of dissolution

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:

Acetyl sulfathiazole was dissolved in water Pure, recrystd acetyl sulfathiazole was

to form a satd soln which was occasionally

agitated in a glass vessel immersed in a

thermostat. The equilibrium was usually

attained after I h. Fivc- to 100-cm3 sam

ples of the satd soln were placed in Pt

crucibles or dishes and evapd to dryness

at temps lower than 110-llsoC. The residue

was dried to const wt at 10s-IIOoC and

weighed.

used. Its mp conformed to that reported

in the literature.

Purity of the water was not specified.

ESTIMATED ERROR:
Soly: quite reliable results were obtained
at 50 and 75°C. At 99°C the accuracy was
poor due to evapn of water during sampling
(authors). Temp: ±O.OsoC (authors).

REFERENCES:
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COMPONENTS: ORIGINAL MEASUREMENTS:
(1) Acetamide, N-[4-[(2-thiazolylamino-

sulfonylJphenylJ- (acetyl sulfathiazole) Rose, F. L.; Martin, A. R.; Bevan, H.G.L.
CIIHIlN303S2; [127-76-4J J. Pharm. Exp. Therap. 1943. 77, 127-4k

(2) Sodium hydroxide; NaOH; [1310-73-2J

(3) Water; H20; [7732-l8-5J

VARIABLES:

EXPERIMENTAL VALUES:

pH

PREPARED BY:

R. Piekos

u
0.....
"" 200-
'"C1l

'"~ 150-OJ
u
...
OJ
P- 100-

~
.;, 50-
'"............ •.0
:l 04 •5 5.0 5.5 6.0 6.5....
0

'"
pH

AUXILIARY INFORMATION

7.0 7.5
.

8.0

Nothing specified.

SOURCE AND PURITY OF MATERIALS:
The source and purity of acetyl sulfathi-

azole were not specified.

Water was doubly distilled.

METHOD/APPARATUS/PROCEDURE:
An excess of acetyl sulfathia~ole was stir-

red in boiling water, the soln was cooled to

37oC, the temp being maintained thermostati

cally, and O.lN NaOH was added to increase

the pH. The pH was measured by means of a

glass electrode-calomel half-cell system

and was permitted to reach equilibrium be-

fore a reading was taken. The drug was then

de-acetylated and the concn of sulfathiazole~----------------------------------------~
ESTIMATED ERROR:

in soln was detd colorimetrically by with-

drawing a sample through a filter-tip into

a preheated micropipet.

REFERENCES:



223

COMPONENTS:
(1) Acetamide, N-[4-[(Z-thiazolylamino) -

sulfonyl]phenyl]- (acetyl sulfathiazol~;

CllHllN303SZ; [lZ7-76-4]

(Z) Phosphoric acid, disodium salt;
NaZHP04 ; [7558-94-4]

(3) Water; HZO; [773Z-l8-5]

ORIGINAL MEASUREMENTS:

KrUger-Thiemer, E.

Arch. Dermatol. Syphilis

183, 90-116.

VARIABLES: PREPARED BY:

One temperature: ca ZOoC; one pH: 8.74 R. Piekos

EXPERIMENTAL VALUES:

Solubility of acetyl sulfathiazole in a 0.705 M (10%) NaZHP04 solution

of pH 8.74 at room temperature ( about ZOOC ) is 0.060 g% ( Z.OZ x 10-3

mol dm-3 solution, compiler ).

AUXILIARY INFORMATION

1938,

24,

REFERENCES:

1. Kimmig, J. Arch. Dermatol.

176, 72Z; Erg. Hyg. 1941,

398.

ESTIMATED ERROR:
Soly: precision ±5% (author)
Temp: not specified
pH : ±0.05 pH unit (author)

graph using a glass electrode.

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:

Acetyl sulfathiazole (0.5 g) was dissolved in Acetyl sulfathiazole (source not specified)

10 cm3 of the 0.705 M (10%) NaZHP04 soln of gave no coloration upon diazotization of

pH 8.74, shaken for Z h at room temp (about its satd soln, thus showing absence of

ZOoC), and filtered. The filtrate was treat- sulfathiazole.

ed with equal vol of ZN HCl and refluxed for The source and purity of the remaining

15 min. After proper diln, a l-cm3 aliquot materials was not specified.

was witdrawn, acidified, cooled, and the

sulfonamide content was detd colorimetrically

(as sulfathiazole) by the Marshall method

modified by Kimmig (1) using an Autenrieth

colorimeter. The pH was detd on an ultraiono-
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COMPONENTS:
(1) Acetamide, N-[4-[(Z-thiazolylamino)

sulfonyl]phenyl]- (acetyl sulfathiazol~'

CllHllN303SZ; [lZ7-76-4]

(Z) Phosphoric acid, monopotassium salt;
KHZP04 [7778-77-0]

(3) Water; HZO; [773Z-l8-5]

ORIGINAL MEASUREMENTS:

KrUger-Thiemer, E.

Arch. De~atoZ. SyphiZis

90-116.

183,

VARIABLES: PREPARED BY:

One temperature: ca ?OoC; one pH: 4.37 R. Piekos

EXPERIMENTAL VALUES:

Solubility of acetyl sulfatiazole in a 0.735 M (10%) KH ZP04 solution

of pH 4.37 at room temperature ( about ZOOC ) is 0.00Z7 g% ( 9.08 x

10-5 mol dm-3 solution, compiler ).

AUXILIARY INFORMATION

ESTIMATED ERROR:
Soly: precision t5% (author)
Temp: not specified
pH : to.05 pH unit (author)

REFERENCES:
1. Kimmig, J. Arch. De~atoZ. 1938,

176, 7ZZ; Erg. Hyg. 1941, 24, 398.

SOURCE AND PURITY OF MATERIALS:
Acetyl sulfathiazole (source not specified)

gave no coloration upon diazotization of

its satd soln, thus showing absence of

sulfathiazole.

The source and purity of the remaining

materials was not specified.

METHOD/APPARATUS/PROCEDURE:
Acetyl sulfathiazole (0.5 g) was dissolved

in 10 cm3 of the 0.735 M (10%) KHZP04 soln

of pH 4.37, shaken for Z h at room temp

(about ZOOC), and filtered. The filtrate

was treated with equal vol of ZN HC1, and

refluxed for 15 min. After proper diln,

a l-cm3 aliquot was withdrawn, acidified,

cooled, and the sulfonamide content was detd

colorimetrically (as sulfathiazole) by Mar

shall method modified by Kimmig (1) using

an Authenrieth colorimeter. The pH was detd

on an ultraionograph using a glass electrod~
t-=-::==~-:----------------l
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ORIGINAL MEASUREMENTS:

Pepper, D. S.;

Med. Sai. 1940,

COMPONENTS:
(1) Acetamide, N-[4-[(Z-thiazolylamino

sulfonyl]phenyl]- (acetyl sulfathiazole);
CllHllN303SZ; [lZ7-76-4]

(Z) Phosphoric acid, disodium salt;
NaZHP04; [7558-94-4]

(3) Phosphoric acid, monopotassium salt;
KHZP04; [7778-77-0]

(4) Water; H?O; [773Z-l8-5]

Sunderman, F. W.;

Benditt, E. J.

200, 790-5.

VARIABLES: PREPARED BY:
pH R. Piekos

EXPERIMENTAL VALUES:

Solubility of acetyl sulfathiazole in phosphate buffer solutions at 380 C

8.0

•
7.0

::<:
~

6.0

5. n ! , , ,
ZO 40 60 80

mg/IOO ml

AUXILIARY INFORMATION

REFERENCES:

ESTIMATED ERROR:
Soly: the curve represents a composite of

3 sets of detns (authors).

Temp and pH: not specified.ter. Standards were made from a stock soln

of acetyl sulfathiazole contg ZOO mg/liter.

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:
An excess of acetyl sulfathiazole was sus- Distd water was used.

pended in buffer solns (prepd by dilg appro- The source and purity of the remaining

priate mixts of NaZHP04 and KHZP04, 1 part reagents were not specified.

to 10 parts of distd water), agitated and

kept in a water bath at 380 C for about Z h.

The solns were then filtered and analyses

for total sulfathiazole were made on the fi~

trates. Acetyl sulfathiazole was assayed

calorimetrically after coupling with di-Me

l-naphthylamine using a Bausch and Lomb co

lorimeter fitted with a No. 74 Wratten fil-
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.cOMPONENTS:
(1) Acetamide,N-[4-[(2-thiazolylamino)-

sulfonyl]phenyl]- (acetyl sulfathiazole);
C11H11N303S2; [127-76-4]

2) Phosphoric acid, disodium salt;
Na2HP04; [7558-94-4]

3) Phosphoric acid, monopotassium salt;
KH2P04; [7778-77-0]

4) Water; H20; [7732-18-5]
VARIABLES:

Temperature, pH

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

KrUger- Thiemer, E.

Arah. Dermato~. Syphi~i8

90-116.

PREPARED BY:

R. Piekos

183,

Composition of 1/15 M phosphate Solubility
buffer solutions Room temp (ca 20oC) 370 CpH

Na2HP04 KH2P04 %content g% 104 mol dm- 3 g% 104 mol dm-3

solution solutiona

1.0 99.0 0.91 4.944 0.0080 2.70 - -
10.0 90.0 0.91 5.906 0.0073 2.40 0.0092 3.1

61.1 38.9 0.93 7.005 0.0101 3.40 0.0188 6.32

9.5 0.5 0.733b 7.51 0.0101 3.40 - -
94.7 5.3 0.95 8.018 0.0360 12.00 - -

a Calculated by compiler

b Molar content; 10% buffer solution

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

Acetyl sulfathiazole (0.5 g) was dissolved

in 10 cm3 of a buffer soln, shaken for 2 h

at 200 C (or left for 48 h at 37oC), and fil

tered at respective temp. The filtrate was

SOURCE AND PURITY OF MATERIALS:
Acetyl sulfathiazole (source not specified)

gave no coloration upon diazotization

of its satd soln, thus showing absence of

sulfathiazole.

treated with equal vol of 2N HCl and reflux- The source and purity of the remaining

ed for 15 min. After proper diln, a l-cm3 materials was not specified.

aliquot was withdrawn, acidified, cooled,

and the sulfonamide content was detd colori-

metrically (as sulfathiazole) by the Mar

shall method modified by Kimmig (1) using

an Authenrieth colorimeter. The pH was detd

on an ultraionograph using a glass elec

trode.

ESTIMATED ERROR:
Soly: precision t5% (author)
RTemp: not specified
pH : to.05 pH unit (author)

REFERENCES:

1. Kimmig, J. Arah. Dermato~.

176, 722; Erg. Hyg. 1941,

1938,

24, 398.



ORIGINAL MEASUREMENTS:
Pulver. R.; Suter. R.

Sahweiz. Med. Woahensahr.

73(13), 403-8.

COMPONENTS:
(1) Acetamide. N-[4-[(2-thiazolylamino)

sulfonyl)phenyl)- (acetyl sulfathiazole)
CllHllN303S2 [127-76-4)

(2) Phosphoric acid. disodium salt;
Na2HP04; [7558-94-4)

(3) Phosphoric acid; monopotassium salt;
KH2P04; [7778-77-0)

(4) Water; H20; [7732-18-5)
-I-::-':"'::"::-:-::-:-='="'""_.....;; -\PREPARED BY:

VARIABLES: R. Piekos

227

pH

EXPERIMENTAL VALUES:

pH

Solubility of acetylsulfathiazole in M/15 phosphate

buffers (according to S~rensen) at 200 C

6.0

7.0

8.0

mg%

8

11

35

0.30

0.37

1.2

a Calculated by compiler

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

Nothing specified

SOURCE AND PURITY OF MATERIALS:

Nothing specified

ESTIMATED ERROR:

Nothing specified

REFERENCES:
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COMPONENTS:
(1) Acetamide, N-[4-[(2-thiazolylamino)

sulfonyl]phenyl]-(acetyl sulfathiazole);
CllHllN303S2; [127-76-4]

(2) Phosphoric acid, disodium salt;
Na2HP04; [7558-94-4]

(3) Phosphoric acid, monopotassium salt;
KH2P04; [7778-77-0]

(4) Water; H,O; [7732-18-51
VARIABLES:

One temperature: 37oC; one pH: 6.1

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Frisk, A. R.; Hagerman, G.;

Helander, S.; SjHgren, B.

108(12) 639-51.

PREPARED BY:
R. Piekos

Hygiea 1946,

Solubility of acetyl sulfathiazole in M/30 phosphate buffer of pH 6.1

at 37 0 C is 8.4 mg/IOO ml solvent (2.8 x 10-4 mol dm- 3, compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:
An excess of acetyl sulfathiazole in the

phosphate buffer was shaken at 370 C for 24

h. The concn of acetyl sulfathiazole was

detd by the Bratton and Marshall method

(1) using a photoelec colorimeter.

SOURCE AND PURITY OF MATERIALS:
Neither source nor purity of the materials

was specified.

ESTIMATED ERROR:

Soly: precision zO.7 mg/IOO ml (authors).

Temp and pH: not specified.

REFERENCES:
1. Bratton, A. C.; Marshall, E. K., Jr.

J. Siol. Chern. 1939, 128, 537.



COHPONENTS:
(1) Acetamide, N-[4-[(2-thiazolylamino)-

sulfonly]phenyl]-(N4-acetylsulfathi
azole); CllHllN303S2; [127-76-4]

(2) Phosphoric acid, disodium salt;
Na2HP04; [7558-94-4]

(3) Phosphoric acid, monopotassium salt;
KH2P04; [7778-77-0]

(4) Water; H20; [7732-18-5]

VARIABLES:

pH

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Hekster, Y. A.; Vree, T. B.;

Damsma, J. E.; Friesen, W. T.

J. Antimiarob. Chemother. 1981, 8,

133-44.

PREPARED BY:

R. Piekos
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pH

5.5

7.5

mg/l

54

233

Solubility at 250 C

1.8

7.83

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:
Satd solns of ~4-acetylsulfathiazolewere

prepd in phosphate buffers of pH 5.5 and 7.5

at room temp (250 C). The concn of the solute

was measured by means of a Spectra Physics

3500B high-performance liquid chromatograph

equipped with a column oven (Model 748) and

a Pye-Unicam LC-UV spectrophotometric detec

tor. The detector was connected to a l-mV

recorder. A stainless steel column (10 cm

x 4.6 mm i.d.) was packed with Lichrosorb

RPS, 5 ]JIm, obtained from Chrompack. An in

jection loop of 100 ul was used. The oven

temp was 40oC. Detection of the solute was

performed at 260 nm.

4A-1

SOURCE AND PURITY OF MATERIALS:
The source and purity of the materials

was not specified.

ESTIMATED ERROR:
The detection limit of the solute by HPLC
was 0.5 mg/l (authors). The error in temper-

ature and pH was not specified.

REFERENCES:
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COMPONENTS: ORIGINAL MEASUREMENTS:

(1) Butanoic acid. 4-oxo-4{[4-[(2-thiazolyl Burlage. H.M. J. Am. Pharm. A88oa. Sai.

amino)sulfonyl]phenyl)amino]-(sulfa- Ed. 1948. 37, 345.

suxidine); C13H13N30SS2; [116-43-8)

(2) 2-Propanol; C3H80; [67-63-0)

VARIABLES:

One temperature: 2SoC

EXPERIMENTAL VALUES:

PREPARED BY:

R. Piekos

Solubility of sulfasuxidine in 2-propanol at 2SoC is 0.5690 g/lOO cm3

solution (1.601 x 10-2 mol dm-3• compiler ).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:
Satd soln of sulfasuxidine in 2-propanol

were prepd at 2SoC and definite vols of the

solns were measured into tared dishes by

means of standard pipets. The alcohol was

allowed to evap at room temp and the residue

was dried at 105°C. In the case of losses

due to apparent decompn. the residue was

dried in a desiccator.

SOURCE AND PURITY OF MATERIALS:
The sulfasuxidine N.N.R. was manufd by

Sharp and Dohme. The source and purity

of 2-propanol was not specified.

ESTIMATED ERROR:

Nothing specified

REFERENCES:

1. Burlage. H. M.

Sai. Ed. ~.

J. Am.

36(1),

Pharm.

16.

A88oa.



EVALUATOR:
Anthony N.
Department
University
Kingston,

COHPONENTS:
(1) Benzenesulfonamide, 4-amino-N-(4-methyl

2-thiazolyl)- (sulfamethylthiazole);
ClOHllN302S2; [515-59-3)

(2) Water

CRITICAL EVALUATION:

Ryszard
Faculty
Gdansk,

Paruta
of Pharmaceutics
of Rhode Island
Rhode Island, USA
and

Piekos
of Pharmacy, University of Gdansk

Poland 1986
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Sulfamethylthiazole solubilities in water at 3l0K have been reported by three groups
(1-3). In 1940, Roblin et al. (I), using a correct technique gave a solubility value of
1.07 x 10-3 mol dm-3• Durel and Allinne's (2) is 0.965 x 10-3 mol dm-3• In this case,
however, no details are provided for the analytical method or error estimate, but it is
considered of sufficient accuracy to use in the average result. Sapozhnikova and Postov
skii (3) provide a value at 3l0K of 0.869 x 10-3 mol kg-I. The short equilibrium time of
one hour probably mitigate against being a saturation value and was not consideredfurtheL
The simple average of the two acceptable values allow for a recommended value of 1.02 x
10-3 mol dm-3 in water at 3l0K.

REFERENCES:

(1)

(2)
(3)

Roblin, R.O., Jr.; Williams, J.H.; Winnek, P.S.; English,
1940, 62. 2002-5.
oureI, M.P.; Allinne, M. Bun. Boa. Med. Hop. Paris
Sapozhnikova, N.V.; Postovskii, I.Ya. Zh. PrikZ. Khim.

J.P. J. Am.

III 1941,
1944:--17.

Chern. Boa.

251-9.
427-34.
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COMPONENTS:
(1) Benzenesulfonamide, 4-amino-N-(4-methyl

2-thiazolyl)-(sulfamethylthiazole);

ClOHllN302S2; [515-59-3)

(2) Water; H20; [7732-18-5)

VARIABLES:

One temperature: 370 C

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:
Roblin, R. 0., Jr.; Williams, J. H.;

Winnek, P. S.; English, J. P.

J. Am. Chern. 80a. 1940, 62, 2002-5.

PREPARED BY:
R. Piekos

SOURCE AND PURITY OF MATERIALS:
Sulfamethylthiazole had mp of 237-8oC

(cor) consistent with the literature data.

Purity of the water was not specified.

Solubility of sulfamethylthiazole in water at 37 0 C is 28.9 mg/lOO cm3

solution ( 1.07 x 10-3 mol dm-3 , compiler ).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:
Excess sulfamethylthiazole in water was

heated and stirred on a steam bath for 30

min. The suspension was then agitated for

24 h in a thermostat at 37oC. A sample of

the satd soln was withdrawn through a glass

filter, dild, and analyzed by the Marshall

method (1) using a General Electric record-

ing spectrophotometer for comparing the

colors developed with those of the standard~ ESTIMATED ERROR:

Nothing specified

REFERENCES:

1. Bratton, A. C.; Marshall, E. K~ Jr.

J. PharmaaoZ. 1939, 66, 4.



COMPONENTS: ORIGINAL MEASUREMENTS:
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(1)

(2)

Benzenesulfonamide, 4-amino-N-(4-methyl

2-thiazolyl)-(sulfamethylthiazole);

ClOHllN302S2; [515-59-3]

Water; H20; [7732-18-5]

Durel, M.P. ; Allinne, M.

BuH. Soc. Med. Hop. Paris

1941, 251-9.

III

VARIABLES:

One temperature: 370 C

EXPERIMENTAL VALUES:

PREPARED BY:
R. Piekos

Solubility of sulfamethylthiazole in water at 37 0 C is 0.26 g/liter

( 9.65 x 10-4 mol dm- 3, compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

A mixt of sulfamethylthiazole and water

was agitated for 24 hours at 37oC.

SOURCE AND PURITY OF MATERIALS:

Source and purity of sulfamethylthiazole

was not specified.

Distilled water was used.

ESTIMATED ERROR:

Nothing specified

REFERENCES:
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COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-(4

methyl-2-thiazolyl)-(sulfamethylthi

azole); ClOHllN302S2; [515-59-3]

(2) Water; H20; [7732-18-5]

VARIABLES:

Temperature

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Sapozhnikova, N. V.; Postovskii, I. Ya.

Zh. PrikZ. Khim. 1944, 17. 427-34.

PREPARED BY:
R. Piekos

Solubility

t/oC
102 mol kg- lWeight% watera

20 0.0088 3.47

37 0.0220 8.69

50 0.0423 1.67

75 0.130 5.14

99 0.390 ; 0.333 b 15.46; 13.19

a Calculated by compiler

b Calculated from the heat of dissolution (9,866 cal mol-I)

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

Sulfamethylthiazole was dissolved in water

to form a satd soln which was occasionally

agitated in a glass vessel immersed in a

thermostat. The equilibrium was usually

attained after 1 h. Five- to 100-cm3 sam

ples of the satd soln were placed in Pt cru

cibles or dishes and evapd to dryness at

temps lower than 110-1150C. The residue

was dried to const wt at 105-ll00C and

weighed.

SOURCE AND PURITY OF MATERIALS:

Pure, recrystd sulfamethylthiazole was used.

Its mp conformed to that reported in the

literature.

Purity of the water was not specified.

ESTIMATED ERROR:
Soly: quite reliable results were obtained
over the temp range 20-750C. At higher temps
the accuracy was pure due to evapn of water
during sampling (authors). Temp:tO.050C(aut~ors) .

REFERENCES:
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KrUger-Thiemer, E.

Arah. De:rmatol. 183,Syphilis 194Z,

90-116.

COMPONENTS: ORIGINAL MEASUREMENTS:
(1) Benzenesulfonamide, 4-amino-N-(4-methyl-

Z-thiazolyl)- (sulfamethylthiazole);
ClOHllN30ZSZ; [515-59-3]

(Z) Phosphoric acid, disodium salt;
NaZHP04; [7558-94-4]

(3) Water; HZO; [773Z-l8-5]

VARIABLES: PREPARED BY:

One temperature: ca ZOoC; one pH: 8.74 R. Piekos

EXPERIMENTAL VALUES:

Solubility of sulfamethylthiazole in a 0.705 M (10%) Na ZHP04 solution

of pH 8.74, at room temperature (about ZOoC), is 0.058 g% ( Z.15 x

10-3 mol dm-3 solution, compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:

Sulfamethylthiazole (0.5 g) was dissolved in

10 cm3 of the 0.705 M (10%) Na ZHP04 soln

of pH 8.74, shaken for Z h at room temp

(about ZOoC), and filtered. A l-cm3 aliquot

of the filtrate was withdrawn, cooled, aci

dified with 1 cm3 of ZN HC1, and the sulfon

amide content was detd colorimetrically by

the method of Marshall modified by Kimmig

(1) using an Authenrieth colorimeter. The pH

was detd on an ult.aionograph using a glass

electrode.

Sulfamethylthiazole was the product manufd

by Sanebo under the name Ultraseptyl. The

source and purity of the remaining materials

was not specified.

ESTIMATED ERROR:
Soly: precision ±5% (author)
Temp: not specified
pH : ±0.05 pH unit (author)

REFERENCES:

1. Kimmig, J.

1'16, 72Z;

Arah. De:rmatol. 1938,

Erg. Hyg. 1941, 24, 398.
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COMPONENTS:
(1) Benzenesulfonamide, 4-amino-N-4-methyl

2-thiazolyl)- (sulfamethylthiazole);
ClOHllN302S2; [515-59-3]

(2) Phosphoric acid, monopotassium salt;
KH2P04 ; [7778-77-0]

(3) Water; H20; [7732-18-5]

VARIABLES:

One temperature: ca 200 C; one pH: 4.37

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

KrUger-Thiemer, E.

Arch. DermatoZ. SyphiZis

90-116.

PREPARED BY:

R. Piekos

183,

Solubility of sulfamethylthiazole in a 0.735 M (10%) KH 2P04 solution

of pH 4.37, at room temperature ( about 200 C ), is 0.0094 g%

( 3.5 x 10-4 mol dm-3 solution, compiler).

AUXILIARY INFORMATION

Sulfamethylthiazole

10 cm3 of the 0.735

pH 4.37, shaken for

200 C), and filtered.

METHOD/APPARATUS/PROCEDURE:

(0.5 g) was dissolved in

M (10%) KH2P04 soln of

2 h at room temp (about

A l-cm3 aliquot of

SOURCE AND PURITY OF MATERIALS:

Sulfamethylthiazole was the product manufd

by Sanebo under the name Ultraseptyl.

The source and purity of the remaining

materials was not specified.

the filtrate was withdrawn, cooled, acidifi

ed with 1 cm3 of 2N HCl, and the sulfonamide

content was detd colorimetrically by the

method of Marshall modified by Kimmig (1)

using an Authenrieth colorimeter. The pH

was detd on an ultraionograph using a glass

electrode.

ESTIMATED ERROR:
Soly: precision ±5%
Temp: not specified
pH : ±0.05 pH unit

(author)

(author)

REFERENCES:

1. Kimmig, J. Arch. DermatoZ. 1938,

176, 722; Erg. Hyg. 1941, 24, 398.



COMPONENTS: ORIGINAL MEASUREMENTS:
(1) Benzenesu1fonamide, 4-amino-N-(4-methy1- KrUger-Thiemer, E

2-thiazo1y1)- (su1famethy1thiazo1e); •
C10H11N302S2; [515-59-3) Arah. DermatoZ. SyphiZis

(2) Phosphoric acid, disodium salt; 90-116.
Na2HP04; [7558-94-4)

(3) Phosphoric acid, monopotassium salt;
KH2P04 ; [7778-77-0)

~(4~)~~w~a,=t~e_r_;_H_2_0_;__[_77_3_2_-_1_8_-_5_) -i PREPARED BY:
VARIABLES:

183,

237

Temperature, pH

EXPERIMENTAL VALUES:

R. Piekos

Solubility

Room temp (ca 200C)

Composition of 1/15 M phosphate

buffer solutions

%content
pH

g% 103 mol dm-3

solutiona
g% 103 mol dm-3

solutiona

1.0

10.0

61.1

9.5

94.7

99.0

90.0

38.9

0.5

5.3

0.91

0.91

0.93

0.733b

0.95

4.944

5.906

7.005

7.510

8.018

0.021

0.021

0.022

0.0178

0.042

0.780

0.780

0.817

0.661

1.559

0.023

0.028

0.854

1.040

a Calculated by compiler

b Molar content: 10% buffer solution

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:

Su1famethy1thiazo1e was the product manufd

by Sanebo under the name U1trasepty1.

The source and purity of the remaining

materials was not specified.

Su1famethy1thiazo1e (0.5 g) was dissolved

in 10 cm3 of a buffer soln, shaken for 2 h

at 200C (or left for 48 h at 370C), and

filtered at respective temp. A 1-cm3 ali

quot of the filtrate was withdrawn, cooled

(di1d for expts at 37°C), acidified with

1 cm3 of 2N HC1, and the sulfonamide con

tents was detd co10rimetrica11y by the me

thod of Marshall modified by Kimmig (1)

using an Autenrieth colorimeter. The pH

was detd on an u1traionograph using a glass

electrode.

ESTIMATED ERROR:
Soly: precision ~5%

Temp: not specified
pH : ~0.05 pH unit

REFERENCES:

(author)

(author)

4,0\-1*

1. Kimmig, J.

1'16, 722;

Arah. DermatoZ. 1938,

Erg. Hyg. 1941, 24, 398.
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COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-(4-methyl

2-thiazolyl)- (sulfamethylthiazole);

CIOHIIN302S2; [515-59-3]

(2) 2-Propanone (acetone); C3H60;

[67-64-1]

VARIABLES:

Temperature

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Gutierrez, F. H.

AnaZe8 fi8. quim. (Madrid) 1945, 41,

537-60.

PREPARED BY:

R. Piekos

mol/ldacetone mmol/mol
acetone

1 + Xf
cc

0 1.068 1.050 8.700 32.3 2.30 93.63 114.90

5 1.125 1.112 9.099 33.7 2.42 88.88 109.90

10 1.410 1.361 11.322 42.0 3.04 70.92 88.32

15 1.504 1.482 11.988 44.5 3.24 66.49 83.35

20 1.677 1.649 13.268 49.3 3.64 59.63 75.37

25 1.813 1. 783 14.236 52.9 3.93 55.16 70.24

30 2.152 2.107 16.771 62.1 4.64 46.47 60.44

35 2.505 2.445 19.371 71.9 5.40 39.92 51.62

40 2.903 2.822 22.278 82.7 6.26 34.44 44.84

45 3.513 3.394 26.798 99.5 7.57 28.46 37.32

50 4.524 4.328 34.179 126.9 9.76 23.10 29.25

aG - p 100 where p and P are the weights of solute and solution,P - P
, resp.

bE - G 100 cg/l acetone; d should be mmol/l acetone (compiler);
G + 100 ;

eg of acetone required to dissolved 1 g of solute; fvolume (cm3) of acetone required

to dissolve 1 g of solute.

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:
A special all-glass app was constructed ena-

bling the prepn of satd solns, agitation by

bubbling a stream of acetone-satd N, filtra

tion, and distn off the solvent without con

tact with air. Two exhangeable dissoln ves

sels of 15 and 8 cm3 working capacity were

used depending on the soly of solute. The

app was immersed in a thermostat. The vols

of acetone used were 15 or 5 cm3, and the

equilibration time was 2-2.5 h. The satd

solns were filtered, weighed, the solvent

was distd off, the residues were dried at

1050 C, weighed, and examd for the presence

of solvated acetone.

SOURCE AND PURITY OF MATERIALS:
The source of the materials was not specifi-

ed. Pure,anhyd acetone was used. The ab

sence of impurities and water was confirmed

by procedures of the German Pharmacopeia

VI and Spanish Pharmacopeia VIII.

The purity of sulfamethylthiazole was not

specified.

ESTIMATED ERROR:
Soly: measurements were repeated until 2 va
lues not differing in the second decimal
were obtained (author).
Temp: ±O.loC (author).

REFERENCES:



EVALUATOR:
Anthony N.
Department
University
Kingston,

COHPONENTS:
(1) Acetamide, N-[4-[[(4-methy1)-2

thiazo1y1amino]su1fony1]pheny1]
(acetyl su1famethy1thiazole);
C12H13N303S2; [71119-13-6]

(2) Water

CRITICAL EVALUATION:

Ryszard
Faculty
Gdansk,

Paruta
of Pharmaceutics
of Rhode Island
Rhode Island, USA
and

Piekos
of Pharmacy, University of Gdansk

Poland 1986
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For this compound, the acetyl derivative of the previously evaluated sulfonamide,
two values were available (1,2) in water at 3l0K. Roblin et al. (1) give a value of
1.8 x 10-4 mol dm-3, and Durel and Allinne (2) 2 x 10-4 mol dm-3• Both groups used quite
adequate equilibrium times, though Durel and Allinne (2) do not specify the analytical
technique. The similarity of the two values is considered to be evidence of accuracy
and an average value of 1.9 x 10-4 mol dm-3 is the recommended value in water at 3l0K. It
is interesting to note that the acetyl-derivative possesses a solubility of about one
fifth (20%) of the parent compound, sulfamethylthiazole. This is usually the case, de
creasing solubility for acetyl-derivative compounds.

REFERENCES:

(1) Roblin, R.O., Jr.; Williams, J.H.; Winnek, P.S.; English, J.P. J. Am. Chern. 80a.
1940, 62, 2002-5.

(2) Durel, M.P.; Allinne, M. BuH. 80a. Med. Hop. Paris III 1941, 251-9.
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COMPONENTS:
(1) Acetamide, N-[4-[[(4-methyl)-2-thiazo-

lylamino]sulfonyl]phenyl]- (acetyl

sulfamethylthiazole); C12H13N303S2;

[ 71119-13-6]

ORIGINAL MEASUREMENTS:
Roblin, R. 0., Jr.; Williams, J. H.;

Winnek, P.S.; English, J. P.

J. Am. Chern. Soa. 1940, 62. 2002-5.

(2) Water; H20; [7732-18-5]

VARIABLES:
One temperature: 37 0 C

EXPERIMENTAL VALUES:

PREPARED BY:
R. Piekos

Solubility of acetyl sulfamethylthiazole in water at 37 0 C is 5.5 mg/lOO

cm3 solution ( 1.8 x 10-4 mol dm-3 , compiler).

AUXILIARY INFORMATION

METHon/APPARATUS/PROCEDURE:

Excess acetyl sulfamethylthiazole in water

was heated and stirred on a steam bath for

30 min. The suspension was then agitated

for 24 h in a thermostat at 37oC. A sample

of the satd soln was withdrawn through a

glass filter, dild, and analyzed by the

Marshall method (1) using a General Electric

spectrophotometer for comparing the colors

developed with those of the standards.

SOURCE AND PURITY OF MATERIALS:

Acetyl sulfamethylthiazole was prepd by

treating 2 moles of 2-amino-4-methyl

thiazole with 1 mole of acetylsulfanilyl

chloride in an AcOEt or dioxane soln.

Purity of the water was not specified.

ESTIMATED ERROR:

Nothing specified

REFERENCES:

1. Bratton, A. C.;

J. Phar'l71aao Z.

Marshall, E. K., Jr.

1939, 66. 4.



ORIGINAL MEASUREMENTS:
Durel, M.P.; Allinne, M.

Bull. Soa. Med. Hop. Paris III

COMPONENTS:

(1) Acetamide, N-[4-[[(4-methyl-2

thiazolyl)amino]sulfonyl]phenyl]

(acetyl sulfamethylthiazole);

C12H13N303S2; [71119-13-6]

(2) Water; H20; [7732-18-5]

1941, 251-9.

241

VARIABLES:
One temperature: 37°C

EXPERIMENTAL VALUES:

PREPARED BY:
R. Piekos

Solubility of acetyl sulfamethylthiazole in water at 37°C is

0.07 g/liter (2 x 10-4 mol dm-3 , compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

A mixt of acetyl sulfamethylthiazole and

water was agitated for 24 hours at 37°C.

SOURCE AND PURITY OF MATERIALS:
Source and purity of acetyl sulfamethyl-

thiazole was not specified.

Distilled water was used.

ESTIMATED ERROR:

Nothing specified.

REFERENCES:
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COMPONENTS: ORIGINAL MEASUREMENTS:

(1) Acetamide. N-[4-[[(4-methyl-2-thiazolyl- Sapozhnikova. N. V.; Postovskii. I. Ya.

amino)sulfonyl]phenyl]- (acetyl sulfa- Zh. PrikZ. Khim. 1944. 17, 427-34.

methylthiazole); C12H13N303S2;

[71119-13-6]

[ 7732-18-5]

VARIABLES:

Temperature

EXPERIMENTAL VALUES:

PREPARED BY:

R. Piekos

Solubility
to/C

Weight% 103 mol kg-l watera

20 0.0022 0.071

50 0.0080; O.OlOOb 0.260; 0.320

75 0.0350 1.100

99 0.0860b 2.800

a Calculated by compiler

b Calculated from the heat of dissolution

( 10.548 cal mol-l ).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:
Acetyl sulfamethylthiazole was dissolved in Pure. recrystd acetyl sulfamethylthiazole

water to form a satd soln which was occa

sionally agitated in a glass vessel immersed

in a thermostat. The equilibrium was usual

ly attained after 1 h. Five- to 100-cm3

samples of the satd soln were placed in Pt

crucibles or dishes and evapd to dryness

at temps lower than 110-11SoC. The residue

was dried to const wt at 10S-1100C and

weighed.

was used. Its mp conformed to that re

ported in the literature.

Purity of the water was not specified.

ESTIMATED ERROR:Soly: quite reliable results
were obtained over the temp range 20-7SoC. At
higher temps the accuracy was poor due to
evapn of water during sampling (authors).
Temp: to.OSo C (authors).
REFERENCES:
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COMPONENTS:
(1) Acetamide,N-[4-[[(4-methyl-2-thiazolyl~

amino)sulfonyl)phenyl)- (acetyl sulfa
methylthiazole); C12H13N303S2;
[ 71119-13-6)

(2) Phosphoric acid, disodium salt;
Na2HP04; [7558-94-4)

(3) Water; H20; [7732-18-5)

ORIGINAL MEASUREMENTS:

KrUger-Thiemer, E.

Arah. DermatoZ. SyphiZis

90-116.

1942, 183,

VARIABLES:

One temperature: ca 20oC; one pH: 8.74

PREPARED BY:

R. Piekos

EXPERIMENTAL VALUES:

Solubility of acetyl sulfamethylthiazole in a 0.705 M (10%) Na2HP04

solution of pH 8.74 at room temperature ( about 200 C ) is 0.052 g%

( 1.67 x 10-3 mol dm-3 solution, compiler).

AUXILIARY INFORMATION

SOURCE AND PURITY OF MATERIALS:

Acetyl sulfamethylthiazole (source not

specified) gave no coloration upon diazo

tization of its satd soln, thus showing

absence of sulfamethylthiazole. The

source and purity of the remaining materi

als was not specified.

(author)

(author)

ESTIMATED ERROR:
Soly: precision ±5%
Temp: not specified
pH : ±0.05 pH unit

METHOD/APPARATUS/PROCEDURE:

Acetyl sulfamethylthiazole (0.5 g) was dis

solved in 10 cm3 of the 0.705 M (10%) Na2HPQ

soln, shaken for 2 h at room temp (about

20oC), and filtered. The filtrate was treat

ed with equal vol of 2N HCl and refluxed for

15 min. After proper diln, a l-cm3 aliquot

was withdrawn, acidified, cooled, and the

sulfonamide content was detd colorimetrical-
1--------------------1ly (as sulfamethylthiazole) by the Marshall

method modified by Kimmig (1) using an

Autenrieth colorimeter. The pH was detd on

an ultraionograph using a glass electrode.
REFERENCES:

1. Kimmig, J. Arah. DermatoZ. 1938,

1r6, 722; Erg. Hyg. 1941, 24, 398.
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183,

E.

Syphil.isDe!'l11atoZ.

KrUger-Thiemer.

90-116.

Arch.

(2) Phosphoric acid. monopotassium salt;
KH2P04 ; [7778-77-0)

(3) Water; H20; [7732-18-5)

COMPONENTS: ORIGINAL MEASUREMENTS:
(1) Acetamide. N-[4-[[(4-methyl-2-thiazolyl)-

amino)sulfonyl)phenyl)- (acetyl sulfa
methylthiazole); C12H13N303S2;
[71119-13-6)

VARIABLES:

One temperature: ca 20oC; one pH: 4.37
PREPARED BY:

R. Piekos

EXPERIMENTAL VALUES:

Solubility of acetyl sulfamethylthiazole in a 0.735 M (10%) KH2P04

solution of pH 4.37 at room temperature ( about 200 C ) is 0.0039 g%

( 1.25 x 10-4 mol dm- 3• compiler ).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:

Acetyl sulfamethylthiazole (source not spe

cified) gave no coloration upon diazotiza

tion of its satd soln. thus showing absence

of sulfamethylthiazole. The source and

purity of the remaining materials was not

specified.

(author)

(author)
ESTIMATED ERROR:
Soly: precision t5%
Temp: not specified
pH : to.05 pH unit

Acetyl sulfamethylthiazole (0.5 g) was dis

solved in 10 cm3 of the 0.735 M (10%)

KH2P04 soln. shaken for 2 h at room temp

(about 200 C). and filtered. The filtrate was

treated with equal vol of 2N HCl and reflux

ed for 15 min. After proper diln. a l-cm3

aliquot was withdrawn. acidified. cooled.

and the sulfonamide content was detd colori-I---------------------l
metrically (as sulfamethylthiazole) by the

Marshall method modified by Kimmig (1) using

an Autenrieth colorimeter. The pH was detd
on an ultraionograph using a glass electrod~,~~ ~

REFERENCES:

1. Kimmig. J.

176, 722.

398.

Arch. De!'l11atoZ. 1938.

Erg. Hyg. 1941. 24,



ORIGINAL MEASUREMENTS:

KrUger-Thiemer, E.

Arch. DermatoL. SyphiLis

90-116.

COMPONENTS:
(1) Acetamide, N-[4-[[(4-methyl-2-thiazoly l r

amino]sulfonyl]phenyl]- (acetyl sulfa
methylthiazole); C12H13N303S2;
[71119-13-6 ]

(2) Phosphoric acid, disodium salt; Na2HP04;
[7558-94-4]

(3) Phosphoric acid, monopotassium salt;
KH2P04; [7778-77-0]

~'f":,,i4::-)::-:-:w::-:a~t:-::e:-r....:.;__H2::.0_;;,.-......;[_7_7_3_2-_l_8_-_5";] --l PREPARED BY:
fJARIABLES:

Temperature; pH

EXPERIMENTAL VALUES:

R. Piekos

245

1942, 183,

Composition of 1/15 M phosphate

buffer solutions

Solubility

Room temp (ca 200 C)

%content
pH

g% g%

solution solution

purity of the remaining materials were not

specified.

SOURCE AND PURITY OF MATERIALS:
Acetyl sulfamethylthiazole (source not spe

cified) gave no coloration upon diazotiza

tion of its satd soln, thus showing absence

of sulfamethylthiazole. The source and

1.0 99.0 0.91 4.944 0.0069 2.215 - -

10.0 90.0 0.91 5.906 0.0070 2.248 0.0092 2.954

61.0 38.9 0.93 7.005 0.0078 2.505 0.0188 6.037

9.5 0.5 0.733b 7.510 0.0097 3.115 - -

94.7 5.3 0.95 8.018 0.0199 6.391 - -

aCalculated by compiler

bMolar content; 10% buffer solution

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

Acetyl sulfamethylthiazole (0.5 g) was dis

solved in 10 cm3 of a buffer soln, shaken for

2 h at 200 C (or left for 48 h at 37 0 C), and

filtered at respective temp. The filtrate

was treated with equal vol of 2N HCl and re

fluxed for 15 min. After proper diln, a l-cm3

aliquot was withdrawn, acidified, cooled, and

the sulfonamide content was detd colorimetri-

cally (as sulfamethylthiazole) by the Mar- ESTIMATED ERROR:

shall n~thod modified by Kimmig (1) using an Soly: precision ±5% (author)

Authenrieth colorimeter. The pH was detd on Temp: not specified

an ultraionograph using a glass electrode. pH: ±0.05 pH unit (author)
REFERENCES:

1. Kimmig, J. Arch. DermatoL.

176, 722; Erg. Hyg. 1941,

1938,

24, 398.
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COMPONENTS: ORIGINAL MEASUREMENTS:

(1) Benzenesulfonamide. 4-amino-N-(3-methy} Shepherd. R. G.; Bratton, A. C.;

2,3-dihydro-2-thiazolyl)-; Blanchard, K. C.; J. Am. Chern. Soa.

ClOHllN302S2; [51203-20-4] 1942. 64, 2532-7.

(2) Water; H20; [7732-18-5]

VARIABLES:

One temperature: 370 C

EXPERIMENTAL VALUES:

PREPARED BY:

R. Piekos

Solubility of 4-amino-N-(3-methyl-2.3-dihydro-2-thiazolyl) benzene

sulfonamide in water at 370 C is 22 mg% ( 8. 2 x 10-4 mol dm-3

solution, compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

The sulfonamide was assayed colorimetrically

(1). No details were given.

SOURCE AND PURITY OF MATERIALS:

The sulfonamide, mp 250-loC. was synthe

sized by the authors. Analysis: %C 44.49

(calcd 44.60); %H 4.13 (4.12); %N 15.54

(15.60). Colorimetric factor: 0.656 (calcd

0.639).

Purity of the water was not specified.

ESTIMATED ERROR:

Nothing specified

REFERENCES:

1. Bratton. A. C.; Marshall. E. K•• Jr.

J. BioZ. Chern. 1939, 128, 537.



COMPONENTS: ORIGINAL MEASUREMENTS:

247

(1) Benzenesu1fonamide, 4-amino-N-(3-methy1- Kitao, K.; Kubo, K.; Morishita, T.;

2,3-dihydro-2-thiazo1y1)-; Yata, N.; Kamada, A.

C10HUN302S2 ;
(2) Water; H20;

[51203-20-4)

[77 32-18-5)

Chern. Pharm. BuZZ. 21, 2417-26.

VARIABLES:

One temperature: 37 0 C

EXPERIMENTAL VALUES:

PREPARED BY:

R. Piekos

Solubility of 4-amino-N-(3-methyl-2,3-dihydro-2-thiazo1y1)benzene

sulfonamide in water at 37 0 C is 0.569 mmo1 dm-3 solution.

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:
The sulfonamide was assayed by diazotizati

on. No details were given.

SOURCE AND PURITY OF MATERIALS:
The sulfonamide was synthesized by the

authors. Its purity was not specified.

Deionized water was used.

ESTIMATED ERROR:

Soly:

Temp:

not specified.

±loC (authors).

REFERENCES:
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COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N- ( 3

methyl-2,3-dihydro-2-thiazolyl)

ClOHllN302S2; [51203-20-4]

(2) Methane-, trichloro-; CHC1 3;
[67-66-3]

VARIABLES:

One temperature: 370 C

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Kitao, K.; Kubo, K.; Morishita, T.;

Yata, N.; Kamada, A. Chern. Pha~. Butt.

1973, 21, 2417-26.

PREPARED BY:

R. Piekos

Solubility of 4-amino-N -(3-methyl-2,3-dihydro-2-thiazolyl)benzene

sulfonamide in CHC13 at 37 0 C is 3.15 mmol dm-3 solution.

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

One ml of the sulfonamide soln in CHC1 3 at

equilibrium was taken into a test tube. Af

ter evapn of the solvent, the residue was

dissolved in IN HCl, the soln was properly

dild with dionized water and the concn of the

sulfonamide was detd by diazotization.

SOURCE AND PURITY OF MATERIALS:
The sulfonamide was synthesized by the

authors. Its purity was not specified.

Neither source nor purity of the CHC13
was specified.

ESTIMATED ERROR:
Soly: not specified.

Temp: ±loC (authors).

REFERENCES:



COMPONENTS:

1) Benzenesu1fonamide, 4-amino-N-2-[3-(2

hydroxyethy1)-2,3-dihydro-2-thiazo1y1)-;

C11H15N303S2; [71119-27-2)

2) Water; H20; [7732-18-5)

VARIABLES:

One temperature: 37 0 C

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Shepherd, R. G.; Bratton, A. C.;

Blanchard, K.C.; J. Am. Chern. Boa.

1942, 64. 2532-7.

PREPARED BY:
R. Piekos

249

Solubility of 4-amino-N-2-[3-(2-hydroxyethy1)-2,3-dihydro-2-thiazo1y1)

benzenesulfonamide in water at 370 C is 169 mg% (5.96 x 10-3 mol dm-3

solution, compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:
The sulfonamide was assayed co1orimetrica11y

(1). No details were given.

SOURCE AND PURITY OF MATERIALS:
The sulfonamide, mp 159-60oC, was synthe-

sized by the authors. Analysis: %C 44.42

(ca1cd 44.13); %H 4.35 (4.38); %N 14.36

(14.04). Colorimetric factor: 0.600

(ca1cd 0.575).

Purity of the water was not specified.

ESTIMATED ERROR:

Nothing specified.

REFERENCES:

1. Bratton, A. C.; Marshall, E. K. Jr.

J. Biot. Chern. 1939, 128. 537.



250

COMPONENTS:

(1) Benzenesulfonamide. 4-amino-N-Z-benzo

thiazolyl-; C13HllN30ZSZ; [6138-01-8)

(Z) Water; HZO; [7732-18-5)

VARIABLES:

One temperature: 37 0 C

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Roblin. R. O••Jr.; Williams. J. H.;

Winnek. P.S.; English. J. P.

J. Am. Chem. Boa. 1940. 62, ZOOZ-5.

PREPARED BY:

R. Piekos

Solubility of 4-amino-N-Z-benzothiazolylbenzenesulfonamide in water at 37 0 C

is 0.1 mg/IOO cm3 solution (3 x 10-6 mol dm-3• compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:
Excess sulfonamide in water was heated and

stirred on a steam bath for 30 min. The

suspension was then agitated for Z4 h in a

thermostat at 370 C. A sample of the satd

soln was withdrawn through a glass filter.

dild. and analyzed by the Marshall method

(1) using a General Electric recording

spectrophotometer for comparing the colors

developed with those of the standards.

SOURCE AND PURITY OF MATERIALS:
The sulfonamide. mp 304-50 C (cor. dec)

was prepd by the authors. Anal: %C 38.Z

(calcd 37.5); %H Z.9 (3.1); %N Zl.O

(Zl.8). Purity of the water was not spe

cified.

ESTIMATED ERROR:

Nothing specified.

REFERENCES:

1. Bratton. A. C.; Marshall. E. K•• Jr.

J. PharmaaoZ. 1939. 66, 4.



COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-4-[4-(4

biphenylyl)-2-thiazolyl]-;

C2lH17N302S2; [71119-15-8]

(2) Water; H20; [7732-18-5]

VARIABLES:

One temperature: 37 0 C

EXPERIMENTAL VALUES:

251

ORIGINAL MEASUREMENTS:

Roblin, R. 0., Jr.; Williams, J. H.

Winnek, P. S.; English, J. P.

J. Am. Chern. Soa. 1940, 82. 2002-5.

PREPARED BY:

R. Piekos

Solubility of 4-amino-N-4-[4-(4-biphenylyl)-2-thiazolyl]benzenesulfonamide

in water at 370 C is 0.1 mg/lOO cm3 solution ( 2

AUXILIARY INFORMATION

x 10-6 mol dm-3, compiler ).

METHOD/APPARATUS/PROCEDURE:

Excess sulfonamide in water was heated and

stirred on a steam bath for 30 min. The

suspension was then agitated for 24 h in a

thermostat at 37oC. A sample of the satd

soln was withdrawn through a glass filter,

dild, and analyzed by the Marshall method

(1) using a General Electric recording spec

trophotometer for comparing the colors de

veloped with those of the standards.

SOURCE AND PURITY OF MATERIALS:

The sulfonamide was prepd by the authors.

Mp 304-50 C (cor, dec). Anal: %C 51.1

(calcd 51.1); %H 3.9 (3.6) ; %N 13.6

(13.8). Purity of the water was not spe

cified.

ESTIMATED ERROR:

Nothing specified

REFERENCES:

1. Bratton, A. C.;

J. Pharmaao Z.

Marshall, E. K., Jr.

1939, 88. 4.



ORIGINAL MEASUREMENTS:

Hekster, Y. A.; Vree, T. B.;

Damsma, J. E.; Friese, W. T.

J. Antimiarob. Chemother.

133-44.

252

COMPONENTS:
(1) Benzenesulfonamide, 4-amino-N-(4-methoxy

l,2,5-thiadiazol-3-yl)-; (Sulfametrole);
C9HION403S2; [32909-92-5]

(2) Phosphoric acid, disodium salt;
Na2HP04; [7558-94-4]

3) Phosphoric acid, monopotassium salt;
KH2P04 ; [7778-77-0]

...4:,:"):-::-:;-:w-;:a-:-t,::,er::-;__H.=,2_0_;__[_7_7_32_-_1_8_-_5_] -i PREPARED BY:
VARIABLES:

pH

EXPERIMENTAL VALUES:

Solubility at 250 C

R. Piekos

8,

pH

5.5

7.5

mg/l

460

1700

1.61

5.94

aCalculated by compiler

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:

Sulfametrole was obtained from Warrick

Nederland. The compd was 100% pure

according to the HPLC chromatogram.

The source and purity of the remaining

materials were not specified.

Satd solns of sulfametrole were prepd in

phosphate buffers of pH 5.5 and 7.5 at

room temp (250 C). The concn of the solute

was measured by means of a Spectra Physics

3500B high-performance liquid chromatograph

equipped with a column oven (Model 748) and

a Pye-Unicam LC-UV spectrophotometric detec

tor. The detector was connected to a I-mV

recorder. A stainless steel column (10 cm x ESTIMATED ERROR:
4.6 mm i.d.) was packed with Lichrosorb RPS, The detection limit of the solute by HPLC

was 0.5 mg/l (authors).
5 ~m, obtained from Chrompack. An injection

loop of 100 pI was used. The oven temp was

40oC. Detection of sulfametrole was per

formed at 260 nm.

The error in temperature and pH were not
specified.
REFERENCES:



COMPONENTS:
(1) Acetamide. N-[(4-aminophenyl)sulfonyl)

~-f4-methoxY-l.2.5-thiadiazol-3-yl)-
(N -acetylsulfametrole) CllH12N404S2;
[84930-17-6)

(2) Phosphoric acid. disodium salt;
Na2HP04; [7558-94-4)

(3) Phosphoric acid. monopotassium salt;
KH2P04 ; [7778-77-0)

(4) Water; H20; [7732-18-5)

VARIABLES:
pH

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Hekster. Ch. A.; Vree. T. B.

Antibiotics, Chemothep. 1982.

22-118.

PREPARED BY:

R. Piekos

31,

253

Solubility at 250 C
pH

104 mol dm-3 amg/l

5.5 34 1.00

7.5b 24 0.73

aCalculated by compiler.

bErroneous pH value of 7.0 is given

in the article.

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:
The earlier developed method (1) was used

(personal communication). Satd solns of Nl _

acetylsulfametrole were prepd in phosphate

buffers of pH 5.5 and 7.5 at 250 C. The

concn of the solute was measured by means

of a Spectra Physics 3500B high-performance

liquid chromatograph equipped with a Model

748 column oven and a Pye-Unicam LC-UV spec

trophotometric detector.

SOURCE AND PURITY OF MATERIALS:
Neither source nor the purity of the

materials was specified.

ESTIMATED ERROR:
Soly: the detection limit of the solute by

HPLC was 0.5 mg/l (authors).
Errors in temp. and pH were not specified.

REFERENCES:

1. Hekster. Y. A.; Vree. T. B.;

Damsma. J. E.; Friesen. W. T.

J. Antimicpob. Chemothep. 1981.

8, 133.



ORIGINAL MEASUREMENTS:

Hekster, Y. A.; Vree, T. B.;

Damsma, J. E.; Friesen, W. T.

J. Antimicrob. Chemother. 1981,

133-44.

254

COMPONENTS:
(1) Acetamide, N-[4-[[(4-methoxy-l,2,5

th!adiazol-3-yl)amino)sulfonyl)phenyl)-
f~99i~~~7:~]lfametrole); CllH12N404S2;

(2) Phosphoric acid, disodium salt;
Na2HP04; [7558-94-4)

(3) Phosphoric acid, monopotassium salt;
KH2P04; [7778-77-0)

1=(4:-:):-::-:-=w,:,"a~te=-r_;__H_20_;_[_7_7_32_-_1_8_-_5_) -1 PREPARED BY:
VARIABLES:

pH

EXPERIMENTAL VALUES:

Solubility at 250 C

R. Piekos

8,

pH

5.5

7.5

mgtl

1100

6000

3.350

18.273

aCalculated by compiler

AUXILIARY INFORMATION

METHOD/APPARATUSLPROCEDURE:
Satd solns of ~ -acetylsulfametrole were

prepd in phosphate buffers of pH 5.5 and 7.5

at room temp (250 C). The concn of the solute

was measured by means of a Spectra Physics

3500B high-performance liquid chromatograph

equipped with a column oven (Model 748) and

a Pye-Unicam LC-UV spectrophotometric detec

tor. The detector was connected to a l-mV

recorder. A stainless steel column (10 cm x

4.6 mm i.d.) was packed with Lichrosorb RPS,

5 ~'m, obtained from Chrompack. An injection

SOURCE AND PURITY OF MATERIALS:
~4-acetylsulfametrole was obtained from

Chemie, Linz. The compd was 100% pure

according to the HPLC chromatogram.

The source and purity of the remaining

materials were not specified.

ESTIMATED ERROR:
The detection limit of the solute by HPLC
was 0.5 mgtl (authors). The error in
temperature and pH were not specified.

loop of 100 pI was used. The oven temp was

40oC. Detection of the solute was performed REFERENCES:

at 260 nm.



CQMPONENTS:
1) Acetamide, N-[[4-(acetylamino)phenyl]-

sulfonyl]-N-(4-methoxy-l,2,5-thiadiazol
3-yl)- (Nl~ N4-diacetylsulfametrole);
C13H14N405S2; [84930-18-7]

2) Phosphoric acid, disodium salt;
Na2HP04; [7558-94-4]

3) Phosphoric acid, monopotassium salt;
KH2P04 ; [7778-77-0]

4) Water; H20; [7732-18-5]

VARIABLES:
pH

EXPERIMENTAL VALUES:

ORIGINAL HEASUREHENTS:

Hekster, Ch. A.; Vree, T. B.

Antibiotics Chemother. 1982,

22-118.

PREPARED BY:

R. Piekos

31,
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SOURCE AND PURITY OF MATERIALS:

Neither source nor the purity of the

materials was specified.

Solubility at 25 0 C
pH

mg/l 105 mol dm-3 a

5.5 22.7 6.12

7.5b 20.5 5.53

aCalculated by compiler.

bErroneous pH value of 7.0 is given

in the article.

AUXILIARY INFORMATION

HETHOD/APPARATUS/PROCEDURE:

The earlier developed method (1) was used

(personal communication). Satd solns of Nl ,

N4-diacetylsulfametrole were prepd in phos

phate buffers of pH 5.5 and 7.5 at 250 C. The

concn of the solute was measured by means of

a Spectra Physics 3500B high-performance

liquid chromatograph equipped with a Model

748 column oven and a Pye-Unicam LC-UV spec-
t rophotometric detec tor. ~E~S:-:T:-:I:":'MA~T~E~D--::E':::"R':::"RO~R~.-.----------~.~---f

Soly: the detection limit of the solute by
HPLC was 0.5 mg/1 (authors).
The errors in temp and pH were not specified.

REFERENCES:

1. Hekster, Y.A.; Vree, T. B.;

Damsma, J.E.; Friesen, W. T.

J. Antimicrob. Chemother. 1981,

8, 133.
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COMPONENTS: ORIGINAL MEASUREMENTS:

(1) Benzensulfonamide, 4-amino-N-l,3,4-thia- Roblin, R.O., Jr.; Williams, J. H. ;

diazol-2-yl-; CSHSN402S2; [16S06-29-4] Winnek, P. S. ; English, J. P.

(2) Water; H2O; [7732-lS-5]
J. Am. Chern. Soa. 1940, 62. 2002-5.

VARIABLES:

One temperature: 370 C

EXPERIMENTAL VALUES:

PREPARED BY:

R. Piekos

Solubility of 4-amino-N-l,3,4-thiadiazol-2-ylbenzenesulfonamide in water

at 370 C is 73 mg/lOO cm3 solution ( 2.S5 x 10-3 mol dm-3, compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

Excess sulfonamide in water was heated and

stirred on a steam bath for 30 min. The

suspension was then agitated for 24 h in a

thermostat at 370 C. A sample of the satd

soln was withdrawn through a glass filter,

dild, and analyzed by the Marshall method

(1) using a General Electric recording spec

trophotometer for comparing the colors

developed with those of the standards.

SOURCE AND PURITY OF MATERIALS:

The sulfonamide, mp 2l6-lSoC (dec, cor), was

prepd by the authors. Anal: %C 3S.l (calcd

37.5); %H 2.9 (3.1); %N 21.0 (2l.S).

Purity of the water was not specified.

ESTIMATED ERROR:

Nothing specified.

REFERENCES:

1. Bratton, A. C.; Marshall, E.K., Jr.

J. PharmaaoL 1939, 66. 4.



EVALUATOR:
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COHPONENTS:
(1) Benzenesulfonamide, 4-amino-N-(5

methyl-l,3,4-thiadiazol-2-yl)
(sulfamethylthiadiazole);
C9HlON402S2; [144-82-1)

(2) Water
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At 3l0K, three values were available (1-3) for the aqueous solubility of this
compound: Durel and Allinne (1) reported a value of 3.25 x 10-3 mol dm-3• Kaneniwa and
Watari (2) gave a value of 3.27 x 10-3 mol dm-3 , a value of 3.27 x mol-3 dm-3 in 1978
(3) and in 1980 (4) with Hanano a value of 3.27 x 10-3 mol dm-3 was given. Since all
these values were produced by the same workers (2-4) using identical methodologies, the
value given was only considered once. The simple average of the two values (1) and (2-4)
were taken and a recommended value of 3.26 x 10-3 mol dm-3 is given in water at 3l0K.

REFERENCES:

(1)
(2)
(3)
(4)

Durel, H.P.; Allinne, M.
Watari, N.; Kaneniwa, N.
Kaneniwa, N.; Watari, N.
Watari N.; Kaneniwa, N.;

Bun.
Chern.
Cehm.

Hanano,

Boa. Med. Hop. Paris III 1941, 251-9.
Pharm. BuZZ. 1976. 24(]]),---z577-84.
Pharm. BuZZ. 1978, 26(3), 813-26.
M. Int. J. Pharm. 1980, 6(2), 155-66.
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COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-(5-methy~

l,3,4-thiadiazol-2-yl)- (sulfamethyl

thiadiazole); C9H10N402S2; [144-82-1]

ORIGINAL MEASUREMENTS:

Durel, M. P.; Allinne, M.

Bun. Boa. Med. Hop. Paris III

1941, 251-9.

(2) Water; H20; [ 7732-18-5]

VARIABLES:
One temperature: 370 C

EXPERIMENTAL VALUES:

PREPARED BY:
R. Piekos

Solubility of sulfamethylthiadiazole in water at 37 0 C is 0.88 g/liter

( 3.25 x 10-3 mol dm-3• compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:
A mixt of sulfamethylthiadiazole and water Source and purity of sulfamethylthiadiazole

was agitated for 24 hours at 37 0 C • were not specified.

Distilled water was used.

ESTIMATED ERROR:

Nothing specified.

REFERENCES:



COMPONENTS: ORIGINAL MEASUREMENTS:

259

(1)

(2)

Benzenesulfonamide, 4-amino-N-(5-methyl

l,3,4-thiadiazol -2-yl)- (sulfame

thizole); C9HlON402S2; [144-82-1]

Water; H20; [7732-18-5]

Watari, N.;

Chem. Pha:t'l1l.

2577-84.

Kaneniwa, N.

BuLL. 24 (11),

VARIABLES:

One temperature: 37 0 C

EXPERIMENTAL VALUES:

PREPARED BY:

R. Piekos

Total solubility of sulfamethizole in water at 370 C is 0.884 mg/ml

solution (3.27 x 10-3 mol dm-3, compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

An excess of sulfamethizole, required to

saturate water, was placed in a flask contg

25 ml of water. The flask was shaken (2

strokes/s) at the amplitude of 3 cm in a

thermostatically controlled water bath at

37oC. One-ml sample was removed every 6 h

(total equilibration period 3-5 days) using

a warmed Millipore filter syringe with a

filter pore size of 0.45 ~ (Millipore HAWP

01300) and the filtrate was dild with water

and assayed spectrophotometrically (1).

SOURCE AND PURITY OF MATERIALS:
Commercial sulfamethizole of the Japanese

Pharmacopeia grade and distd water were

used.

ESTIMATED ERROR:
Soly: not specified

Temp: ±0.050 C (authors).

REFERENCES:

1. Kaneniwa, N.; Watari, N.

Chem. Pha:t'l1l. BuLL. 1974, 22, 1699.
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COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-(5-methyl

l,3,4-thiadiazol-2-yl)-(sulfamethizole);

(2) Water; H20;

VARIABLES:

[144-82-1]

[7732-18-5]

ORIGINAL MEASUREMENTS:

Kaneniwa, N.; Watari, N.

Chern. PhaT'lTl. BuH. 1978,

813-26.

PREPARED BY:

26(3),

One temperature: 37 0 C

EXPERIMENTAL VALUES:

R. Piekos

Solubility of sulfamethizole in water at 37°C is 0.884 mg/ml solution

(3.27 x 10-3 mol dm-3 , compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

An excess of sulfamethizole was placed in a

flask contg 25 ml of water. The flask was

shaken (2 strokes/s at the amplitude of 3

cm) in a thermostatically controlled water

bath at 37°C. One-ml sample was withdrawn

every 6 h (total equilibration period was

3-5 days) using a warmed Millipore filter

syringe with a filter pore size of 0.45 ~

(Millipore HAWP 01300) and the filtrate was

dild with water and assayed spectrophotome

trically (1).

SOURCE AND PURITY OF MATERIALS:

Commercial sulfamethizole of the Japanese

Pharmacopeia grade and distd water were

used.

ESTIMATED ERROR:
Soly: not specified.

Temp: to.050C (authors).

REFERENCES:

1. Kaneniwa, N.; Watari, N.

Chern. PhaT'lTl. BuU. 1974, 22, 1699.
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COMPONENTS: ORIGINAL MEASUREMENTS:

(1) Benzenesu1fonamide, 4-amino-N-(5-methy1- Watari, N.; Kaneniwa, N.; Hanano, M.

l,3,4-thiadiazol-2-y1)

(su1famethizo1e); C9H10N402S2;

[144-82-1)

(2) Water; H20; [7732-18-5)

Int. J. Pharm. 1980, 6(2), 155-66.

VARIABLES:
One temperature: 37 0 C

EXPERIMENTAL VALUES:

PREPARED BY:
R. Piekos

Solubility of sulfamethizole in water at 37 0 e is 88.4 mg/IOO ml

( 3.27 x 10-3 mol dm-3 • compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:
The earlier developed method was employed

(I), whereby an excess of sulfamethizole, re

quired to saturate medium, was placed in a

flask contg 25 ml of water. The flask was

shaken (2 strokes/s) at an amplitude of 3 em,

in a thermostatically controlled bath. One

ml sample was removed every 6 h (total equi

libration time was 3-5 days) using a warmed

Millipore filter syringe with a filter pore

soze pf 0.45 ~ (Mi1lipore HAWP 01300) and

the filtrate was dild with water and assayed

spectrophotometrica1ly.

SOURCE AND PURITY OF MATERIALS:
Sulfamethizole was of the Japanese Pharma

copeia grade.

Distilled water was used.

ESTIMATED ERROR:
Soly: not specified.

Temp: to.050 e (authors).

REFERENCES:

4A-J

1. Kaneniwa, N. ; Watari, N.

Chern. Pham. BuZZ. 1974, 22, 1699.
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COMPONENTS:

(1) Benzenesulfonamide, 4-amino-li~5-methyl

l,3,4-thiadiazol-2-yl)- (sulfameth

izole)j C9HlON402S2j [144-82-1]

ORIGINAL MEASUREMENTS:

Goto, S.j Komatsu, M.j

Tagawa, K.j Kawata, M.

Chem. Pharm. Buz.z.. 1983, 31 (1). 256-61.

(2) Waterj H20j

VARIABLES:

[7732-18-5 ]

PREPARED BY:

Temperature

EXPERIMENTAL VALUES:

R. Piekos

Solubility

g/l 103 mol dm-3 a

37

55

0.87 3.22

2.10 7.77

a Calculated by compiler

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

A 3 g sample of sulfamethizole powder was

accurately weighed into a 20-ml ampul and

10 ml of water was added. The ampul was

sealed, placed in a const temp (370 or 55 0 C)

bath and allowed to stand for several days.

The equilibrium concn of the solute was

measured spectrophotometrically at 542 nm

after diazotization with the 0.1% Tsuda

reagent (1).

SOURCE AND PURITY OF MATERIALS:

Sulfamethizole had mp 207-lloC.

The purity of water was not specified.

ESTIMATED ERROR:

Nothing specified.

Matsunaga, S.

Zasshi 1942,

REFERENCES:

1. Tsuda, K. j

Yakugaku 62. 362.



COMPONENTS:
(1) Benzenesu1fonamide, 4-amino-N-(5-methy1

l,3,4-thiadiazol-2-y1)- (su1famethizo1e);
C9H10N402S2; [144-82-1]

(2) Hydrochloric acid; HC1; [7647-01-0]

(3) Water; H20; [7732-18-5]

VARIABLES:

One temperature: 370 C

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Ogata, H.; Shibazaki, T.;

Inoue, T.; Ejima, A.

Chem. Pharm. Buz.z.. !2Z2.,

PREPARED BY:

R. Piekos

263

27(6), 1281-6.

Solubility of su1fsmethizo1e in O.lN HC1 at 37 0 C is 9.172 mg/m1

( 3.393 x 10-2 mol dm-3, compiler).

AUXILIARY INFORMATION

SOURCE AND PURITY OF MATERIALS:

Comm available 250-mg uncoated tablets of

su1famethizo1e Yere used. Hydrochloric

acid yas of reagent grade.

ESTIMATED ERROR:

Nothing specified

REFERENCES:
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Nicklasson, M.; Brodin, A.; Nyqvist, H.

Acta Pharm. Suec. 1981, 18, 119-28.

ORIGINAL MEASUREMENTS:

[7647-01-0]

[7647-14-5]NaCl;Sodium chloride;

(2)

(3)

COMPONENTS:
(1) Benzenesulfonamide, 4-amino-N-(5-methyl

l,3,4-thiadiazol-2-yl)-(sulfamethizole);
C9HlON402S2; [144-82-1]
Hydrochloric acid; HCl;

(4) Water; H20; [7732-18-5]

VARIABLES: PREPARED BY:

One temperature: 37oC; one pH: 1.20 R. Piekos

EXPERIMENTAL VALUES:

Solubility of sulfamethizole in a HCl - NaCl buffer solution of pH 1.20

(ionic strength 0.2) at 370 C is 5.62 mg/mla ( 2.08 x 10-2 mol dm-3,

compiler ).

aNumerical value given by one of the authors ( M. N.)

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:
Sulfamethizole, taken in excess of a quanti-

ty required for satn, was added to the HCl-

NaC1 buffer soln of pH 1.20. The suspension

was equilibrated at 37 0 C for 18-24 h using a

SOURCE AND PURITY OF MATERIALS:
Sulfamethizole of commercial grade was

used (source not specified).

HCl and NaCl were anal grade reagents

(source not specified).

Purity of the water was not specified.

magnetic stirrer. No degradation of the

drug was observed at the pH indicated. Fiv~

to suitable concn for spectrophotometry.

ml samples were filtered through O.l-j.l·m polYi-:::":"::~~=-=-:~~---------------f
ESTIMATED ERROR:

carbonate filters (Nuclepore@Co.), and di1d So1y: mean of 2 detns is given (authors).
pH : precision to.Ol pH unit (authors).
Temp: to.50 C (authors).

Concns were determined using a Pye Unicam REFERENCES:

SP8-100 spectrophotometer. Samples were as-

sayed at wavelengths of max absorption,

taking into consideration changes in spectra

due to ionization.
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COMPONENTS: ORIGINAL MEASUREMENTS:
(1) Benzenesulfonamide, 4-amino-N-(5-methyl- KrUger-Thiemer, E.

l,3,4-thiadiazol-2-y1)- (su1famethy1-
thiadiazo1e); C9H10N402S2; [144-82-1] Arah. DermatoZ. SyphiZis 1942, 183,

(2) Phosphoric acid, disodium salt; 90-116.
Na2HP04; [7558-94-4]

(3) Water; H20; [7732-18-5]

VARIABLES:

One temperature: ca 20oC; one pH: 8.74

EXPERIMENTAL VALUES:

PREPARED BY:

R. Piekos

Solubility of su1famethy1thiadiazole in a 0.705 M (10%) Na2HP04

solution of pH 8.74, at room temperature (about 20oC), is 1.625 g%

( 6.011 x 10-2 mol dm-3 solution, compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:

Sulfamethylthiadiazole (0.5 g) was dissolvec Sulfamethy1thiadiazole was the product

in 10 cm3 of the 0.705 M (10%) Na2HP04 solu manufd by Schering under the name Tetracid.

tion of pH 8.74, shaken for 2 h at room The source and purity of the remaining

temp (about 20oC), and filtered. A l-cm3 materials was not specified.

aliquot of the filtrate was withdrawn, cool-

ed, acidified with 2N HCl, and the sulfon-

amide content was detd colorimetrically by

the method of Marshall modified by Kimmig

(1) using an Authenrieth colorimeter. The ESTIMATED ERROR:
Soly: precision ±5% (author).pH was detd on an ultraionograph using a

glass electrode.
Temp: not specified.

pH : ±0.05 pH unit (author).

REFERENCES:

1. Kimmig, J. Arah. DermatoZ. 1938,

176, 722; Erg. Hyg. 1941, 24,

398.
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COMPONENTS:

(1) Benzenesulfonamide. 4-amino-N-(5-methyl
1.3.4-thiadiazole-Z-yl)- (sulfamethyl
thiadiazol ); C9HlON40ZSZ; [144-8Z-l)

(Z) Phosphoric acid. monopotassium salt;
KH ZP04; [7778-77-0)

(3) Water; HZO; [773Z-l8-5)

VARIABLES:

One temperature: ca ZOoC; one pH: 4.37

EXPERIMENTAL VALUES:

ORIGINAL MEASUREHENTS:

KrUger-Thiemer. E.

Arah. DermatoZ. SyphHis 194Z. 183,

90-116.

PREPARED BY:

R. Piekos

Solubility of sulfamethylthiadiazole in a 0.735 M (10%) KHZP04

solution of pH 4.37. at room temperature ( about ZOoC ). is

0.OZ7 g% ( 9.99 x 10-Z mol dm-3 solution, compiler).

AUXILIARY INFORMATION

Temp: not specified

pH : ±0.05 pH unit (author)

SOURCE AND PURITY OF MATERIALS:

Sulfamethylthiadiazole was the product

manufd by Schering under the name Tetracid.

The source and purity of the remaining

reagents were not specified.

HETHOD/APPARATUS/PROCEDURE:

Sulfamethylthiadiazole (0.5 g) was dissolved

in 10 cm3 of the 0.735 M (10%) KHZP04 soln,

shaken for Z h at room temp (about ZOoC).

and filtered. A l-cm3 aliquot of the fil

trate was withdrawn, cooled, acidified with

ZN Hel, and the sulfonamide content was detd

colorimetrically by the method of Marshall

modified by Kimmig (1) using an Authenrieth

colorimeter. The pH was detd on an ultra

ionograph using a glass electrode.

ESTIMATED ERROR:
Soly: precision ±5% (author)

REFERENCES:

1. Kimmig. J. Arah. DermatoZ.

176, 7ZZ; Erg. Hyg. 1941.

1938.

24, 398.
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Solubility

Room temp (ca 20oC) 370 C

g% 102 mol dm-3 g% 102 mol dm-3
solution solutiona

0.058 0.214 - -
0.155 0.573 0.212 0.784

0.823 3.044 0.913 3.377

1.235 4.569 - -
1.232 4.557 - -

ORIGINAL MEASUREMENTS:

KrUger-Thiemer, E.

Arch. Dermatol. Syphilis
90-116.

1942, 183,

R. Piekos
VARIABLES:

Temperature, pH

EXPERIMENTAL VALUES:

Composition of 1/15 M phosphate
buffer solutions pH

Na2HP04 KH2P04 %Content

1.0 99.0 0.91 4.944

10.0 90.0 0.91 5.906

61.1 38.9 0.93 7.005

9.5 0.5 0.733b 7.51

94.7 5.3 0.95 8.018

COMPONENTS:
(1) Benzenesu1fonamide, 4-amino-N-(5-methy1-

l,3,4-thiadiazo1e-2-y1)- (su1famethy1
thiadiazo1e); C9HION402S2; [144-82-1)

(2) Phosphoric acid, disodium salt;
Na2HP04; [7558-94-4)

(3) Phosphoric acid, monopotassium salt;
KH2P04 ; [7778-77-0)

4) Water; H20; [7732-18-5)
r::c==-:-::-:-=c::----------------1 PREPARED BY:

a Calculated by compiler

b Molar content; 10% buffer solution

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:

Sulfamethylthiadiazole (0.5 g) was dissolved

in 10 cm3 of a buffer soln, shaken for 2 h

at 200 C (or left for 48 h at 37oC), and fil

tered at respective temp. A l-cm3 aliquot

of the filtrate was then withdrawn, cooled

(dild for expts at 37oC), acidified with

1 cm3 of 2N HCl, and the sulfonamide content

was detd colorimetrically by the method of

Marshall modified by Kimmig (1) using an

Authenrieth colorimeter. The pH was detd

on an ultraionograph using a glass electrode

Sulfamethylthiadiazole was the product

manufd by Schering under the name Tetracid.

The source and purity of the remaining

materials were not specified.

ESTIMATED ERROR:
Soly: precision :1:5% (author)

Temp: not specified

nH : :1:0.05 nR unit (author)
REFERENCES:

1. Kimmig, J. Arch. Dermatol. 1938,

1'16, 722; Erg. Hyg. 1941, 24, 398.
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Bandelin, F. J.; Malesh, W.

ORIGINAL MEASUREMENTS:

Pha1'1Tl. Assoa.

48, 177-81.

J. Am.

1959,

Ed.Sai.

R. Piekos
pH

COMPONENTS:
(1) Benzenesulfonamide, 4-amino-N-(5-methyl

1,3,4-thiadiazol-2-yl)- (sulfamethyl
thiadiazole); C9HlON402S2; [144-82-1)

(2) Phosphoric acid, disodium salt;
Na2HP04; [7558-94-4)

(3) Phosphoric acid, monopotassium salt;
KH2P04 ; [7778-77-0)

1-(,:,:,4~);:-;-:w-::a-:-t;:-:er;:-;__H:;.20_;__[ _77_3_2_-_l8_-_5_) -i PREPARED BY:
VARIABLES:

EXPERIMENTAL VALUES:

Solubility of sulfamethylthiadiazole in buffers Df varying mixtures of

Na2HP04.7H20 (71.6 g/l distilled water; 0.27 mol dm-3, compiler) and

KH2P04 ( 36.3 g/l distilled water; 0.27 mol dm-3, compiler) at 37 0 C.

Initial pH Solubility

mg/IOO ml 102 mol dm-3 a

4.5

5.0

5.5

6.0

6.5

7.0

8.0

105

125

200

470

1000

1990

9250

0.388

0.462

0.739

1. 738

3.699

7.361

34.218

a Calculated by compiler

AUXILIARY INFORMATION

SOURCE AND PURITY OF MATERIALS:
Neither source nor purity of the reagents

were specified. Distilled water was used.

ESTIMATED ERROR:
Soly: av values of duplicate runs are re

ported (authors).

Terno and oH: not soecified.
REFERENCES:

METHOD/APPARATUS/PROCEDURE:
Solns were prepd by adding an excess of sul

famethylthiadiazole to 10 ml of buffer soln

at each pH level in 18 x l50-mm test tubes,

stoppering the tubes and placing them in a

water bath at 370 C with gentle agitation

for 24 h. The mixt was then filtered and a

l-ml aliquot was accurately pipet ted into a

volumetric flask for diln and analysis. The

balance was retained for pH detn to ascer

tain any change in pH value. The sulfon

amide was assayed colorimetrically by the

method of Bratton and Marshall as described

in detail by Biamonte and Schneller (1). A

standard curve was prepd using accurately

prepd standard solutions.

1. Biamonte, A. R.;

J. Am. Pha1'1Tl.

1952, 41, 341.

Schneller, G. E.

Assoa. Sai. Ed.;
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R. Piekos

Hekster; Y. A.; Vree. T. B.; Damsma. J.E.;

Friesen. W. T.; J. Antimiarob. Chemother.
1981. 8, 133-44.

pH
VARIABLES:

COMPONENTS: ORIGINAL MEASUREMENTS:
(1) Benzenesulfonamide. 4-amino-N-(5-methyl

1.3.4-thiadiazol-2-yl)- (sulfameth
izole); C9HlON402S2; [144-82-1]

(2) Phosphoric acid. disodium salt;
Na2HP04; [7558-94-4]

(3) Phosphoric acid. monopotassium salt;
KH2P04; [7778-77-0]

(4) Water; H20; [7732-18-5] PREPARED BY:
~=~=---------------i

EXPERIMENTAL VALUES:

Solubility at 250 C

pH mg/l

5.5 1555 5.752

7.5 5022 18.578

aCalculated by compiler

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

Satd solns of sulfamethizole were prepd in

phosphate buffers of pH 5.5 and 7.5 at room

temp (25 0 C). The concn of the solute was

measured by means of a Spectra Physics 3500B

high-performance liquid chromatograph equip

ped with a column oven (Model 748) and a Pye

Unicam LC-UV spectrophotometric detector.

The detector was connected to a l-mV record

er. A stainless steel column (10 cm x 4.6

mm i.d.) was packed with Lichrosorb RPS. 5

~m. obtained from Chrompack. An injection

loop of 100 pI was used. The oven temp

was 40oC. Detection of sulfamethizole was

performed at 260 nm.

SOURCE AND PURITY OF MATERIALS:

The source and purity of the materials

were not specified.

ESTIMATED ERROR:
The detection limit of the solute by HPLC
was 0.5 mg/l (authors). The error in tem
perature and pH was not specified.

REFERENCES:
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COMPONENTS:
1) Benzenesulfonamide, 4-amino-N-(5-methyl

l,3,4-thiadiazol -2-yl)- (sulfamethizole)
C9HlON402S2; [144-82-1]

2) Phosphoric acid; H3P04 ; [7664-38-2]
3) Phosphoric acid; monosodium salt;

NaH2P04 ; [7558-80-7]
4) Sodium chloride; NaCl; [7647-14-5]
5) Water; H20; [7732-18-5)

VARIABLES:
pH

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Nicklasson, M.; Brodin, A.; Nyqvist, H.

Acta Pharm. Suec. 1981, 18, 119-28.

PREPARED BY:

R. Piekos

Solubility in a H3P04 - NaH2P04 - NaCl buffer

solution (ionic strength 0.2) at 37 0 Ca

pH

1.93

3.15

mg/ml

1. 73

0.76

6.40

2.81

a Numerical values given by one of the authors ( M.N.)

b Calculated by compiler

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:

Sulfamethizole, taken in excess of a quanti- Sulfamethizole of commercial grade was used

ty required for satn, was added to the H3P04 (source not specified).

NaH2P04-NaCl buffer soln and the suspension The remaining materials were anal grade

was equilibrated at 37 0 C for 18-24 h using regents (source not specified).

a magnetic stirrer. No degradation of the Purity of the water was not specified.

drug was observed at the pH values indicated.

Five-ml samples were filtered through O.l-~m

polycarbonate filters (Nuclepore~Co.), and

dild to suitable concn for spectrophotometry. ESTIMATED ERROR:

Concns were determined using a Pye Unicam Soly: mean of 2 detns is given (authors).
pH : precision to.Ol pH unit (authors).

SP8-l00 spectrophotometer. Samples were Temp: ±0.50 C (authors).
assayed at wavelengths of max absorption,

REFERENCES:
taking into consideration changes in spectra

due to ionization.



COMPONENTS:
(1) Benzenesulfonamide, 4-amino-N-(5-methyl

l,3,4-thiadiazol-2-yl)- (sulfamethizole);
C9HlON402S2; [144-82-1)

(2) Phosphoric acid, disodium salt;
Na2HP04; [7558-94-4)

(3) l,2,3-Propanecarboxylic acid, 2-hydroxy
(citric acid); C6H807; [77-92-9)

(4) Sodium chloride; NaCl; [7647-14-5)
(5) Water; H20; [7732-18-5)

VARIABLES:
pH

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Nicklasson, M.; Brodin, A.; Nyqvist, H.

Aata Pharm. Suea. 1981, 18, 119-28.

PREPARED BY:

R. Piekos
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Solubility in a citric acid - Na2HP04- NaCl

buffer solution (ionic strength 0.2) at 37°Ca

pH
dm-3 bmg/ml mol

4.50 0.77 2.85 x 10-3

5.32 1.66 6.14 x 10-3

6.10 9.55 3.53 x 10-2

7.38 134.9 0.4990

aNumerical values given by one of the authors (M.N.).

bCalculated by compiler.

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

Sulfamethizole, taken in excess of a quanti

ty required for satn, was added to the ci

tirc acid-Na2HP04-NaCl buffer soln and the

suspension was equilibrated at 370 C for 18

24 h using magnetic stirrer. No degradation

of the drug was observed at the pH values

indicated. Five-ml samples were filtered

through O.l-~ polycarbonate filters ( Nu

clepore@ Co.), and dild to suitable concn

for spectrophotometry. Concns were deter

mined using a Pye Unicam SP8-l00 spectro

photometer. Samples were assayed at wave

lengths of max absorption, taking into con

sideration changes in spectra due to ioniza

tion.

SOURCE AND PURITY OF MATERIALS:

Sulfamethizole of commercial grade was

used (source not specified).

The remaining materials were anal grade

reagents (source not specified).

Purity of the water was not specified.

ESTIMATED ERROR:
Soly: mean of 2 detns is given (authors).

pH : preCision ±0.01 pH unit (authors).

Temp: ±0.50 C (authors).
REFERENCES:
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COMPONENTS:
(1) Benzenesulfonamide, 4-amino-N-(5-methyl

1,3,4-thiadiazol-2-yl)- (sulfamethyl
thiadiazole); C9HlON402S2; [144-82-1)

(2) Phosphoric acid, disodium salt;
Na2HP04; [7558-94-4)

(3) 1,2,3-Propanetricarboxylic acid, 2
hydroxy- (citric acid); C6H807;
[77-92-9)

(4) Water; H20; [7732-18-5)

VARIABLES:
One temperature: 370 C; one pH: 4

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:
Alric, R.; Puech, R.

J. PharmaaoZ. (Pal'is)

141-54.

PREPARED BY:

R. Piekos

Intrinsic solubilitya of sulfamethylthiadiazole in a solution 0.025 M

in Na2HP04 and 0.05 M in citric acid, of pH 4, at 37 0 C is (33.2 ± 0.8

x 10-4 mol liter-l ,compiler )

aUnder "intrinsic solubility" a minimum on the solubility - pH curve

is meant which corresponds to the limiting concentration of the

undissociated form of sulfamethylthiadiazole.

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:

The soln was equilibrated for 48 h in a Nothing specified.

thermostat under occasional stirring. Sam-

pIes were withdrawn through a 1- j.l membrane

filter, dild with 0.155M NaOH soln to ensure

total dissocn of sulfamethylthiadiazole,

and the sulfonamide was assayed by UV spec-

trophotometry. ESTIMATED ERROR:
Soly: std error of 8 Teasurements was
±0.8 x 10-4 mol liter- (authors). pH:
accuracy ±0.5 pH unit (authors).
Temp: ±O.loC (authors).

REFERENCES:



COMPONENTS:
(1) Benzenesulfonamide. 4-amino-N-(5-methyl-

1.3.4-thiadiazol-2-yl)- (sulfamethyl
thiadiazole); C9HlON402S2; [144-82-1]

(2) Calcium chloride; CaC12; [10043-52-4]
(3) Magnesium chloride; MgC12; [7786-30-3]
(4) Phosphoric acid. monoammonium salt;

NH4H2P04; [7722-76-1]
(5) Potassium chloride; KCl; [7447-40-7]
6) Sodium chloride; NaCl; [7647-14-5]
7) Urea; CH4N20; [57-13-6]
8) Water; H20; [7732-18-5]

VARIABLES:

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Bandelin. F. J.; Malesh. W.

J. Am. Pharm. Assoa. Sai.

1959. 48, 177-81.

PREPARED BY:

R. Piekos

Ed.

273

Solubility of sulfamethylthiadiazole in a solution containing CaC12 0.143.

MgC12 0.121. NH4H2P04 0.300. KCl 1.660. NaCl 2.950 and urea 20 g/dm3

(synthetic urea. Mosher Vehicle) at 37oC.

Solubility
Equilibrium pH --------------

mg/lOO ml 102 mol/dm3 a

4.5

5.0

5.5

6.0

6.5

6.9

120

150

260

620

1980

8400

0.444

0.555

0.962

2.293

7.324

31.074

SOURCE AND PURITY OF MATERIALS:
Nothing specified

aCalculated by compiler

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

Excess sulfamethylthiadiazole was added to

aliquots of synthetic urine solns and 1%

H3P04 or 1% NaOH solns were used to adjust

the pH to the required value. The solns were

agitated for 24 h with addn of acid or base

to keep them at the desired pH level until

equilibrium was attained. Then the solns

were filtered and in aliquots the sulfonamide

was assayed spec t rophotome t rically by the ~E::S::T=I:':MA':7:T::::E::D~E::R::RO':'R:-:--------------1
method described by Biamonte and Schneller Soly: average values of 2 detns were given.
(1). Temp: not specified.

pH : not specified.

REFERENCES:

1. Biamonte. A. R.;

J. Am. Pharm.

1952. 41, 341.

Schneller. G. E.

Assoa. Sai. Ed.
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COMPONENTS:
(1) Benzenesulfonamide, 4-amino-N-(5-methyl

1,3,4-thiadiazol-2-yl)- (sulfamethizole);
[144-82-1)

(2) Sulfuric acid monododecyl ester, sodium
salt (Na lauryl sulfate); C12H25Na04S;
[151-21-3)

(3) Water; H20; [7732-18-5)

ORIGINAL MEASUREMENTS:

Watari, N.; Kaneniwa, N.

Chern. Pharm. Bun. 1976,

2577-84.

24 (11),

VARIABLES:
PREPARED BY:

Concentration of Na lauryl sulfate R. Piekos

EXPERIMENTAL VALUES:

Concentration
of Na lauryl

sulfate

Total solubility of sulfamethizole at 370 C

% w/v

0.01

0.05

0.10

0.25

0.50

1.00

2.00

3.00

4.00

6.00

mg/ml solution 103 mol dm-3 a

0.864 3.196

0.877 3.504

0.899 3.325

1.00 3.70

1.36, 5.03

1.86 6.88

2.64 9.77

3.42 12.65

4.05 14.98

5.45 20.16

aCalculated by compiler

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:

An excess of sulfamethizole was added to 15 Commercial sulfamethizole of the Japanese

ml of the Na lauryl sulfate soln contained Pharmacopeia grade and distd water were

in a 50-ml flask and the flask was shaken used.

cation.

Na lauryl sulfate was of the reagent grade

(Wako Pure Chemical Industries, Ltd. lot No

PAl0233) and used without further purifi-

and assayed spectrophotometrically (1).

(2 strokes/s at the amplitude of 3 cm) in a

thermostatically controlled water bath at

370 C. One-ml sample was removed every 6 h

(total equilibration period was 3-5 days)

using a warmed Millipore filter syringe with1-------------------1a filter pore size of 0.45 1.1 (Millipore HAWP ESTIMATED ERROR:
01300) and the filtrate was dild with water Soly: not specified.

Temp: to.050 C (authors).

REFERENCES:

1. Kaneniwa, N. ; Watari, N.

Chern. Pharm. BuU. 1974, 22, 1699.



COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-(5-methyl

1,3,4-thiadiazol-2-yl)-(sulfamethizole);

C9HlQN402S2; [144-82-1]

(2) Ethanolj C2H60j [64-17-5]

VARIABLES:
Temperature

EXPERIMENTAL VALUES:

275

ORIGINAL MEASUREMENTS:

Sekikawa, H.j Nakano, M.j Arita, T.

Chern. Pharm. BuLL. 1978, 26(1). 118-26.

PREPARED BY:
R. Piekos

t/oC Solubilitya

102 mol dm-3 solution

10 2.44

20 3.24

30 4.28

40 5.84

SO 7.90

a Original data are presented graphically.

The numerical values are given by the authors.

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

After attaining equilibrium, sample solns

were removed by a syringe and filtered quick

ly through a membrane filter (pore size 0.2

~ ) and sulfamethizole was assayed spectro

photometrically at 284 nm using a Hitachi

Type 200-20 spectrophotometer.

SOURCE AND PURITY OF MATERIALS:

Sulfamethizole (Eisai Co.) was of the

Japanese Pharmacopeia IX grade. Abs EtOH

was obtained by drying and distn of EtOH

following the conventional procedures.

ESTIMATED ERROR:

Nothing specified.

REFERENCES:
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COMPONENTS:
(1) Benzenesulfonamide, 4-amino-N-(5-methyl

l,3,4-thiadiazol-2-yl)- (sulfamethizol~;

C9HlON402S2; [144-82-1]

(2) 2-Pyrrolidinone-, l-ethenyl-, polymers
(poly-vinyl pyrrolidone»;
(C6H9NO)x; [9003-39-8] K-15

(3) Ethanol; C2H60; [64-17-5]

VARIABLES:
Temperature

EXPERIMENTAL VALUES:

ORIGINAL HEASUREHENTS:

Sekikawa, H.; Nakano, M.; Arita, T.

Chern. Pharm. BuZZ. 1978, 26(1).

118-26.

PREPARED BY:
R. Piekos

M x 102 sulfamethizole

t/oC solubilized by 1M vinyl

pyrrolidone equivalent

10.0 5.51

20.0 6.58

30.0 7.85

40.0 9.75

50.0 12.1

AUXILIARY INFORMATION

HETHOD/APPARATUS/PROCEDURE:

After attaining equilibrium, sample solns

were removed by a syringe and filtered

quickly through a membrane filter, (pore

size 0.2 ~ ) and sulfamethizole was assayed

spectrophotometrically at 284 nm using a

Hitachi Type 200-20 spectrophotometer. No

significant absorbance was found for poly-

vinyl pyrrolidone.

SOURCE AND PURITY OF MATERIALS:

Poly(vinyl pyrrolidone) K-15 was from

Daiichi Pure Chemicals Co., Tokyo.

Sulfamethizole (Esai Co.) was of the

Japanese Pharmacopeia IX grade. Abs EtOH

was obtained by drying and distn of EtOH

following the conventional procedures.

ESTIMATED ERROR:

Nothing specified.

REFERENCES:
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COMPONENTS:
(1) Benzenesulfonamide, 4-amino-N-(5-methyl

l,3,4-thiadiazol-2-yl)-, monosilver salt
(Ag sulfamethizole); c9H9AgN402S2;
[24342-31-2)

(2) 4-Morpholinepropanesulfonic acid;
C7H15N04S; [1132-61-2)

(3) 4-Morpholinepropanesulfonic acid, sodium
salt; C7H14NNa04S; [71119-22-7)

4) Potassium nitrate; KN03; [7757-79-1]
5) Water; H20; [7732-18-5)

ORIGINAL MEASUREMENTS:

Nesbitt, R. U., Jr.; Sandmann, B. J.

J. Pharm. Sai. 1978, 67(7), 1012-17.

PREPARED BY: R. Piekos

VARIABLES:
Hydronium-ion concentration

EXPERIMENTAL VALUES:

Equilibrium values of S2 (S = total molar solubility) versus [H30+] for

for Ag sulfamethizole in 0.05M 4-morpholinepropanesulfonic acid buffer

at O.lM ionic strength (KN03) and 25±0.loC.

30-

20-
~

0 -----....
0

~....
x 10- --- .---

N
en

0
, , ,

2 4 6 8 10 12

[H3O+] x 108

AUXILIARY INFORMATION

SOURCE AND PURITY OF MATERIALS:
All reagents used were anal or USP grade.

Ag sulfamethizole was prepd by the method

of Rosenzweig and Fuchs (I) and recrystd

from ammonia (2). Water had a sp cond of

(1-10) x 10-7 ohm-lcm- l •

The buffer soln was from US Biochem. Corp.,

Cleveland, Ohio (purity not specified).

METHOD/APPARATUS/PROCEDURE:
Mixt of 100 mg Ag sulfamethizole and 25 or 27

ml of the 4-morpholinepropanesulfonic acidbu£

fer were placed in paraffin-coated vials, ad

justed to an ionic strength O.lM with KN03 ,

and rotated end over end in a thermostated

bath until equilibrium soly was obtained (3

7 days). After filtration through 20M glass

filtering crucibles, the solns were analyzed

at 25±0.loC in paraffin-coated beakers for Ag:~~~7=~~~~----------------------------4
ESTIMATED ERROR:

ions with a silver-ion selective electrode No. Soly: not specified.

94-16,Orion Res.,Cambridge,Mass) standardized Temp: ±O.loC (authors).

at the temp indicated and O.lM ionic strength pH : accuracy ±O.OOI pH unit (authors).
The pH was measured with a triple-purpose pH REFERENCES:

electrode (Corning Sci. Instruments,Medfield, 1. Rosenzweig, S.; Fuchs, W. U.S. pat.
2,536,095 (1951).

2. Sandmann, B.J.; Nesbitt, R. U., Jr.;
Sandmann, R. A. J. Pharm. Sai.
1974, 63, 948.

Mass) standardized using buffers meeting NBS

requirements.' The buffers were prepd with a

total molar concn of 0.05M and adjusted to an

ionic strength of O.lM with KN03•
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Nesbitt, R. U., Jr.; Sandman, B. J.

J. Pharm. Sci. 1978, 67(7), 1012-17.

(2)
(3)

(4)

COMPONENTS: ORIGINAL MEASUREMENTS:
(1) Benzenesulfonamide, 4-amino-N-(5-methyl

l,3,4-thiadiazol-2-yl)-, monosilver salt
(Ag sulfamethizole); C9H9AgN402S2;
[24342-31-2]
Nitric acid; HN03 ; [53081-02-0]

Potassium nitrate; KN03; [7757-79-1]

Water; H20; [7732-18-5]

VARIABLES: PREPARED BY:

pH R. Piekos

EXPERIMENTAL VALUES:
Comparison of Total Silver Sulfamethizole Molar Solubility, S, Determined by

the Method of Known Subtraction with the Molar Concentration of the Silver Ion

Determined by Direct Potentiometry of Identical Samples at 25±0.loC, O.lM Ionic

Strength, in Nitric Acid Buffer

pH 1.931 pH 2.565

S x 104 [Ag+j x 109 S x 104 [Ag+] x 104

4.073 4.052 1.477 1.486

4.077 4.068 1.491 1.486

4.088 4.068 1.477 1.492

4.062 4.036 1.459 1.475

4.120 4.099 1.482 1.486

4.080 4.021 1.476 1.475

Mean 4.084 4.057 1.477 1.483

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

Mixts of 100 mg of Ag sulfamethizole and 25

or 27 ml of the nitric acid buffer were pla

ced in paraffin-coated vials, adjusted to an

ionic strength O.lM with KN03, and rotated

end over end in a thermostated bath until e-

SOURCE AND PURITY OF MATERIALS:

All reagents were anal or USP grade. Ag

sulfamethizole was prepd by the method of

Rosenzweig and Fuchs (1) and recrytd from

ammonia (2). Water had a sp cond of

(1 - 10) x 10-7 ohm-lcm-l •

The source of the reagents was not specified

REFERENCES:
1. Rosenzweig, S.; Fuchs, W. U. S. pat.

2,536,095 (1951).
2. Sandmann.R.A.; Nesbitt, R.U •• Jr.;

Sandmann.R. A. J. Pharm. Sci.

948.1974, 63,

quilibrium soly was obtained (3-7 days). Af

ter filtration through 20M glass filtering

crucibles. the solns were analyzed at 25±0.P

C in paraffin-coated beakers for Ag+ ions ~E~S~T~I~MA~T~E~D~E~R~RO~R~:~So-l~y--:-w~h-e-n--t-e-s-t-e~d~b-y--on-e--w-a-y-;

with a silver-ion selective electrode (No.94- analysis of variance, the means displayed in
the Table were found not to be statistically

16, Orion Res., Cambridge, Mass) standardiz- different at the 1% confidence level
(authors).ed at the temp indicated and O.lM ionic

strength. The pH was measured with a triple

purpose pH electrode (Corning Sci. Instru

ments, Medfield, Mass) standardized using

buffers meeting NBS requirements. The nitric

acid buffers were prepd by diln to O.IM HN03
ancl wer" a to an ionic nf n ~:':---:tJi'--:-"h""J(:::~IN"""""r----------------1



COMPONENTS: ORIGINAL MEASUREMENTS:

279

VARIABLES:

EXPERIMENTAL VALUES:

pH

Nesbitt. R. U•• Jr.; Sandman. B. J.

J. Pharm. Sai. 1978. 67(7). 1012-17.

PREPARED BY:

R. Piekos

Continued from previous page

Calculation of the solubility product of Ag sulfamethizolea • Ks ' at

25±0.loC and O.lM ionic strength

pH f o
S2 K a

s

1.965 1.583 x 10-4 1. 733 x 10-7 2.74 x 10-11

2.102 2.526 x 10-4 1.051 x 10-7 2.65 x 10-11

2.345 5.448 x 10-4 4.693 x 10-8 2.56 x 10-11

2.598 1.132 x 10-3 2.508 x 10-8 2.85 x 10-11

Mean (2.70±0.12)10-11

aKs reported as mean ±SD

afrom eq. Ks a f oS2• where f o a (1 +

S is the total molar solubility. and Kl and K2 are the

apparent dissociation constants of the N4_ (amino) and Nl _

(amido) hydrogens of sulfamethizole.resoectivelv.

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:

ESTIMATED ERROR:

REFERENCES:
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COMPONENTS:

VARIABLES:

pH

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Nesbitt. R. U•• Jr.; Sandmann. B. J.

J. Pharm. Sci. 1978. 67(7), 1012-17.

PREPARED BY:

R. Piekos

Continued from previous page

2.0

o I---"..:.L.::----:-L"-----"..l..".----::,.t..,,.----:,..,,-l~
2.0 4.0 6.0 8.0 10.0

[H30+j x 103

silver su1famethizo1e in nitric acid buffer at O.lM

ionic strength and 25tO.1oC

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:

ESTIMATED ERROR:

REFERENCES:
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COMPONENTS: ORIGINAL HEASUREHENTS:

Nesbitt, R. U., Jr.; Sandmann, B. J.

J. Pharm. Sci. 1977, 66(4). 519-22.

VARIABLES: PREPARED BY:

pH R. Piekos

EXPERIMENTAL VALUES: Continued from previous page

4.0fo.

3.0 •
~

..".
0
.-f

X 2.0
en • •

1.0 , , , J

2.0 2.2 2.4 2.6
pH

Molar solubility, S, of Ag su1famethizo1e versus pH at O.lM ionic

strength and 25±0.loC. Key: °calculated from equation

S2 _ [Ag+j2 - [H30j+ 2 Ks [H3O+j Ks
Kl K2

+ K2

AUXILIARY INFORMATION

HETHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:

ESTIMATED ERROR:

REFERENCES:



282

COMPONENTS:

(1) Acetamide, N-[4-[[(5-methyl -1,3,4

thiadiazol-2-yl)amino]sulfonyl]phenyl]

(acetyl sulfamethythiadiazole);

ORIGINAL MEASUREMENTS:

Durel, M. P.; Allinne, M.

BuZZ. Soa. Med. Hop. Paris III

1941, 251-9.

(2)

CllH12N4°352 ;

Water; H20;

[39719-87-4]

[7732-18-5]

VARIABLES:
One temperature: 370 C

EXPERIMENTAL VALUES:

PREPARED BY:
R. Piekos

Solubility of acetyl sulfamethythiadiazole in water at 37 0 C is 0.10 glliter

( 3.2 x 10-4 mol dm-3, compiler ).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:

The mixt of acetyl sulfamethylthiadiazole Source and purity of acetyl sulfamethyl-

and water was agitated for 24 hours at 37oC. thiadiazole were not specified.

Distilled water was used.

ESTIMATED ERROR:

Nothing specified.

REFERENCES:



COMPONENTS:
(1) Acetamide. N-[4-[[(5-methyl-l.3.4

thiadiazol-Z-yl)amino]sulfonyl]phenyl]
(acetyl sulfamethylthiadiazole);
CllHlZN403SZ; [39719-87-4]

(Z) Phosphoric acid. disodium salt;
NaZHP04 ; [7558-94-4]

(3) Water; HZO; [773Z-l8-5)

VARIABLES:
One temperature: ca ZOoC; one pH: 8.74

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

KrUger-Thiemer. E.

Arah. DermatoZ. SyphiZis

90-116.

PREPARED BY:
R. Piekos

183,

283

Solubility of acetyl sulfamethylthiadiazole in a 0.705M (10%) NaZHP04

solution of pH 8.74 at room temperature ( about ZOOC ) is 1.Z50 g%

( 4.00Z x 10-Z mol dm- 3 solution. compiler ).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:
Acetyl sulfamethylthiadiazole (0.5 g) was

dissolved in 10 cm3 of the 0.705M (10%)

NaZHP04 soln. shaken for Z h at room temp

(about ZOoC). and filtered. The filtrate

was treated with equal vol of ZN HCl and

refluxed for 15 min. After proper diln. a

l-cm3 aliquot was withdrawn. acidified.

cooled. and the sulfonamide content was

detd colorimetrically (as sulfamethylthia

diazole) by the Marshall method modified

by Kiwnig (1) using an Authenrieth colori

meter. The pH was detd on an ultraiono

graph using a glass electrode.

SOURCE AND PURITY OF MATERIALS:
Acetyl sulfamethylthiadiazole (source not

specified) gave no coloration upon diazo

tization of its satd soln. thus showing

absence of sulfamethylthiadiazole. The

source and purity of the remaining material!

were not specified.

ESTIMATED ERROR:
Soly: precision ±5% (author)

Temp: not specified.

pH : ±0.05 pH unit (author)
REFERENCES:

1. Kimmig. J. Arah. DermatoZ.

176, 72Z; Erg. Hyg. ~.

1938,

24, 398.
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COMPONENTS:
(1) Acetamide, N-[4-[[(5-methyl-l,3,4

thiadiazol-2-yl)amino]sulfonyl]phenyl]
(acetyl sulfamethylthiadiazole);
CllH12N403S2; [39719-87-4]

(2) Phosphoric acid, monopotassium salt;
KH2P04; [7778-77-0]

(3) Water; H20; [7732-18-5]

VARIABLES:

One temperature: ca 20oC; one pH: 4.37

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

KrUger-Thiemer, E.

Arch. Dermatol. Syphilis

90-116.

PREPARED BY:
R. Piekos

1942, 183,

Solubility of acetyl sulfamethylthiadiazole in a 0.735M (10%) KH2P04

solution of pH 4.37 at room temperature ( about 200 C ) is 0.0066 g%

( 2.11 x 10-4 mol dm-3 solution, compiler ).

AUXILIARY INFORMATION

Acetyl sulfamethylthiadiazole (source not

specified) gave no coloration upon diazo

tization of its satd soln, thus showing

absence of sulfamethylthiadiazole. The

source and purity of the remaining materi

als were not specified.

METHOD/APPARATUS/PROCEDURE:

Acetyl sulfamethylthiadiazole (0.5 g) was

dissolved in the 0.735M (10%) KH2P04 soln,

shaken for 2 h at room temp (about 20oC),

and filtered. The filtrate was treated witt

equal vol of 2N Hel, and refluxed for 15

min. After proper diln, a l-cm3 aliquot was

withdrawn, acidified, cooled, and the sul

fonamide content was detd colorimetrically

by the Marshall method modified by Kimmig

(1) using an Authenrieth colorimeter. The

pH was detd on an ultraionograph using a

glass electrode.

SOURCE AND PURITY OF MATERIALS:

ESTIMATED ERROR:
Soly: precision t5% (author)

Temp: not specified

oH : to.05 oH unit (author)
REFERENCES:

1. Kimmig, J. Arch. Dermatol.

176, 722; Erg. Hyg. 1941,

1938,

24, 398.



COMPONENTS:
(1) Acetamide. N-[4-[[(5-methyl-l.3.4

thiadiazol-2-yl)amino)sulfonyl)phenyl)
(acetyl sulfamethylthiadiazole);
CllH12N403S2; [39719-87-4)

(2) Phosphoric acid. disodium salt;
Na2HP04; [7558-94-4)

(3) Phosphoric acid. monopotassium salt;
K~P04; [7778-77-0)

'4) Water; H20; [7732-18-5)

ORIGINAL MEASUREMENTS:

KrUger-Thiemer. E.

Arch. Dermato~. Syphi~is

90-116.

PREPARED BY:

183,

285

VARIABLES: R. Piekos
Temperature; pH

EXPERIMENTAL VALUES:

Solubility

Room temp (ca 20oC)

Composition of 1/15M phosphate

buffer solution

%Content
pH

g% 103 mol dm-3

solution
g% 103 mol dm-3

solution

1.0 99.0 0.91 4.944 0.0073 0.23 -
10.0 90.0 0.91 5.906 0.022 0.70 0.022

61.1 38.9 0.93 7.005 0.197 6.31 0.274

9.5 0.5 0.733b 7.51 0.726 23.24 -
94.7 5.3 0.95 8.018 0.455 14.57 -

a Calculated by compiler

b Molar content; 10% buffer solution

AUXILIARY INFORMATION

0.70

8.77

METHOD/APPARATUS/PROCEDURE:
Acetyl sulfamethylthiadiazole (0.5 g) was

dissolved in 10 cm3 of a buffer soln. shake~

for 2 h at 200 C (or left for 48 h at 37oC).

and filtered at respective temp. The fil

trate was treated with equal vol of 2N HCl

and refluxed for 15 min. After proper diln.

a l-cm3 aliquot was withdrawn. acidified.

cooled. and the sulfonamide content was detd

SOURCE AND PURITY OF MATERIALS:
Acetyl sulfamethylthiadiazole (source not

specified) gave no coloration upon diazo

tization of its satd soln. thus showing

absence of sulfamethylthiadiazole. The

source and purity of the remaining materi

als were not specified.

ESTIMATED ERROR:
Soly: precision ±5% (author).

Temp: not specified.

oH : ±0.05 oH unit (author).

colorimetrically (as sulfamethylthiadiazole)

by the Marshall method modified by Kimmig

(1) using an Authenrieth colorimeter. The

pH was detd on an ultraionograph using a

glass electrode. REFERENCES:

1. Kimmig. J. Arch.

176, 722; Erg.

Dermato~.

Hyg. 1941.

1938.

24, 398.
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COMPONENTS:
(1) Acetamide, N-[4-[[(5-methyl-l,3,4

thiadiazol-2-yl)amino]sulfonyl]phenyl]
(acetyl sulfamethylthiadiazole);
CllH12N403S2; [39719-87-4]

(2) Phosphoric acid, disodium salt;
Na2HP04; [7558-94-4]

(3) Phosphoric acid, monopotassium salt;
KH2P04 ; [7778-77-0]

(4) Water; H20; [7732-18-5]

ORIGINAL HEASUREHENTS:

Bandelin, F. J.; Malesh, W.

J. Am. Pharm. Assoa., Sai.

48, 177-81.

PREPARED BY:
R. Piekos

Ed.

VARIABLES:
pH

EXPERIMENTAL VALUES:

Solubility of acetyl sulfamethylthiadiazole in buffers of varying mixtures

of Na2HP04.7H20 (71.6 gil distilled water; 0.27 mol dm-3, compiler) and

KH2P04 (36.3 gil distilled water; 0.27 mol dm-3, compiler) at 37 0 C.

Equilibrium pH Solubility (based on sulfamethylthiadiazole)

mg/lOO ml

4.5

5.0

5.5

6.0

6.3

6.6

7.3

41

50

71

102

260

630

2400

0.151

0.185

0.262

0.377

0.962

2.33

8.878

a Calculated by compiler

AUXILIARY INFORMATION

runs are

1. Biamonte, A. R.; Schneller, G. E.

J. Am. Pharm. Assoa., Sai. Ed.

1952, 41, 341.

by Biamonte and Schneller (1). A standard

curve was prepd using accurately prepd stan

dard solutions.

HETHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:
Solns were prepd by adding an excess of ace- Neither source nor purity of the reagents

tyl sulfamethylthiadiazole to 10 ml of buffer were specified. Distilled water was used.

soln at each pH level in 18 x l50-mm test

tubes, stoppering the tubes, placing them in

water bath at 370 C with gentle agitation for

24 h. The solute was then hydrolyzed with

5% H2S04 for 1 h to liberate the free sulfon

amide. One-ml aliquot of the hydrolyzate was

accurately pipetted into a volumetric flask ~E~S~T~I~MA~T~E~D~E~R~R~OR~:--------------------------~

for diln and analysis. The sulfonamide was Soly: ave values of duplicate

assayed colorimetrically by the method of reported (authors).

Bratton and Marshall as described in detail Temp and pH: not specified.
REFERENCES:



COMPONENTS:
(1) Acetamide, N-[4-[[(5-methyl-l,3,4

th!adiazole=2-yl)amino]sulfonyl]phenyl]
(N -acetylsulfamethizole);
CllH12N403S2; [39719-87-4]

(2) Phosphoric acid, disodium salt;
Na2HP04; [7558-94-4]

(3) Phosphoric acid, monopotassium salt;
KH2P04; [7778-77-0]

(4) Water; H20; [7732-18-5]

VARIABLES:
pH

EXPERIMENTAL VALUES:

287

ORIGINAL MEASUREMENTS:

Hekster, Y.A.; Vree, T. B.; Damsma, J. E.

Friesen, W. T. J. Antimicrob. Chemother.

~, 8, 133-44.

PREPARED BY:
R. Piekos

pH Solubility at 250 C

mg/l 103 mol dm-3 a

5.5

7.5

200

3000

0.640

9.604

SOURCE AND PURITY OF MATERIALS:
The source and purity of the materials

were not specified.

a Calculated by compiler

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

Satd solns of ~4-acetylsulfamethizolewere

prepd in phosphate buffers of pH 5.5 and 7.'

at room temp (250 C). The concn of the sol-

ute was measured by means of a Spectra Phy-

sics 3500B high-performance liquid chroma-

tograph equipped with a column oven (Model

748) and a pye-Unicam LC-UV spectrophoto-

metric detector. The detector was connect-

ed to a l-mV recorder. A stainless steel ESTIMATED ERROR:

column (10 em x 4.6 mm i.d.) was packed The detection limit of the solute by HPLC

with Lichrosorb RPS, 5 ~m, obtained from was 0.5 mg/l (authors). The error in tem-

Chrompack. An injection loop of 100 pI was ~~n,e~r;:a~tu::.r:.:e;..:a~n~d::..~oIH~w:.:;e~r.::e~n~o.!:t-:::,sol;:;le::c:;;i~f~i:;:e;,:d~':"" __-l
used. The oven temp was 400 C. Detection REFERENCES:

of the solute was performed at 260 nm.
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COMPONENTS:
(1) Acetamide, N-[4-[[(5-methyl-l,3,4

thiadiazol-2-yl)amino)sulfonyl)phenyl)
(acetyl sulfamethylthiadiazole);
CllH12N403S2; [39719-87-4)

(2) Calcium chloride; CaC12; [10043-52-4)
(3) Magnesium chloride; MgC12; [7786-30-3)
(4) Phosphoric acid, monoammonium salt;

NH4H2P04; [7722-76-1)
(5) Potassium chloride; KCl; [7447-40-7)
(6) Sodium chloride; NaCl; [7647-14-5)
(7) Urea; CH4N20; [57-13-6)
(8) Water' H?O' [7732-18-5)

ORIGINAL HEASUREHENTS:
Bandelin, F. J.; Malesh, W.

J. Am. Pharm. Assoa., Sci. Ed.
48, 177-81.

PREPARED BY:

R. Piekos

VARIABLES:

EXPERIMENTAL VALUES:

Solubility of acetyl sulfamethylthiadiazole in a solution containing CaCl2
0.143, MgC12 0.121, NH4H2P04 0.300, KCl 1.660, NaCl 2.950 and urea 20 g/dm3

(synthetic urine, Mosher Vehicle) at 37oC.

Equilbiruum pH
Solubility

mg/lOO ml mol/dm3 a

(as sulfamethylthiadiazole)

4.5 10 3.7 x 10-4

5.0 21 7.8 x 10-4

5.5 45 1.7 x 10-3

6.0 145 5.4 x 10-3

6.5 380 1.4 x 10-2

7.0 995 3.7 x 10-2

aCalculated by compiler

AUXILIARY INFORMATION

SOURCE AND PURITY OF MATERIALS:

Nothing specified.

Schneller, G. E.,

Assoc., Sai. Ed.

REFERENCES:

1. Biamonte, A. R.;

J. Am. Pharm.

ESTIMATED ERROR:
Soly: average values of 2 detns were given.

Temp: not specified.
pH : not specified.

HETHOD/APPARATUS/PROCEDURE:

Excess acetyl sulfamethylthiadiazole was

added to aliquots of synthetic urine solns

and 1% H3P04 or 1% NaOH solns were used to

adjust the pH to the required value. The

solns were agitated for 24 h with addn of

acid or base to keep them at the desired

pH level until equilibrium was attained.

Then the solns were filtered and in aliquots
~~~~~~-----------fthe sulfonamide was assayed spectrophotome-

trically by the method described by Biamonte

and Schneller (1). Before detn the soln was

refluxed with 5% H2S04 for 1 h to liberate

the fee amino compd.

1952, 41, 341.
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EVALUATOR:
Anthony N.
Department
University
Kingston,

COHPONENTS:
(1) Benzenesulfonamide, 4-amino-N-(5

ethyl-l,3,4-thiadiazol-2-yl)
(sulfaethylthiadiazole); -
ClOH12N402S2; [94-19-9)

(2) Aqueous phosphate buffers Ryszard
Faculty
Gdansk,

Paruta
of Pharmaceutics
of Rhode Island
Rhode Island, USA
and

Piekos
of Pharmacy, University of Gdansk
Poland 1986

CRITICAL EVALUATION:

For the above compound, there were three reports (1-3) which determined the solubi
lity in water at 293K and 310K at five pH levels as shown in Table I.

Table I: Solubility of Sulfaethylthiadiazole in water at various pH's and temperatures

103 mol dm-3

Reference pH 293K 310K

1 4.9a 1.48 -
3 5.0b - 11.4

1 5.91a 2.95 4.64
2 5.9a - 5.13
3 6.0b - 26.7

1 7.0a 17.80 22.93
2 7.1a - 21.45
3 7.0b - 207.5

1 7.51a 44.91 -
3 7.5b - 256.7

1 8.02a 32.64 -
3 8.0b - 597.8

a • buffer concentration at 0.066 mol d~33
b • buffer concentration at 0.27 mol dm

The data of Bandelin and Malesh (3) reported solubility over a pH range of 5-8 in
phosphate buffers of 0.27 mol dm-3 concentration substantially greater than in the other
data (1,2). The data, while showing the expected large increases in solubility with pH,
refer only to initial pH values. At concentrations reported here, especially those about
0.1 mol dm-3 (-pH 6.5), the dissolved amount should affect the final pH of the equili
brated solution. This would occur at pH values greater than about 5.5 (pKa ) by the
production of highly soluble anionic species affecting the pH value through the ionic
strength effect. The values given by KrUger-Thiemer (1) and Langecker (2) are for
0.066 mol dm- 3 phosphate buffer. There are two sets of values that merit consideration,
those at pH 5.9 and pH 7.0 (1,2). If it can be assumed that the solubility at 310K and
a pH 5.5 (~pKa) is about 2 x 10-3 mol dm-3 then at pH 5.9, about 2.5 times as many highl,
water solubble anions are formed leading to a value of about 5 x 10-3 mol dm-3 • The
average of the two values (1,2) lead to a tentative solubility value at a pH • 5.9 in
phosphate buffer of 4.88 x 10-3 mol dm-3• At a pH of 7, there would be about 31 fold
increase in anions, however, the values only indicate about a 10-11 fold increase. Al
though the values at a pH 7 (1,2) are reasonable in magnitude they could not be reconcilec
with each other and were not considered further. None of the data at 293K was duplicated
by any two authors and are shown for completeness and data enhancement trend (except for
pH 7.5) as a function of pH.

REFERENCES:

48,

90-116.
291-301.

1959,

SyphiZZis 1942, 183,
PharmakoZ. 1948, 205,
Pharm. Assoa:-;-Sci. Ed.

KrUger-Thiemer, E. Arch. DermatoZ.
Langecker, H. Arch. ExptZ. Path.
Bandelin, F.J.; Malesh, W. J. Am.
177-81.

(1)
(2)
(3)
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COMPONENTS: ORIGINAL MEASUREMENTS:
(1) Benzenesu1fonamide, 4-amino-N-(5-ethy1-

l,3,4-thiadiazol-2-y1)- (su1faethy1

thiadiazo1e); C10H12N402S2; [94-19-9]

(2) Water; H20; [7732-18-5]

VARIABLES:
One temperature: 37°C

EXPERIMENTAL VALUES:

Dure1, M. P.; A11inne, M.

BuU. Soa. Med. Hop. Paris III

1941, 251-9.

PREPARED BY:
R. Piekos

Solubility of su1faethy1thiadiazo1e in water at 37°C is 0.40 g/liter

(1.41 x 10-3 mol dm-3 , compiler ).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:
A mixture of su1faethy1thiadiazo1e and

water was agitated for 24 hours at 37°C.

SOURCE AND PURITY OF MATERIALS:
Source and purity of su1faethy1thiadiazo1e

were not specified.

Distilled water was used.

ESTIMATED ERROR:

Nothing specified.

REFERENCES:



ORIGINAL MEASUREMENTS:
Langecker. H.

COMPONENTS:
(1) Benzenesulfonamide, 4-amino-N-(5-ethyl-

1,3,4-thiadiazol-2-yl)- (sulfaethyl

thiadiazole); ClOH12N402S2;

[94-19-9)

(2) Water; H20; [7732-18-5)

Arah.

205,

ExptZ. Path.

291-301.

PhaPmakoZ.

291

VARIABLES:

One temperature: 37 0 C

EXPERIMENTAL VALUES:

PREPARED BY:

R. Piekos

Solubility of sulfaethylthiadiazole in water at 370 C is 60 mg%

( 2.11 x 10-3 mol dm-3, compiler ).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

An excess of sulfaethylthiadiazole in water

was boiled and left for 24 h in a vessel

protected from access of CO2 , The concn

of the sulfonamide was detd colorimetrically

by the method of Bratton and Marshall (1)

using a Havemann colorimeter (2), as well

as by microanal detn of the solid residue.

SOURCE AND PURITY OF MATERIALS:

Source and purity of the materials were

not specified.

ESTIMATED ERROR:
Nothing specified.

REFERENCES:

1. Bratton, A. G.; Marshall, E. K.,Jr.

J. BioZ. Chem. 1939, 128, 537.

2. Havemann, R• KZin. Woahensahr.

.!.2.1Q, p. 503.



Langecker, H.

ORIGINAL MEASUREMENTS:

292

COMPONENTS:
(1) Benzenesulfonamide, 4-amino-N-(5-ethyl

l,3,4-thiadiazol-2-yl)- (sulfaethyl
thiadiazole); ClOH12N402S2; [94-19-9]

(2) Sodium chloride; NaCl; [7647-14-5]

(3) Water; H20; [7732-18-5]

Al'ah.

205,

ExptL Path.

291-301.

Pharmakol.

VARIABLES:

One temperature: 370 C

EXPERIMENTAL VALUES:

PREPARED BY:

R. Piekos

Solubility of sulfaethylthiadiazole in a 0.9% w/w NaCl solution

at 370 C is 62 mg% (2.2 x 10-3 mol dm-3, compiler ).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:

An excess of sulfaethylthiadiazole in the Source and purity of the materials were

0.9% w/w NaCl soln was boiled for 1 h in a not specified.

sealed ampul followed by keeping the ampul

at 37oC. The concn of the sulfonamide

was assayed colorimetrically by the method

of Bratton and Marshall (1) using a Havemann

colorimeter (2), as well as by microanal

detn of the solid residue.

ESTIMATED ERROR:

Nothing specified.

REFERENCES:
1. Bratton, A. G.; Marshall, E. K.,Jr.

J. Biol. Chern. 1939, 128, 537.

2. Havemann, R. Klin. Woahensahl'.

1940, p. 503.



COMPONENTS:
(1) Benzenesulfonamide, 4-amino-N-(5-ethyl

l,3,4-thiadiazol-Z-yl)- (sulfaethyl
thiadiazole); ClOHlZN40ZSZ; [94-19-9]

(Z) Phosphoric acid, disodium salt;
NaZHP04; [7558-94-4]

(3) Water; HZO; [7732-18-5]

VARIABLES:
One temperature: ca ZOoC; one pH: 8.74

EXPERlHENTAL VALUES:

ORIGINAL HEASUREHENTS:

KrUger-Thiemer, E.

Arah. DermatoZ. SyphiZis

90-116.

PREPARED BY:
R. Piekos

183,

293

Solubility of sulfaethylthiadiazole in a 0.705M (10%) NaZHP04 solution

of pH 8.74 at room temperature ( about ZOOC ) is 1.8Z0 g% ( 6.400 x

10-Z mol dm-3 solution, compiler ).

AUXILIARY INFORMATION

was dissolved

NaZHP04 solu

h at room temp

A l-cm3 aliquot

HETHOD/APPARATUS/PROCEDURE:

Sulfaethylthiadiazole (0.5 g)

in 10 cm3 of the 0.705M (10%)

tion of pH 8.74, shaken for Z
(about ZOoC), and filtered.

of the filtrate was withdrawn, cooled, aci

dified with 1 cm3 of ZN Hel, and the sulfon

amide content was detd colorimetrically by

the method of Marshall modified by Kimmig

(1) using an Authenrieth colorimeter. The

pH was detd on an ultraionograph using a

glass electrode.

....-K

SOURCE AND PURITY OF MATERIALS:

Sulfaethylthiadiazole was the product

manufd by Schering under the name Globucid.

The source and purity of the remaining

materials were not specified.

ESTIMATED ERROR:
Soly: precision ±5% (author).

Temp: not specified.

pH : ±0.05 pH unit (author).

REFERENCES:

1. Kimmig, J. Arah. DermatoZ. 1938,
176, 7ZZ; Erg. Hyg. 1941, 24,

398 •
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COMPONENTS:
(1) Benzenesulfonamide, 4-amino-N-(s-ethyl

1,3,4-thiadiazol-2-yl)- (sulfaethyl-
thiadiazole); ClOH12N402S2; [94-19-9]

(2) Phosphoric acid, monopotassium salt;
KH2P04 ; [7778-77-0]

(3) Water; H20; [7732-18-5]

VARIABLES:

One temperature: ca 20oC; one pH: 4.37

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

KrUger-Thiemer, E.

Arah. DermatoZ. Syphilis

90-116.

PREPARED BY:

R. Piekos

1942, 183,

Solubility of sulfaethylthiadiazole in a 0.73sM (10%) KH2P04 solution

of pH 4.37 at room temperature (about 20oC) is 0.0167 g% (5.87 x

10-4 mol dm-3 solution, compiler ).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

Sulfaethylthiadiazole (0.5 g) was dissolved

in 10 cm3 of the 0.73sM (10%) KH2P04 soln

of pH 4.37, shaken for 2 h at room temp

(about 20oC), and filtered. A l-cm3 aliquol

of the filtrate was withdrawn, cooled, aci

dified with 1 cm3 of 2N HCl, and the sulfon

amide content was detd colorimetrically by

the method of Marshall modified by Kimmig

(1) using an Authenrieth colorimeter. The

pH was detd on an utraiongraph using a

glass electrode.

SOURCE AND PURITY OF MATERIALS:

Sulfaethylthiadiazole was the product

manufd by Schering under the name Globucid.

The source and purity of the remaining

materials were not specified.

ESTIMATED ERROR:
Soly: precision ts% (author).

Temp: not specified.

pH : to.Os pH unit (author)

REFERENCES:

1. Kimmig, J. Arah. DermatoZ. 1938,

176, 722; Erg. Hyg. 1941, 24,

398.



ORIGINAL MEASUREMENTS:

KrUger-Thiemer. E.

Arah. DermatoZ. SyphiZis 1942.

90-116.

COMPONENTS:
(1) Benzenesulfonamide. 4-amino-N-(5-ethyl

1.3.4-thiadiazol-2-yl)- (sulfaethyl
thiadiazole); ClOH12N402S2; [94-19-9]

(2) Phosphoric acid. disodium salt;
Na2HP04; [7558-94-4]

(3) Phosphoric acid. monopotassium salt;
KH2P04 ; [7778-77-0]

~(~4~)~W~a-=t~er_;_H_20_;__[_7_73_2_-_l_8-_5_] -t PREPARED BY:
VARIABLES:

Temperature; pH

EXPERIMENTAL VALUES:

R. Piekos

183,

295

Composition of 1/15M phosphate
buffer solution

%Content

pH

Solubility

Room temp (ca 20oC)

g% 102 mol dm-3 g%
solutiona

102 mol dm-3

solution a

1.0 99.0 0.91 4.944 0.042 0.148 - -
10.0 90.0 0.91 5.906 0.084 0.295 0.132 0.464

61.1 38.9 0.93 7.005 0.506 1. 780 0.652 2.293

9.5 0.5 0.733b 7.51 1.277 4.491 - -
94.7 5.3 0.95 8.018 0.928 3.264 - -

aCalculated by compiler.

bMolar content; 10% buffer solution.

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

Sulfaethylthiadiazole (0.5 g) was dissolved

in 10 cm3 of a buffer soln. shaken for 2 h

at 200 C (or left for 48 h at 37°C). and fil

tered at respective temp. A l-cm3 aliquot

of the filtrate was then withdrawn. cooled.

(dild for expts at 37oC). acidified with 1

cm3 of 2N HCl. and the sulfonamide content

was detd colorimetrically by the method of

Marshall modified by Kimmig (1) using an

Authenrieth colorimeter. The pH was detd

on an ultraionograph using a glass electrode.

SOURCE AND PURITY OF MATERIALS:

Sulfaethylthiadiazole was the product

manufd by Schering under the name Globucid.

The source and purity of the remaining

materials were not specified.

ESTIMATED ERROR:
Soly: precision ±5 (author)

Temp: not specified

pH : ±0.05 pH unit (author)
REFERENCES:

1. Kimmig. J.

176, 722;

398.

Arah. DermatoZ. 1938.

Erg. Hyg. 1941. 24,
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R. Piekos

PharmakoZ.

Langecker, H.

Arch. Exptl-. Path.
205, 291-301.

ORIGINAL MEASUREMENTS:

pH

COMPONENTS:
(1) Benzenesulfonamide, 4-amino-N-(5-ethyl

l,3,4-thiadiazol-2-yl)- (sulfaethyl
thiadiazole); ClOH12N402S2; [94-19-9]

(2) Phosphoric acid, disodium salt;
Na2HP04; [7558-94-4]

(3) Phosphoric acid, monopotassium salt;
KH2P04; [7778-77-0]

~(4~)~~w=-at"..e=-r_;__H~20_;__[_7_73_2_-_1_8_-_5_1------1 PREPARED BY:
VARIABLES:

EXPERIMENTAL VALUES:

pH of the 1/15M Solubility at 370C

phosphate buffer mg% 103 mol dm-3 a

5.7 146 5.13

5.9 l46b 5.13

6.6 500 17.58

7.1 610 21.45

a Calculated by compiler.

b Measured at 200C.

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:

An excess of sulfaethylthiadiazole was added

to a buffer soln and boiled for 1 h in a

sealed ampul followed by keeping the ampul

at 370C. The concn of the sulfonamide was

detd co10rimetrica1ly by the method of

Bratton and Marshall (1) using a Havemann

colorimeter (2), as well as by microana1

detn of the solid residue.

Source and purity of the materials were

not specified.

ESTIMATED ERROR:

Nothing specified.

REFERENCES:
1. Bratton, A. G.; Marshall, E. K.,Jr.

J. BioZ. Chern. 1939, 128, 537.

2. Havemann, R. KZin. Wochenschr.

1940, p. 503.
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ORIGINAL MEASUREMENTS:

Bandelin. F. J.; Malesh. W.

J. Am. Pharm. Assoa., Sai.

48, 177-81.

COMPONENTS:
(1) Benzenesulfonamide. 4-amino-N-(5-ethyl

1.3.4-thiadiazole-2-yl)- (sulfaethyl
thiadiazole); ClOH12N402S2; [94-19-9]

(2) Phosphoric acid. disodium salt;
Na2HP04 ; [7558-94-4]

(3) Phosphoric acid. monopotassium salt;
KH2P04 ; [7778-77-0]

~(~4~)~W""a,..,t~e=-r_;_H...;2;;.0_;__[_77_3_2_-_l_8_-5_] -1 PREPARED BY:
VARIABLES:

pH R. Piekos

Ed. 1959.

EXPERIMENTAL VALUES:

Solubility of sulfaethylthiadiazole in buffers of varying mixtures of Na2HP04 .7H20

(71.6 g/l distilled water; 0.27 mol dm-3• compiler) and KH2P04 (36.3 g/l distilled

water; 0.27 mol dm-3• compiler) at 37oC.

Solubility
Initial pH

dm-3 amg/lOO ml mol

5.0 325 0.0114

5.5 465 0.0163

6.0 760 0.0267

6.5 2250 0.0791

7.0 5900 0.2075

7.5 7300 0.2567

8.0 17.000 0.5978

aCalculated by compiler.

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:

Neither source nor purity of the reagents

at were specified. Distilled water was used.

Solns were prepd by adding an excess of sul

faethylthiadiazole to 10 ml of buffer soln

each pH level in 18 x l50-rom test tubes.

stoppering the tubes and placing them in a

water bath at 37 0 C with gentle agitation for

24 h. The mixt was then filtered and a l-ml

ESTIMATED ERROR:
Soly: av values of duplicate runs are

reported (authors).

Temp and pH: not specified.

aliquot was accurately pipetted into a volu

metric flask for diln and analysis. The ba

lance was retained for pH detn to ascertain

any change in pH value. The sulfonamide was

assayed colorimetrically by the method of

Bratton and Marshall as described in detail

by Biamonte and Schneller (1). A standard

curve was prepd using accurately prepd stan

dard solutions.

REFERENCES:

Biamonte. A. R.;

J. Am. Pharm.

1952. 41, 341.

Schneller. G. E.

Assoa., Sai. Ed.
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ORIGINAL MEASUREMENTS:

Riess, W.

Inte1'n. Congr>. Chemother>apy, Pr>oa.

3r>d. Stuttgar>t 1963, 1, 6Z7-3Z.

COMPONENTS:
(1) Benzenesulfonamide, 4-amino-N-(5-ethyl

l,3,4-thiadiazol-Z-yl)- (sulfaethyl
thiadiazole); ClOHlZN40ZSZ; [94-19-9]

(Z) Phosphoric acid, disodium salt;
NaZHP04 ; [7558-94-4]

(3) Phosphoric acid, monopotassium salt;
KH ZP04; [7778-77-0]

t:(:-:4-::),:,,:,,:w:-:a-::t:-:e_r_;_H..;;Z_O_;_[_7_73_Z_-_l_8_-5_] -tPREPARED BY:
VARIABLES:

One temperature: ZOoC; one pH: 7.4
R. Piekos

EXPERIMENTAL VALUES:

Solubility of sulfaethylthiadiazole in M/IS phosphate buffer (pH 7.4) at ZOOC

is 1500 mg% (5.Z75 x 10-2 mol dm-3, compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:

SBrensen buffer soIns of pH varying between Nothing specified.

7 and 8 were prepd, satd with sulfaethyl-

thiadiazole at ZOOC, their pH was measured

at equilibrium , and the sulfaethylthia-

diazole was assayed colorimetrically. The

measured pH values were plotted against

concn, and the soly at pH 7.4 was detd by

interpolation (personal communication).

ESTIMATED ERROR:

Nothing specified.

REFERENCES:



ORIGINAL MEASUREMENTS:

Hekster, Ch. A.; Vree, T. B.

Antibiotias Chemother. 1982.

22-118.

COMPONENTS:
(1) Benzenesulfonamide, 4-amino-N-(5-ethyl

1,3.4-thiadiazol-2-yl)- (sulfaethyl
thiadiazole)i ClOH12N402S2i [94-19-9]

(2) Phosphoric acid. disodium salt;
Na2HP04; [7558-94-4]

(3) Phosphoric acid, monopotassium salt;
KH2P04 ; [7778-77-0]

1-(,,:,4:-:)=w~a:::t,,:,e:-::r~;_H..;2;;.O_;__[7_7_3_2_-_1_8-_8_] -1 PREPARED BY:
VARIABLES:

pH

EXPERIMENTAL VALUES:

R. Piekos

31,

299

Solubility at 250 C
pH

103 dm-3 amg/l mol

5.5 489 1.72

7.5b 7,110 25.00

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

The earlier developed method (1) was used

(personal communication). Satd solns of

sulfaethylthiadiazole were prepd in phos

phate buffers of pH 5.5 and 7.5 at 250 C.

The concn of the solute was measured by

means of a Spectra Physics 3500B high-per

formance liquid chromatograph equipped with

a Model 748 column oven and a Pye-Unicam

LC-UV spectrophotometric detector.

SOURCE AND PURITY OF MATERIALS:

Neither source nor the purity of the

materials was specified.

ESTIMATED ERROR:
Soly: the detection limit of the solute by

HPLC was 0.5 mg/l (authors).

The errors in temp and pH were not specified

REFERENCES:

1. Hekster, Y. A.; Vree, T. B.;

Damsma, J. E.;

J. Antimiarob.

8, 133.

Friesen, W. T.

Chemother.
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R. Piekos

PREPARED BY:

ORIGINAL MEASUREMENTS:

Bandelin, F. J.; Malesh, W.

Ed.Pharm. Assoa., Sai.

48, 177-81.

J. Am.

1959,

COMPONENTS:
(1) Benzenesulfonamide, 4-amino-N-(5-ethyl

l,3,4-thiadiazol-Z-yl)- (sulfaethyl
thiadiazole); ClOHlZN40ZSZ; [94-19-9]

(Z) Calcium chloride; CaClZ; [10043-5Z-4]
(3) Magnesium chloride; MgClZ; [7786-30-3]
(4) Phosphoric acid, monoammonium salt;

NH4HZP04; [77ZZ-76-l]
5) Potassium chloride; KCl; [7447-40-7]

(6) Sodium chloride; NaCl; [7647-14-5]
(7) Urea; CH4NZO; [57-13-6]
(8) Water; HZO; [773Z-l8-5]

VARIABLES:

EXPERIMENTAL VALUES:

Solublity of sulfaethylthiadiazole in a solution containing CaClZ 0.143,

MgClZ O.lZl, NH4HZP04 0.300, KCl 1.660, NaCl Z.950 and urea ZO g/dm3

(synthetic urine, Mosher Vehicle) at 37oC.

Solubility
Equilibrium pH

lO Z mol/dm3 amg/lOO ml

4.4 360 1.Z7

4.7 380 1.34

5.Z 440 1.55

5.6 480 1.69

6.35 600 Z.ll

6.7 1875 6.59

aCalculated by compiler.

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:

Temp: not specified.

pH : not specified.

ESTIMATED ERROR:
Soly: average values of Z detns were given.

Excess sulfaethylthiadiazole was added to Nothing specified

aliquots of synthetic urine solns and 1%

H3P04 or 1% NaOH solns were used to adjust

the pH to the required value. The solns

were agitated for Z4 h with addn of acid or

base to keep them at the desired pH level

until equilibrium was attained. Then the

solns were filtered and in aliquots the

sulfonamide was assayed spectrophotometri-

cally by the method described by Biamonte

and Schneller (1).

REFERENCES:
1. Biamonte, A. R.; Schneller, G. E.

J. Am. Pharm. Assoa., Sai. Ed.

41, 341.



COMPONENTS:
(1) Benzenesu1fonamide, 4-amino-N-(S-ethy1

1,3,4-thiadiazo1-Z-yl)- (sulfaethyl

thiadiazole); C10H1ZN40ZSZ; [94-19-9]

(Z) Methane, trichloro- (chloroform);

CHC13 ; [67-66-3]

VARIABLES:
One temperature: ZOoC

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Riess, W.

Intern. Congr. Chemotherapy~ Proa.~

3rd. Stuttgart 1963, 1~ 6Z7-3Z.

PREPARED BY:
R. Piekos

301

Solubility of sulfaethylthiadiazole in chloroform at ZOOC is 109 mg%

( 3.83 x 10-3 mol dm-3 solution, compiler ).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

Nothing specified.

SOURCE AND PURITY OF MATERIALS:

Nothing specified.

ESTIMATED ERROR:

Nothing specified.

REFERENCES:
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COMPONENTS:
(1) Acetamide. N-[4[[(5-ethy1-1,3,4-thia-

diazol-2-y1)amino]su1fony1]pheny1]

(acetyl su1faethy1thiadiazo1e);

C12H14N403S2; [1037-51-0]

(2) Water; H20; [7732-18-5]

VARIABLES:

One temperature: 37 0 C

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Dure1, M. P.; A11inne, M.

BuZl. Soa. Med. Hop. Paris III

1941, 251-9.

PREPARED BY:

R. Piekos

Solubility of acetyl su1faethy1thiadiazo1e in water at 37 0 C is 0.20 g/liter

( 6.1 x 10-4 mol dm-3, compiler ).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:
A mixt of acetyl su1faethy1thiadiazo1e and Source and purity of acetyl su1faethy1-

water was agitated for 24 hours at 37°C. thiadiazole was not specified.

Distilled water was used.

ESTIMATED ERROR:

Nothing specified.

REFERENCES:



COMPONENTS:
(1) Acetamide, N-[4-[[(5-ethy1-1,3.4- thia-

diazol-2-y1)amino]su1fony1]pheny1]

(acetyl su1faethy1thiadiazo1e);

C12H14N403S2; [1037-51-0]

(2) Water; H20; [7732-18-5]

VARIABLES:

ORIGINAL MEASUREMENTS:

Langecker, H.

Arah. ExpH. Path.

205, 291-301.

PREPARED BY:

Pharmako'l.

303

pH

EXPERIMENTAL VALUES:

R. Piekos

Solubility at 370 C
pH

5.2

6.0

mg%

12

16

3.7

4.9

a Calculated by compiler

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:

An excess of acetyl su1faethy1thiadiazo1e Source and purity of the materials were

in water was boiled for 1 h in a sealed am- not specified.

pu1 followed by keeping the ampul at 370 C •

Before the assaying, the solute was treated

with 2. 6N NaOH soln (1) to cleave the acetyl

group and the su1faethy1thiadiazo1e was

detd co1orimetrica11y by the method of Brat ESTIMATED ERROR:

ton and Marshall (2) using a Havemann co1o- Nothing specified.

rimeter (3), as well as by microana1 detd

of the solid residue.
REFERENCES:
1. Scudi, J.V. J. Lab. CUn. Med.

1940, 25, 404.
2. Bratton, A. G.; Marshall, E.K.,Jr.

J. Bio'l. Chern. 1939, 128, 537.
3. Havemann, R. KUn. Woahensahr.

194O, p. 503.
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COMPONENTS:
(1) Acetamide, N-[4-[[(5-ethyl-l,3,4-thia

diazol-2-yl)amino]sulfonyl]phenyl]
(acetyl sulfaethylthiadiazole);
C12H14N403S2; [1037-51-0]

(2) Phosphoric acid, disodium salt;
Na2HP04; [7558-94-4]

(3) Water; H20; [7732-18-5]

ORIGINAL MEASUREMENTS:

KrUger-Thiemer, E.

Arch. DermatoZ. SyphiZis 1942, 183,

90-116.

VARIABLES:

One temperature: ca 200 C; one pH: 8.74

PREPARED BY:

R. Piekos

EXPERIMENTAL VALUES:

Solubility of acetyl sulfaethylthiadiazole in a 0.705M (10%)

Na2HP04 solution of pH 8.74 at room temperature ( about 200 e )

is 1.840 g% ( 5.637 x 10-2 mol dm-3 solution, compiler ).

AUXILIARY INFORMATION

(author).

pH : to.05 pH unit (author).

REFERENCES:

ESTIMATED ERROR:
Soly: precision t5%

Temp: not specified.

ionograph using a glass electrode.

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:
Acetyl sulfaethylthiadiazole (0.5 g) was dis- Acetyl sulfaethylthiadiazole (source not

solved in 10 cm3 of the 0.705M (10%) Na2HP04 specified) gave no coloration upon diazo

soln, shaken for 2 h at room temp (about 200 tization of its satd soln. thus showing

C). and filtered. The filtrate was treated absence of sulfaethylthiadiazole. The

with equal vol of 2N HCl. and refluxed for 15 source and purity of the remaining materials

min. After proper diln. a l-cm3 aliquot was were not specified.

withdrawn. acidified. cooled. and the sulfon-

amide content was detd colorimetrically (as

sulfaethylthiadiazole) by the Marshall method

modified by Kimmig (1) using an Authenrieth

colorimeter. The pH was detd on an ultra-

1. Kimmig. J.

176, 722;

398.

Arch. DermatoZ.

Erg. Hyg. 1941,
1938.

24,



COMPONENTS:
(1) Acetamide, N-[4-[[(S-ethyl-l,3,4-thia

diazol-Z-yl)amino]sulfonyl]phenyl]
(acetyl sulfaethylthiadiazole);
ClZH14N403SZ; [1037-51-0]

(Z) Phosphoric acid, monopotassium salt;
KHZP04; [7778-77-0]

(3) Water; HZO; [773Z-l8-S]

VARIABLES:
One temperature: ca ZOoC; one pH: 4.37

EXPERIMENTAL VALUES:

ORIGINAL HEASUREHENTS:

KrUger-Thiemer, E.

Arah. Dermatol. Syphilis 194Z, 183,

90-116.

PREPARED BY:
R. Piekos

305

Solubility of acetyl sulfaethylthiadiazole in a 0.735M (10%) KHZP04

solution of pH 4.37 at room temperature ( about ZOOC ) is 0.0063 g%

(1.9 x 10-4 mol dm-3 solution, compiler ).

AUXILIARY INFORMATION

HETHOD/APPARATUS/PROCEDURE:
Acetyl sulfaethylthiadiazole (0.5 g) was dis

solved in 10 cm3 of the 0.73SM (10%) KHZP04
soln, shaken for Z h at room temp (about ZOo

C), and filtered. The filtrate was treated

with equal vol of ZN HCl and refluxed for 15

min. After proper diln, a l-cm3 aliquot was

withdrawn, acidified, cooled, and the sulfon

amide content was detd colorimetrically (as

sulfaethylthiadiazole) by the Marshall me

thod modified by Kimmig (1) using an Authen

rieth colorimeter. The pH was detd on an

ultraionograph using a glass electrode.

SOURCE AND PURITY OF MATERIALS:
Acetyl sulfaethylthiadiazole (source not

specified) gave no coloration upon diazo

tization of its satd soln, thus showing

absence of sulfaethylthiadiazole. The

source and purity of the remaining mate

rials was not specified.

ESTIMATED ERROR:
Soly: precision ±5% (author).

Temp: not specified.

pH : ±O.OS pH unit (author).

REFERENCES:

1. Kimmig, J. Arah. Dermatol. 1938.

176, 72Z; Erg. Hyg. 1941, 24,

398.
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COMPONENTS:
(1) Acetamide. N-[4-[[(5-ethyl-l.3.4-thia

diazole-2-yl)amino]sulfonyl]phenyl]
(acetyl sulfaethylthiadiazole);
C12H14N403S2; [1037-51-0]

(2) Phosphoric acid. disodium salt;
Na2HP04; [7558-94-4]

(3) Phosphoric acid. monopotassium salt;
KH2P04; [7778-77-0]

(4) Water; H20; [7732-18-5]

VARIABLES:
Temperature; pH

ORIGINAL MEASUREMENTS:

KrUger-Thiemer. E.

Arch. DermatoZ. SyphiZis

90-116.

PREPARED BY:
R. Piekos

1942. 183.

EXPERIMENTAL VALUES:

Room temp (ca 200 C)

SolubilityComposition of 1/15M phosphate

buffer solutions
pH

%Content g% 103 mol dm-3

solution a

g% 103 mol dm-3

solutiona

1.0 99.0 0.91 4.944 0.0128 0.392

10.0 90.0 0.91 5.906 0.0530 1.600 0.112 3.43

61.1

9.5

38.9

0.5

0.93

0.733b

7.005 0.3910 12.0

7.51 1.1100 34.01

0.750 22.98

94.7 5.3 0.95 8.018 0.8790 26.9

a Calculated by compiler

b Molar content; 10% buffer solution

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:

Acetyl sulfaethylthiadiazole (0.5 g) was dis

solved in 10 cm3 of a buffer soln, shaken for

2 h at 200 C (or left for 48 h at 370 C). and

Acetyl sulfaethylthiadiazole (source not

specified) gave no coloration upon diazo

tization of its satd soln, thus showing

ESTIMATED ERROR:
Soly: precision :t5% (author).

Temp: not specified.

pH : :to.05 pH unit (author).

REFERENCES:

1. Kimmig, J. Arch. DematoZ. 1938.

176. 722; Erg. Hyg. 1941. 24.

filtered at respective temp. The filtrate was absence of sulfaethylthiadiazole. The

treated with equal vol of 2N HCl and reflux- source and purity of the remaining mate-

ed for 15 min. After proper diln, a l-cm3 rials were not specified.

aliquot was withdrawn. acidified, cooled, and

the sulfonamide content was detd colorime-

trically (as sulfaethylthiadiazole) by the

Marshall method modified by Kimmig (1) using

an Authenrieth colorimeter. The pH was detd

on an ultraionograph using a glass electrode.I- -------------------1

398.



COMPONENTS:
(1) Acetamide, N-[4~[(5-ethyl-l,3,4-thia-

diazol-2-yl)amino)sulfonyl)phenyl)
(acetyl sulfaethylthiadiazole);
C12H14N403S2; [1037-51-0)

(2) Phosphoric acid, disodium salt;
Na2HP04; [7558-94-4)

(3) Phosphoric acid, monopotassium salt;
KH 2P04; [7778-77-0)

(4) Water; H20; [7732-18-5)

VARIABLES:
pH

EXPERIHENTAL VALUES:

ORIGINAL MEASUREHENTS:

Bandelin, F. J.; Malesh, W.

J. Am. Pharm. A88oa., Sai. Ed.

1959, 48, 177-81.

PREPARED BY:

R. Piekos

307

Solubility of acetyl sulfaethylthiadiazole in buffers of varying mixtures of

Na2HP04·7H20 (71.6 gIl distilled water; 0.27 mol dm-3 , compiler) and KH2P04
(36.3 gIl distilled water; 0.27 mol dm-3 , compiler) at 370 C.

Solubility (based on sulfaethylthiadiazole)
Equilibrium pH

102 mol dm-3 amg/IOO ml

4.5 140 0.492

4.6 162 0.570

5.2 212 0.745

5.6 300 1.055

6.2 510 1. 794

6.6 740 2.602

6.8 1175 4.132

a Calculated by compiler

AUXILIARY INFORMATION

SOURCE AND PURITY OF MATERIALS:
Neither source nor purity of the reagents

were specified. Distilled water was used.

HETHOD/APPARATUS/PROCEDURE:
Solns were prepd by adding an excess of ace-

tyl sulfaethylthiadiazole to 10 ml of buffer

soln at each pH level in 18 x 150-rom test

tubes. stoppering the tubes. and placing them

in water bath at 370 C with gentle agitation

for 24 h. The solute was then hydrolyzed with

5% H2S04 for 1 h to liberate the free sulfon

amide. One-ml aliquot of the hydrolyzate was

accurately pipet ted into a volumetric flask

for diln and analysis. The sulfonamide was

assayed colorimetrically by the method of

Bratton and Marshall as described in detail

by Biamonte and Schneller (1). A standard

ESTIMATED ERROR:
Soly: av values of ducplicate

ported (authors).

Temp and pH: not specified.

REFERENCES:

runs are re-

curve was prepd using accurately prepd stan- 1. Biamonte, A. R.; Schneller, G. E.

dard solutions. J. Am. Pharm. A88oa., Sai. Ed.

1952, 41, 341.
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COMPONENTS:
(1) Acetamide, N-{4..[ [(5-ethyl-l,3,4-thia

diazol-Z-yl)amino]sulfonyl]phenyl]
(acetyl sulfaethylthiadiazole);
ClZH14N403SZ; [1037-51-0]

(Z) Phosphoric acid, disodium salt;
NaZHP04; [7558-94-4]

(3) Phosphoric acid, monopotassium salt;
KHZP04; [7778-77-0]

4) Water; HZO; [773Z-l8-5]

VARIABLES:

ORIGINAL MEASUREMENTS:

Hekster. Ch. A.; Vree, T. B.

Antibiotics Chemother. 198Z, 31,

ZZ-118.

PREPARED BY:
R. Piekos

pH

EXPERIMENTAL VALUES:

Solubility at 250 C
pH

103 mol dm-3 amg/l

5.5 392 1.20

7.Sb 7,850 24.05

aCa~cu1ated by compiler

bErroneous pH value of 7.0 is given

in the article

AUXILIARY INFORMATION

SOURCE AND PURITY OF MATERIALS:

Neither source nor the purity of the

materials was not specified.

ESTIMATED ERROR:

Soly: the detection limit of the solute by
HPLC was 0.5 mg/l (authors).

The errors in temp and pH were not specified.

REFERENCES:

1. Hekster, Y. A.; Vree, T. B.;

METHOD/APPARATUS/PROCEDURE:

The earlier developed method (1) was used

(personal communication). Satd solns of ace

tyl sulfaethylthiadiazole were prepd in phos-

phate buffers of pH 5.5 and 7.5 at 250 C. The

concn of the solute was measured by means

of a Spectra Physics 3500B high-performance

liquid chromatograph equipped with a Model

748 column oven and a Pye-Unicam LC-UV spec-
"=~~~~~----------ftrophotometric detector.

Damsma, J. E.;

J. Antimicrob.

Friesen, W. T.

Chemother. 1981. 8,

133.



COMPONENTS:
(1) Acetamide, N-[4~[(5-ethyl-l,3,4-thia

diazol-2-yl)amino]sulfonyl]phenyl]
(acetyl sulfaethylthiadiazole);
C12H14N403S2; [1037-51-0]

(2) Calcium chloride; CaC12; [10043-52-4]
(3) Magnesium chloride; MgC12; [7786-30-3]
(4) Phosphoric acid, monoammonium salt;

NH4H2P04; [7722-76-1]
(5) Potassium chloride; KC1; [7447-40-7]
(6) Sodium chloride; NaCl; [7647-14-5]
(7) Urea; CH4N20; [57-13-6]
(8) Water; H20; [7732-18-5]

ORIGINAL MEASUREHENTS:

Bandelin, F. J.; Malesh, W.

J. Am. Pharm. AS8oa., Sai. Ed.

.!222-, 48, 177-81.

PREPARED BY:
R. Piekos
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VARIABLES:

EXPERIMENTAL VALUES:

Solubility of acetyl sulfaethylthiadiazole in a solution containing CaC12 0.143,

MgC12 0.121, NH4H2P04 0.300, KCl 1.660, NaCl 2.950 and urea 20 g/dm3 (synthetic

urine, Mosher Vehicle) at 370 C

Equilbrium pH
Solubility

mg/lOO ml 102 mol dm3 a
as sulfaethylthiadiazole

4.5

5.0

5.5

6.0

6.5

7.0

225

230

250

350

650

1140

0.69

0.70

0.77

1.07

1.99

3.49

Temp: not specified.

pH : not specified.

REFERENCES:

1. Biamonte, A. R.; Schneller, G. E.

aCalculated by compiler

AUXILIARY INFORMATION

HETHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:
Excess acetyl sulfaethylthiadiazole was ad-

ded to aliquots of synthetic urine solns and Nothing specified.

1% H3P04 or 1% NaOH solns were used to ad-

just the pH to the required value. The solns

were agitated for 24 h with addn of acid or

base to keep them at the desired pH level

until equilibrium was attained. Then the

solns were filtered and in aliquots the

acetyl sulfonamide was assayed spectrophoto~E~S~T~I~MA~T~E~D-E~R~R~O~R~:----------------------------4

metrically by the method described by Bia- Soly: average values of 2 detns were given.

monte and Schneller (1). Before detn the

soln was refluxed with 5% H2S04 for 1 h to

liberate the free amino compound.

J. Am. Pharm. A8soa., Sai. Ed.

1952, 41, 341.

4A-L
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2(2),

R. Piekos

Alric, R.; Puech, R.

J. Pharmaaot. (Pa~i8)

141-54.

ORIGINAL HEASUREHENTS:COMPONENTS:
1) Benzenesulfonamide, 4-amino-N-(5-propyl

l,3,4-thiadiazol-2-yl);
CllH14N402S2; [71119-32-9]

2) Phosphoric acid, disodium salt;
Na2HP04; [7558-94-4]

3) l,2,3-Propanetricarboxylic acid, 2-hy
droxy- (citric acid); C6H807; [77-92-9]

,.,4,.,.)~:-:w-:a,.,."t-=e-:r_;_H_2_0_;__[_7_7_3_2-_l_8_-_5_] :P-RE-P-A-RE-D-BY-:-----------------1
VARIABLES:

One temperature: 37oC; one pH: 3.5

EXPERIMENTAL VALUES:

Intrinsic solubilitya of 4-amino-N-(5-propyl-l,3,4-thiadiazol-2-yl)benzene-

sulfonamide in a solution 0.025M in Na2HP04 and 0.05M in citric acid, of

pH 3.5, at 37 0 C is (8.98 ± 0.23) x 10-4 mol liter-I.

aUnder "intrinsic solubility" a minimum on the solubility - pH curve
is meant which corresponds to the limiting concentration of the un
dissociated form of the sulfonamide.

AUXILIARY INFORMATION

HETHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:
The soln was equilibrated for 48 h in a

thermostat under occasional stirring. Sam- Nothing specified.

pIes were withdrawn through a l-~membrane

filter, dild with 0.155M NaOH soln to en-

sure total dissocn of the sulfonamide,

and its content was detd by UV spectrophoto

metry.

ESTIMATED ERROR:
Soly: std e~ror of 8 measurements was ±0.23

x 10- mol liter-l (authors).
pH : accuracy ±O.S pH unit (authors).
Temp: ±O.loC (authors).

REFERENCES:



COMPONENTS:
(1) Benzenesulfonamide, 4-amino-N-[5-(Z

propyl)-l,3,4-thiadiazol-Z-yl]
CllH14N40ZSZ; [80-34-Z]

(Z) Phosphoric acid, disodium salt;
NaZHP04; [7558-94-4]

(3) l,Z,3-Propanetricarboxylic acid, Z
hydroxy- (citric acid); C6H807;
[77-9Z-9]

(4) Water; HZO; [773Z-l8-5]
VARIABLES:

One temperature: 37oC; one pH: 4

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Alric, R.; Puech, R.

J. Pharmaao l-. (Paris)

141-54.

PREPARED BY:

R. Piekos

311

Intrinsic solubilitya of 4-amino-N-[5-(Z-propyl)-l,3,4-thiadiazol-Z-yl]benzene-

sulfonamide in a solution 0.OZ5M in NaZHP04 and 0.05M in citric acid, of pH 4,

at 370 C is ( 7.33 ± O.ZO ) x 10-4 mol liter-I.

aUnder "intrinsic solubility" a minimum on the solubility - pH curve

is meant which corresponds to the limiting concentration of the un

dissociated form of the sulfonamide.

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:
The soln was equilibrated for 48 h in a

thermostat under occassional stirring. Sam~

pIes were withdrawn through a l-~ membrane

filter, dild with 0.155M NaOH soln to ensure

total dissocn of the sulfonamide, and its

content was detd by UV spectrophotometry.

SOURCE AND PURITY OF MATERIALS:

Nothing specified.

ESTIMATED ERROR:
Soly: std error of 8 measurements was ±O.ZO

x 10-4 mol liter-l (authors).
pH : accuracy ±0.5 pH unit (authors).
Temp: ±O.loC (authors).

REFERENCES:
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ORIGINAL MEASUREMENTS:

Alric, R.; Puech, R.

J. PharmacaL (Paris)

141-54.

COMPONENTS:
(1) Benzenesulfonamide, 4-amino-N-[5-butyl

l,3,4-thiadiazol-2-yl]-; C12H16N402S2;
[71119-31-8]

(2) Phosphoric acid, disodium salt;
Na2HP04; [7558-94-4]

(3) l,2,3-Propanetricarboxylic acid, 2
hydroxy- (Citric acid); C6H807; [77-92-~

..(_4_>_w_a_t_e_r_;_H_2_O_;__[7_7_3_2_-_1_8-_5_] -1 PREPARED BY:

VARIABLES:

One temperature: 37oC; one pH: 3.5

R. Piekos

EXPERIMENTAL VALUES:

Intrinsic solubilitya of 4-amino-N-[5-butyl-l,3,4-thiadiazol-2-yl]benzene-

sulfonamide in a solution 0.025M in Na2HP04 and 0.05M in citric acid, of

pH 3.5, at 37°C is ( 2.71 ± 0.06 > x 10-4 mol liter-I.

aUnder "intrinsic solubility" a minimum on the solubility - pH curve

is meant which corresponds to the limiting concentration of the un

dissociated form of the sulfonamide.

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:

The soln was equilibrated for 48 h in a

thermostat under occassional stirring. Sam

ples were withdrawn through a 1- V membrane

filter, dild with 0.155M NaOH soln to ensure

total dissocn of the sulfonamide, and its

content was detd by UV spectrophotometry.

SOURCE AND PURITY OF MATERIALS:

Nothing specified.

ESTIMATED ERROR:
Soly: std e~ror of 8 mersurements was ±0.06

x 10- molliter- (authors).
pH : accuracy of ±0.5 pH unit (authors).
Temp: ±O.loC (authors).
REFERENCES:



COMPONENTS:
(1) Benzenesulfonamide, 4-amino-N-[s-(2-me

thyl-2-propyl)-1,3,4-thiadiazol-2-yl]-;
C12H16N402S2; [535-65-9]

(2) Phosphoric acid, disodium salt;
Na2HP04; [7558-94-4]

(3) 1,2,3-Propanetricarboxylic acid,
2-hydroxy- (citric acid); C6H807;
[77-92-9]

(4) Water; H20; [7732-18-5]

VARIABLES:
One temperature: 37oC; one pH: 3.5

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Alric, R.; Puech, R.

J. PharmacoL (Paris)

141-54.

PREPARED BY:

R. Piekos

2(2),

313

Intrinsic solubilitya of 4-amino-N-[s-(2-methyl-2-propyl)-1,3,4-thiadiazol-

2-yl]benzenesulfonamide in a solution 0.02sM in Na2HP04 and O.OsM in citric

acid, of pH 3.5, at 370 C is ( 1.82 ± 0.05 ) x 10-4 mol liter-I.

aUnder "intrinsic solubility" a minimum on the solubility - pH curve

is meant which corresponds to the limiting concentration of the un

dissociated form of the sulfonamide.

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:

The soln was equilibrated for 48 h in a Nothing specified.

thermostat under occassional stirring. Sam-

ples were withdrawn through a l-~membrane

filter, dild with 0.ls5M NaOH soln to ensure

total dissocn of the sulfonamide, and its

content was detd by UV spectrophotometry.

ESTIMATED ERROR:
Soly: std error of 8 measurements was ±O.Os

x 10-4 mol liter-l (authors).
pH : accuracy ±O.s pH unit (authors).

Temo: ±O.loC (authors).
REFERENCES:

4A-M
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COMPONENTS:
(1) Benzenesulfonamide, 4-amino-N-(5-pentyl

l,3,4-thiadiazol-2-yl)-; C13HlSN402S2;
[71119-30-7]

(2) Phosphoric acid, disodium salt;
Na2HP04; [755S-94-4]

(3) l,2,3-Propanetricarboxylic acid,
2-hydroxy- (citric acid); C6HS07;
[77-92-9]

(4) Water; H20; [7732-lS-5]

ORIGINAL MEASUREHENTS:

Alric, R.; Puech, R.

J. PharmaaoZ. (Paris)
141-54.

PREPARED BY:

2(2} ,

VARIABLES:

One temperature: 37 0 C;

EXPERIHENTAL VALUES:

one pH: 3.5
R. Piekos

Intrinsic solubilitya of 4-amino-N-(5-pentyl-l,3,4-thiadiazol-2-yl)benzene-

sulfonamide in a solution of 0.025M in Na2HP04 and 0.05M in citric acid,

of pH 3.5, at 37 0 C is ( 1.12 ± 0.04 ) x 10-4 mol liter-I.

aUnder "intrinsic solubility" a minimum on the solubility - pH curve is

meant which corresponds to the limiting concentration of the undissociated

form of the sulfonamide.

AUXILIARY INFORMATION

HETHOD/APPARATUS/PROCEDURE:

The soln was equilibrated for 4S h in a

thermostat under occasional stirring. Sam

ples were withdrawn through a l-~ membrane

filter, dild with 0.155M NaOH soln to ensure

total dissocn of the sulfonamide, and its

content was detd by UV spectrophotometry.

SOURCE AND PURITY OF MATERIALS:

Nothing specified.

ESTIMATED ERROR:
Soly: std e~ror of S meisurements was ±0.04

x 10- mol liter- (authors).
Temp: ±O.loC (authors).
pH : accuracy ±0.5 pH unit (authors).

REFERENCES:



Alric, R.; Puech, R.

ORIGINAL MEASUREMENTS:COMPONENTS:
(1) Benzenesulfonamide, 4-amino-N-[5-(3-me

thylbutyl)-l,3,4-thiadiazol-2-yl)·;
C13H18N402S2; [71119-29-4)

(2) Phosphoric acid, disodium salt;
Na2HP04; [7558-94-4)

(3) l,2,3-Propanetricarboxylic acid,
2-hydroxy- (citric acid); C6H807;
[ 77-92-9)

(4) Water; H20; [7732-18-5)

VARIABLES:

One temperature: 37 0 C; one pH: 3.5

EXPERIMENTAL VALUES:

J. PharmaaoL

141-54.

PREPARED BY:

(Paris) 1971,

R. Piekos

2(2},

315

Intrinsic solubilitya of 4-amino-N-[5-(3-methylbutyl)-l,3,4-thiadiazol-

2-yl)benzenesulfonamide in a solution 0.025M in Na2HP04 and 0.05M in

citric acid, of pH 3.5, at 37°C is ( 0.90 ± 0.06 ) x 10-4 mol liter-I.

aUnder "intrinsic solubility" a minimum on the solubility - pH curve

is meant which corresponds to the limiting concentration of the

undissociated form of the sulfonamide.

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE: SOURCE AND PURITY OF MATERIALS:
The soln was equilibrated for 48 h in a

thermostat under occasional stirring. Sam- Nothing specified.

pIes were withdrawn through a l-~ membrane

filter, dild with 0.155M NaOH soln to ensure

total dissocn of the sulfonamide, and its

content was detd by UV spectrophotometry.

ESTIMATED ERROR:
Soly: std error 0t 8 measuremints was

±0.06 x 10- mol liter- (authors).
pH : accuracy ±0.5 pH unit (authors).
Temp: ±O.loC (authors).

REFERENCES:
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COMPONENTS:

(1) Benzenesulfonamide, 4-amino-N-(s-amino

l,3,4-thiadiazol-2-yl)-:

CSH9Ns02S2: [71119-25-0)

(2) Water: H20: [7732-lS-s)

VARIABLES:

One temperature: 370 C

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Anderson, G. W.: Faith, H. E.: Marson, H.W.

Winnek, P. S.: Roblin, R. O. Jr.

J. Am. Chern. 80a. 1942, 64, 2902-5.

PREPARED BY:

R. Piekos

Solubility of 4-amino-N-(s- amino-l,3,4-thiadiazol-2-yl)benzene

sulfonamide in water at 37 0 C is 36.3 mg/IOO cm3 solution

( 1.34 x 10-3 mol dm- 3, compiler).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:
Excess sulfonamide in water was heated and

stirred on a steam bath for 30 min. The

suspension was then agitated for 24 h in a

thermostat. A sample of the satd soln was

withdrawn through a glass filter, dild, and

analyzed by the Marshall method (1) using

a General Electric recording spectrophoto

meter for comparing the colors developed

with those of the standards.

SOURCE AND PURITY OF MATERIALS:
The sulfonamide, mp 2s9 0 C (cor), was

prepd by the authors. Anal. %C 35.3

(calcd 35.4): %H 3.5 (3.7): %N 25.5

(2S.S). Purity of the water was not

specified.

ESTIMATED ERROR:

Nothing specified.

REFERENCES:

1. Bratton, A. C.:

J. Pha1'maaoz..

Marshall, E. K. Jr.

1939, 66, 4.



COMPONENTS:

(1) Benzenesulfonamide, 4-(4,5-dihydro-3

methyl-5-oxo-lH-pyrazol-l-yl)-;

ClOHllN303S; [13269-73-3]

(2) Water; H20; [7732-18-5]

VARIABLES:

One temperature: 370C

EXPERIMENTAL VALUES:

ORIGINAL MEASUREMENTS:

Roblin, R. 0., Jr.; Williams, J. H.;

Winnek, P. S.; English, J. P.

J. Am. Chern. Soc. 1940, 62, 2002-5.

PREPARED BY:

R. Piekos
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Solubility of 4-(4,5-dihydro-3-methyl-5-oxo-lH-pyrazol-l-yl)benzene

sulfonamide in water at 370C is 45.9 mg/IOO cm3 solution ( 1.81 x

10-3 mol dm-3, compiler ).

AUXILIARY INFORMATION

METHOD/APPARATUS/PROCEDURE:
Excess sulfonamide in water was heated and

stirred on a steam bath for 30 min. The sus-

pension was then agitated for 24 h in a the~

mostat at 37oC. Asample of the satd soln was

withdrawn through a glass filter, dild, and

analyzed by the Marshall method (1) using

a General Electric recording spectrophoto

meter for comparing the colors developed

with those of the standards.

SOURCE AND PURITY OF MATERIALS:
The sulfonamide, mp l66-7oC (cor), was

prepd by the authors. Anal: %C 47.5

(calcd 47.4); %H 4.4 (4.4); %N 16.6

(16.6).

Purity of the water was not specified.

ESTIMATED ERROR:

Nothing specified.

REFERENCES:

1. Bratton, A. C.;

J. Pharmaco1..

Marshall, E. R., Jr.

1939, 66, 4.



SYSTEM INDEX

63

254
254
254

309
309

306-308
309

305-308
309
309
309

302-309

304,

288
288

283, 285-287

Acetamlde, N-[[4-(acetylamlno)phenyl]sulfonyl]-N-(3.4-dimethyl
5-lsoxazolyl)-

+ water 101
Acetamlde, N-[[4-(acetylamlno)phenyl]su1fonyl]-N-(3,4-dimethyl
5-lsoxazolyl)-, (aq)

+ phosphorlC acid, disodium salt 101
+ phosphorlc acid, monopotasslum salt 101

Acetamlde, N-[[4-(acetylamino)phenyl]sulfonyl]-N-(4-methoxy
1,2,5-thladlaxol-3-yl)-

+ water 255
Acetamide, N-[[4-(acetylamino)phenyl]sulfonyl]-N-(4-methoxy
1,2,5-thladlaxol-3-yl)-, (aq)

+ phosphorlc aCld, dlsodium salt 255
+ phosphorlc aCld, monopotassium salt 255

Acetamlde, N-[(4-amlnophenyl)sulfonyl]-N-(3,4-dimethyl-5-isoxazolyl)-,(aq)
+ 1,2-benzenedlcarboxylic acid, monopotassium salt 95
+ phosphoric aCld, monopotasslum salt 94
+ sodlum hydroxlde 94, 95

Acetamlde, N-[(4-amlnophenyl)sulfonyl]-N-(4-methoxy
1,2,5-thiadlazol-3-yl)-, (aq)

+ phosphorlc aCld, dlsodium salt 253
+ phosphorlC aCld, monopotasslum salt 253
+ water 253

Acetamide, N-[(4-aminophenyl)sulfonyl]-N-(5-methyl-3-isoxazolyl)-,(aq)
+ phosphoric acid, dlsodlum salt 62, 63
+ phosphoric acid, monopotassium sal 62, 63
+ sodlum chlorlde 61
+ water 61-63

Acetamlde, N-[4-[[(3,4-dimethyl-5-isoxazolyl)-amino]sulfonyl]phenyl]-
+ trlchloromethane 100
+ water 96-99

Acetamide, N-[4-[[(3,4-dlmethyl-5-lsoxazolyl)-amlno]sulfonyl]phenyl]-,(aq)
+ calclum chlorlde 99
+ 2-hydroxy-1,2,3-propanetricarboxyllc aCld 98
+ magneslum chloride 99
+ phosphoric acid, monoammonium salt 99
+ phosphoric acid, disodium salt 96-98
+ phosphorlc acid, monopotasslum salt 96, 97
+ potassium chlorlde 99
+ sodlum chlorlde 99
+ urea 99

Acetamide, N-[4-[[(5-ethyl-I,3,4-thiadiazol-2-yl)amino]sulfonyl]-
phenyl]-

+ water
Acetamide, N-[4-[[(5-ethyl-1,3,4-thiadiazol-2-yl)amlno]sulfonyl]
phenyl]-, (aq)

+ calclum chloride
+ magnesium chlorlde
+ phosphoric aCld, disodlum salt
+ phosphorlc aCld, monoammonium salt
+ phosphorlc aCld, monopotassium salt
+ potasslum chloride
+ sodlum chlorlde
+ urea

Acetamlde, N-[4-[[(4-methoxy-1,2,5-thiadiazol-3-yl)amino]sulfonyl]
phenyl]-, (aq)

+ phosphoric acid, disodium salt
+ phosphorlC aCld, monopotassium salt
+ water

Acetamide, N-[4-[[(5-methyl-3-isoxaxolyl)amino]sulfonyl]phenyl]
+ water

Acetamlde, N-[4-[[(5-methyl-3-isoxaxolyl)amino]sulfonyl]phenyl]-, (aq)
+ phosphoric aCld, disodium salt 63
+ phosphorlc acid, monopotassium salt 63

Acetamlde, N-[4-[[(5-methyl-1,3,4-thiadlazol-2-yllamino]sulfonyl]-phenyl]-
+ water 282-288

Acetamlde, N-[4-[[(5-methyl-1,3,4-thiadiazol-2-yl)amino]sulfonyl]
phenyl]-, (aq)

+ calclum chloride
+ magneslum chloride
+ phosphoric acid, disodium salt

318
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288
284-287

288
288
288

225-229
224-229

222
219-229

223,

Acetamide, N-[4-[[(5-methyl-l,3,4-thiadiazol-2-yl)amino]sulfonyl]
phenyl]-, (aq)

+ phosphor~c acid, monoammonium salt
+ phosphoric acid, monopotassium salt
+ potass~um chlor~de

+ sodium chloride
+ urea

Acetamide, N-[4-[ [(4-methyl)-2-thiazolylamino]sulfonyl]phenyl]-
+ water E239, 240-245

Acetamide, N-[4-[[(4-methyl)-2-thiazolylam~no]sulfonyl]phenyl]-,(aq)
+ phosphoric acid, disodium salt 243, 245
+ phosphor~c acid, monopotassium salt 244, 245

Acetamide, N-[4-[(2-thiazolylam~no)sulfonyl]phenyl]-,(aq)
+ phosphor~c acid, disod~um salt
+ phosphor~c acid, monopotassium salt
+ sodium hydroxide
+ water

2-(p-Acetamidobenzenesulfonam~do)thiazole

see acetamide, N-[4-[(2-thiazolylam~no)sulfonyl]phenyl]

N-[[4-(Acetylam~no)phenyl]sulfonyl]-N-(3,4-dimethyl-5-isoxazolyl)acetamide

see acetam~de, N-[[4-(acetylam~no)phenyl]sulfonyl]

N-(3,4-d~m~thyl-5-isoxazolyl)

N-[[4-(Acetylamino)phenyl]sulfonyl]-N-(4-methoxy-I,2,5-thiadiaxol-3-yl)
acetam~de

see acetam~de, N-[[4-(acetylamino)phenyl]sulfonyl]
N-(4-methoxy-l,2,5-thiadiaxol-3-yl)

Nl-Acetyl-NI-(3,4-dimethyl-5-isoxazolylsulfanilamide
see acetam~de, N-[(4-aminophenyl)sulfonyl]

N-(3,4-d~methyl-5-~soxazolyl)-

Acetylgantrisin
see acetamide, N-[(4-aminophenyl)sulfonyl]

N-(3,4-dimethyl-5-isoxazolyl)
Acetylsulfad~methylisoxazole

see acetam~de, N-[4-[[(3,4-d~methyl-5-isoxazolyl)-amino]sulfonyl]

phenyl]-
Acetyl sulfaethylthiad~azole

see acetamide, N-[4-[[(5-ethyl-l,3,4-thiadiazol-2-yl)amino]
sulfonyl]-phenyl]-

N4-Acetylsulfafurazole
see acetamide, N-[4-[[(3,4-d~methyl-5-isoxazolyl)-amino]sulfonyl]

phenyl]-
NI-Acetyl sulfametrole

see acetamide, N-[(4-aminophenyl)sulfonyl]-N-(4-methoxy
1,2,5-thiadiazol-3-yl)-

N4-Acetyl sulfametrole
see acetam~de, N-[4-[[(4-methoxy-I,2,5-th~adiazol-3-yl)amino]

sulfonyl]-phenyl]-
N4-Acetylsulfameth~zole

see acetamide. N-[4-[[(5-methyl-l,3,4-th~ad~azol-2-yl)amino]

sulfonyl]-phenyl]-
Acetylsulfamethoxazole

see acetamide, N-[4-[[(5-methyl-3-isoxaxolyl)am~no]sulfonyl]phenyl]

N4-Acetylsulfamethoxazole
see acetamide, N-[4-[[(5-methyl-3-isoxaxolyl)amino]

sulfonyl]phenyl]
4'-Acetyl-3-sulfa-5-methyl~soxazole

see acetamide, N-[4-[[(5-methyl-3-~soxaxolyl)amino]sulfonyl]phenyl]

Acetyl sulfamethylthiadiazole
see acetamide, N-[4-[[(5-methyl-l,3,4-thiadiazol-2-yl)amino]

sulfonyl]-phenyl]-
Acetyl sulfamethylthiazole

see acetamide, N-[4-[[(4-methyl)-2-thiazolylamino]sulfonyl]phenyl]
Acetylsulfathiazole

see acetamide, N-[4-[(2-thiazolylamino)sulfonyl]phenyl]
N4-Acetylsulf~smezole

see acetamide, N-[4-[[(5-methyl-3-isoxaxolyl)am~no]sulfonyl]phenyl]

Nl-Acetylsulf~soxazole

see acetamide, N-[(4-aminophenyl)sulfonyl]
N-(3,4-dimethyl-5-isoxazolyl)

N'-Acetylsulfisoxazole
see acetamide, N-[(4-aminophenyl)sulfonyl]-N-(3,4-dimethyl

5-isoxazolyl)-
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4-N-Acetyl-sulfalsoxazole
see acetamide, N-[4-[[(3,4-dimethyl-5-isoxazolyl)-amino)sulfonyl)

phenyl)-
N-Acetylsulflsoxazole

see acetamide, N-[4-[[(3,4-dimethyl-5-lsoxazolyl)-amino)sulfonyl)
phenyl)-

N4-Acetylsulfisoxazole
see acetamide, N-[4-[[(3,4-dlmethyl-5-isoxazolyl)-amlno)sulfonyl)

phenyl)-
Aethazol

see benzenesulfonamide, 4-amlno-N-(5-methyl
1,3,4-thladiazol-2-yl)

Ag-sulfamethizole
see benzenesulfonamide, 4-amino-N-(5-methyl

1,3,4-thiadlazol-2-yl)-
Albasll

see benzenesulfonamide, l-amino-N-[5-(l,I'dlmethylethyl)
l,3,4-thiadlazol-2-yl)-

Alphazole
see benzenesulfonamlde, 4-amino-N-(3,4-dimethyl-5-isoxazolyl)-

Amidoxal
see benzenesulfonamide, 4-amino-N-(3,4-dimethyl-5-isoxazolyl)

4-Amlno-N-(5-amino-I,3,4-thladiazol-2-yl)benzenesulfonamlde
see benzenesulfonamlde, 4-amino-N-(5-amino-I,3,4-thiadlazol-2-yl)

2-(p-Amino-N-benzenesulfonamlde)thlazole sodium salt
see benzenesulfonamlde, 4-amino-N-2-thiazolyl-,

monosodlum salt
2-(p-Aminobenzenesulfamldo)-5-ethyl-I,3,4-thiadiazole

see benzenesulfonamlde, 4-amino-N-(5-methyl
1,3,4-thladiazol-2-yl)

p-Aminobenzenesulfamidoisopropylthiadlazole
see benzenesulfonamlde, 4-amlno-N-[5-(I-methylethyl)

l,3,4-thiadlazol-2-yl)
3-(p-Aminobenzenesulfonamido)-2-phenylpyrazole

see benzenesulfonamide, 4-amino-N-(l-phenyl
IH-pyrazol-5-yl)

5-(p-Aminobenzenesulfonamido)-3,4-dimethylisoxazole
see benzenesulfonamide, 4-amino-N-(3,4-dimethyl

5-isoxazolyl)
5-(4-Aminobenzenesulfonamido)-3,4-dlmethylisoxazole

see benzenesulfonamide, 4-amlno-N-(3,4-dimethyl
5-isoxazolyl)

2-(p-Aminobenzenesulfonamido)-5-ethylthiadiazole
see benzenesulfonamide, 4-amino-N-(5-methyl

1,3,4-thiadiazol-2-yl)
2-(p-Aminobenzenesulfonamldo)thlazole

see benzenesulfonamide, 4-amino-N-2-thiazolyl
2-(p-Aminobenzenesulfonamldo-4-methylthiazole

see benzenesulfonamlde, 4-amino-N-(4-methyl
2-thlazolyl)

2-(p-Aminobenzosulfonamido)-4,5-dimethyloxazole
see benzenesulfonamide, 4-amino-N-(4,5-dimethyl-2-oxazolyl)

4-Amino-N-2-benzothiazolylbenzenesulfonamide
see benzenesulfonamide, 4-amino-N-2-benzothiazolyl

4-Amlno-N-4-[I,1 '-biphenyl)-4-yl-2-thlazolyl))benzenesulfonamide
see benzenesulfonamide, 4-amino-

N-4-[I,1 '-biphenyl)-4-yl-2-thiazolyl))
4-Amino-N-4-[4-(4-blphenylyl)-2-thiazolyl))benzenesulfonamide

see benzenesulfonamide, 4-amino-
N-4-[I,1 '-biphenyl)-4-yl-2-thiazolyl))

4-Amino-N-[5-butyl-I,3,4-thiadiazol-2-yl)-benzenesulfonamide
see benzenesulfonamide, 4-amino-N-[5-butyl

1,3,4-thiadiazol-2-yl)
4-Amino-N-(2,3-dihydro-2,5-dimethyl-3-isoxazolyl)benzenesulfonamide

see benzenesulfonamlde, 4-amlno-N-(2,3-dihydro-2,5-dimethyl
3-isoxazolyl)

4-Amino-N-(3,4-dimethyl-5-isoxazolyl)benzenesulfonamide
see benzenesulfonamide, 4-amino-N-(3,4-dimethyl-5-isoxazolyl)

4-Amino-N-(2,3-dlhydro-3-methyl-2-thiazolyl)benzenesulfonamide
see benzenesulfonamlde, 4-amino-N-(2,3-dihydro-3-methyl

2-thiazolyl)
4-Amino-N-(4,5-dlmethyl-2-oxazolyl)benzenesulfonamide

see benzenesulfonamide, 4-amino-N-(4,5-dimethyl-2-oxazolyl)-
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4-Amino-N-IH-im~dazol-2-ylbenzenesulfonamide

see benzenesulfonam~de, 4-amino-N-IH-im~dazol-2-yl

4-Amino-N-(4-methoxy-l,2,5-thiadiazol-3-yl)benzenesulfonamide
see benzenesulfonam~de, 4-amino-N-(4-methoxy

1,2,5-thiadiazol-3-yl)
4-Amino-N-[5-(3-methylbutyl)-1,3,4-thiadiazol-2-yl)benzenesulfonamide

see benzenesulfonamide, 4-am~no-N-[5-(3-methylbuty)l

1,3,4-thiadiazol-2-yl)
4-Amino-N-[5-(1-methylethyl)-1,3,4-thiad~azol-2-yl)

benzenesulfonam~de

see benzenesulfonamide, 4-amino-N-[5-(1-methylethyl)
1,3,4-thladiazol-2-yl)

4-Amino-N-(5-methyl-3-isoxazolyl)benzenesulfonamide
see benzenesulfonamide, 4-amino-N-(5-methyl-3-isoxazolyl)

4-Amino-N-(5-methyl-3-isoxazolyl)benzenesulfonamide
1,4,7,10,13,16-hexaoxacyclooctadecane complex (1:1)

see benzenesulfonamide, 4-amino-N-(5-methyl-3-isoxazolyl)-, compd.
with 1,4,7,lO,13,16-hexaoxacyclooctadecane complex (1:1)

4-Amino-N-methyl-N-(5-methyl-3-isoxazolyl)benzenesulfonamide
see benzenesulfonamide, 4-amino-N-methyl-N

(5-methyl-3isoxazolyl)
4-Amino-N-(5-methyl-l,2,4-oxadiazol-3-yl)benzenesulfonamide

see benzenesulfonamide, 4-amino-N-(5-methyl-l,2,4-oxadiazo-3-yl)
4-Amino-N-(3-methyl-l-phenyl-1H-pyrazol-5-yl)benzenesulfonamide

see benzenesulfonamide, 4-amino-N-(3-methyl-l-phenyl
1H-pyrazol-5-yl)

l-Amino-N-[5-(2-methyl-2-propyl)-1,3,4-thiad~azol-2-yl)benzenesulfonamide
see benzenesulfonam~de, l-amino-N-[5-

(1,1 'dimethylethyl)-1,3,4-thiadiazol-2-yl)
4-Am~no-N-(5-methyl-l,3,4-thiad~azol-2-yl)benzenesulfonamide

see benzenesulfonam~de, 4-amino-N-(5-methyl-l,3,4-thiadiazol-2-yl)
4-Amino-N-(5-methyl-l,3,4-thiadiazol-2-yl)benzenesulfonamide,
monosilver salt

see benzenesulfonamide, 4-am~no-N-(5-methyl-l,3,4-thiadiazol-2-yl)
monosilver salt

Am~no-N-(4-methyl-2-thiazolyl)benzenesulfonamide

see benzenesulfonamide, 4-amino-N-methyl-N-2-thiazolyl)
4-Am~no-N-methyl-N-thiazolybenzenesulfonamide

see benzenesulfonamide, 4-amino-N-methyl-N-2-thiazolyl)
4-Amino-N-2-oxazolylbenzenesulfonamide

see benzenesulfonamide, 4-am~no-N-2-oxazolyl

4-Amino-N-(5-pentyl-l,3,4-th~ad~azol-2-yl)benzenesulfonam~de

see benzenesulfonamide, 4-amino-N-(5-pentyl
1,3,4-thiadiazol-2-yl)

4-Amino-N-(1-phenyl-2,3-dimethyl-5-oxopyrazol-4-yl)benzenesulfonam~de

see benzenesulfonamide, 4-am~no-N-(1-phenyl-2,3-d~methyl-5-oxo
pyrazol-4-yl)

4-Amino-N-(1-phenyl-lH-pyrazol-5-yl)benzenesulfonamide
see benzenesulfonamide, 4-amino-N-(1-phenyl-lH-pyrazol-5-yl)

4-(4'-Aminophenylsulfonam~do)phenylsulfondimethylamide

see benzenesulfonamide, l-amino-N-[5-(1,1'dimethylethyl)
1,3,4-th~adiazol-2-yl)

N-[(4-Aminophenyl)sulfonyl)-N-(3,4-d~methyl-5-isoxazoly1)

acetamide
see acetam~de, N-[(4-am~nophenyl)sulfonyl)-N-(3,4-dimethyl

5-isoxazolyl)
N-[(4-Am~nophenyl)sulfonyll-N-(4-methoxy-l,2,5-thiadiazol-3-yl)

acetam~de

see acetam~de, N-[(4-am~nophenyl)sulfonyl)-N

(4-methoxy-1,2,5-thiadiazol-3-yl)
N-[(4-Aminophenyl)sulfonyl)-N-(5-methyl-3-isoxazolyl)
acetamide

see acetamide, N-((4-am~nophenyl)sulfonyl)-N-(5-methyl

3-~soxazolyl)

4-Amino-N-[5-(2-propyl)-1,3,4-thiadiazol-2-yl)benzenesulfonam~de

see benzenesulfonamide, 4-amino-N-[5-(1-methylethyl)
1,3,4-thiadiazol-2-yl)

4-Amino-N-(5-propyl-l,3,4-thiadiazol-2-yl)benzenesulfonamide
see benzenesulfonamide, 4-amino-N-(5-propyl

1,3,4-thiadiazol-2-yl)
2-(p-Amino-N-sodiobenzenesulfonamide)thiazole

see benzenesulfonamide, 4-amino-N-2-thiazolyl-,
monosodium salt

4A-M*
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4-Am~no-N-l,3,4-thiadiazol-2-yl-benzenesulfonamide

see benzenesulfonamide, 4-amino-N-l,3,4-thiadiazol-2-yl
Nl-(5-Am~no-l,3,4-thiadiazol-2-yl)sulfanilamide

see benzenesulfonamide, 4-amino-N-(5-am~no-l,3,4-thiadiazol-2-yl)

4-Am~no-N-2-th~azolylbenzenesulfonamide

see benzenesulfonamide, 4-amino-N-2-thiazolyl
4-Am~no-N-2-th~azolylbenzenesulfonamide,cobalt complex

see cobalt,b~s(4-amino-N-2-thiazolyl

benzenesulfonamidato-NN,Ol)-, hydrate
4-Amino-N-2-th~azolylbenzenesulfonamide,copper complex

see copper, bis(4-am~no-N-2-thiazolyl

benzenesulfonamido-NN,Ol)-, hydrate
4-Am~no-N-2-th~azolyl-benzenesulfonamidemonohydrochloride

see benzenesulfonam~de, 4-amino-N-2-th~azolyl-,

monohydrochloride
4-Am~no-N-2-th~azolylbenzenesulfonamide,monosodium salt

see benzenesulfonamide, 4-amino-N-2-thiazolyl-,
monosodium salt

4-Amino-N-2-th~azolylbenzenesulfonam~de,monosodium salt, hexahydrate
see benzenesulfonam~de, 4-amino-N-2-thiazolyl-,

monosodium salt, hexahydrate
4-Am~no-N-IH-l,2,4-triazol-3-ylbenzenesulfonamide

see benzenesulfonam~de, 4-am~no-N-IH-l,2,4-triazol-3-yl

4-Am~no-N-IH-l,2,4-tr~azol-4-ylbenzenesulfonam~de

see benzenesulfonam~de, 4-am~no-N-IH-l,2,4-triazol-4-yl-

Asept~l 2
see benzenesulfonamide, 4-amino-N-(4-methyl-2-thiazolyl)-

Ayerluc~l

see benzenesulfonam~de, 4-amino-N-(5-methyl
1,3,4-thiadiazol-2-yl)-

Azoquimiol
see benzenesulfonamide, 4-amino-N-2-thiazolyl

Azoseptale
see benzenesulfonamide, 4-amino-N-2-thiazolyl-

316

251

312

250

313
313

76
70, 71
69, 71

68

248
246, 247

Benzenesulfonamide, 4-amino-N-(5-amino-l,3,4-thiad~azol-2-yl)

+ water
Benzenesulfonam~de, 4-am~no-N-2-benzothiazolyl

+ water
Benzenesulfonam~de, 4-am~no-N-4-[1,1'-biphenyl)-4-yl-2-thiazolyl))

+ water
Benzenesulfonam~de, 4-amino-N-[5-butyl-l,3,4-thiadiazol-2-yl)

+ water
Benzenesulfonam~de, 4-amino-N-[5-butyl-l,3,4-thiadiazol-2-yl)- (aq)

+ 2-hydroxy-l,2,3-propanetricarboxylic acid 312
+ phosphor~c acid, d~sodium salt 312

Benzenesulfonamide, 4-amino-N-(2,3-d~hydro-2,5-dimethyl-3-isoxazolyl)-

+ tr~chloromethane 103
+ water 102

Benzenesulfonamide, 4-am~no-N-(2,3-dihydro-3-methyl-2-thiazolyl)-,

+ tr~chloromethane

+ water
Benzenesulfonamide, l-am~no-N-[5-(l,1-'dimethylethyl)

I,3,4-th~adiazol-2-yl)-, (aq)
+ 2-hydroxy-I,2,3-propanetricarboxylic acid
+ phosphor~c acid, d~sodium salt

Benzenesulfonam~de, 4-am~no-N-(3,4-dimethyl-5-isoxazolyl)-

+ acet~c acid, ethyl ester 91
+ I-butanol 85
+ l-decanol 88
+ ethanol E64, 82, 83
+ I-ethenyl-2-pyrrol~d~none polymer 90
+ 2-ethoxyethanol 89
+ methanol 81
+ I-octanol 87
+ I-pentanol 86
+ I-propanol 84
+ tr~chloromethane 92, 93
+ water E64, 65-80

Benzenesulfonam~de, 4-amino-N-(3,4-dimethyl-5-isoxazolyl)- (aq)
+ calc~um chloride
+ carbon~c acid, disod~um salt
+ carbonic ac~d, monosod~um salt
+ hydrochloric acid
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1

249

315
315

311
311

50-53
47
46

109

252
(aq)

252
252

105-107

77-79
76

78, 79
76

72-75
76
76

derivs.
80
76

301
290-300
(aq)

E289
300
300

295-299
300

294-299
300

292, 300
300

293,

72-75,

(aq)
105, 107

acid, disodium salt
107
106
106
105

Benzenesulfonam~de, 4-am~no-N-(3,4-dimethyl-5-isoxazolyl)-(ag)
+ 2-hydroxy-l,2,3-propanetricarboxylic acid
+ magnes~um chloride
+ phosphor~c ac~d, disodium salt
+ phosphor~c ac~d, monoammonium salt
+ phosphor~c acid, monopotass~um salt
+ potass~um chloride
+ sod~um chloride
+ sorbitan, monododecanoate poly (oxy-l,2-ethanediyl)

+ urea
Benzenesulfonamide, 4-amino-N-(4,5-d~methyl-2-oxazolyl)

+ water
Benzenesulfonamide, 4-amino-N-(4,5-dimethyl-2-oxazolyl)-,

+ hydrochloric acid
+ 2-hydroxy-l,2,3-propanetricarboxyl~c

+ phosphor~c acid, d~sodium salt
+ phosphor~c ac~d, monpotassium salt
+ sodium chlor~de

Benzenesulfonamide, 4-amino-N-(5-ethyl-l,3,4-thiadiazol-2-yl}
+ tr~chloromethane

+ water E289,
Benzenesulfonarnide, 4-am~no-N-(5-ethyl-l,3,4-th~ad~azol-2-yl}-,

+ aqueous phosphate buffers
+ calc~urn chloride
+ magnes~um chloride
+ phosphoric ac~d, d~sodium salt
+ phosphoric acid, monoammonium salt
+ phosphor~c acid, monopotass~um salt
+ potassium chloride
+ sodium chloride
+ urea

Benzenesulfonamide, 4-amino-N-2-[3-(2-hydroxyethyl}-2,3-dihydro
2-thiazolyl]-

+ water
Benzenesulfonamide, 4-amino-N-IH-imidazol-2-yl

+ water
Benzenesulfonamide, 4-am~no-N-(4-methoxy-l,2,5-oxad~azol-3-yl}

+ water
Benzenesulfonam~de, 4-amino-N-(4-methoxy-l,2,5-thiadiazol-3-yl}

+ water
Benzenesulfonam~de, 4-amino-N-(4-methoxy-l,2,5-thiadiazol-3-yl}

+ phosphor~c acid, disodium salt
+ phosphoric acid, monopotass~um salt

Benzenesulfonam~de, 4-am~no-N-[5-(3-methylbuty}l

1,3,4-thiadiazol-2-yl}-, (aq)
+ 2-hydroxy-l,2,3-propanetricarboxylic acid
+ phosphor~c ac~d, disodium salt

Benzenesulfonam~de, 4-amino-N-[5-(1-methylethyl}
1,3,4-th~ad~azol-2-yl]-, (aq)

+ 2-hydroxy-l,2,3-propanetr~carboxylic aCld
+ phosphor~c acid, disodium salt

Benzenesulfonamide, 4-amlno-N-(5-methyl-3-1soxazolyl}
+ benzene
+ ethanol
+ ethoxyethanol
+ 1,4,7,10, 13, 16-hexaoxacyclooctadecane (in benzene)

31
35
34
41
40
37
42
39

E14, E15, 33,

52, 53
E14, E15, 43, 44, 47

48
49
45

54-57
E14, E15, 16-42
(ag)

+ methanol
+ 1,1 '-oxyb~sethane

+ petroleum ether
+ 2-propanol
+ trichloromethane
+ water

Benzenesulfonamlde, 4-amino-N-(5-methyl-3-isoxazolyl}-,
+ am~noacetic ac~d

+ bovine serum albumin
+ ethanol
+ S-D-fructofuranosyl-a-D-glucopyranoside
+ galactose
+ D-glucitol
+ 4-0-a-D-glucopyranosyl-D-glucose
+ glucose
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108

109

58
58

60
59

274
273

10
9

(ag)
9
9

277-281

277
277

278-281
277-281

218
216, 217

218
216, 217

235, 237
236, 237

238
E231, 232-237

(ag)

276
276

258-274
(ag)

273
263, 264
271, 272

273
270

265-269, 271, 272
273

266-269
270
273
273

Benzenesulfonamide, 4-amino-N-(5-methyl-3-isoxazolyl)-, (ag)
+ 1,4,7,10, 13, 16-hexaoxacyclooctadecane 36
+ hydrochlor1c acid E14, E15, 22, 23, 31, 36
+ mann1tol 38
+ phosphoric acid, disodium salt 27-30, 32, 35
+ phosphor1c aC1d, monopotassium salt 27-30, 32, 35
+ sodium chlor1de 26, 31, 32, 35
+ sodium hydroxide E14, E15, 24, 25

Benzenesulfonamide, 4-am1no-N-(5-methyl-3-isoxazolyl)-, compd. with
1,4,7,10,13,16-hexaoxacyclooctadecane complex (1:1)

+ hydrochloric acid
+ water

Benzenesulfonam1de, 4-am1no-N-methyl-N-(5-methyl-3-isoxazolyl)
+ trichloromethane
+ water

Benzenesulfonamide, 4-amino-N-methyl-N-2-thiazolyl)
+ trichloromethane
+ water

Benzenesulfonam1de, 4-amino-N-(4-methyl-I,2,5-oxadiazol-3-yl)
+ water

Benzenesulfonamide, 4-amino-N-(5-methyl-I,2,4-oxadiazol-3-yl)
+ water

Benzenesulfonamide, 4-amino-N-(3-methyl-I-phenyl-IH-pyrazol-5-yl)
+ trichloromethane
+ water

Benzenesulfonam1de, 4-amino-N-(3-methyl-l-phenyl-lH-pyrazol-5-yl)-,
+ phosphoric aC1d, d1sodium salt
+ phosphoric acid, monopotassium salt

Benzenesulfonamide, 4-amino-N-(5-methyl-l,3,4-thiadiazol-2-yl)-
+ ethanol 275,
+ l-ethenyl-2-pyrrolidinone polymer
+ water E257,

Benzenesulfonamide, 4-amino-N-(5-m8thyl-l,3,4-thiadiazol-2-yl)
+ calc1um chloride
+ hydrochloric acid
+ 2-hydroxy-l,2,3-propanecarboxylic acid
+ magnesium chloride
+ phosphoric acid
+ phosphoric acid, disodium salt
+ phosphor1c acid, monoammon1um salt
+ phosphoric acid, monopotassium salt
+ phosphoric acid, monosod1um salt
+ potass1um chloride
+ sodium chloride 264, 270, 271,
+ sulfuric acid, monododecyl ester, sodium salt

+ urea
Benzenesulfonamide, 4-amino-N-(5-methyl-l,3,4-thiadiazol-2-yl)-,
monos11ver salt

+ water
Benzenesulfonamide, 4-am1no-N-(5-methyl-l,3,4-thiadiazol-2-yl)-,
monos11ver salt, (ag)

+ 4-morpho11nepropanesulfonic acid
+ 4-morpholinepropanesulfonic acid, sodium salt
+ nitr1c acid
+ nitric acid, potassium salt

Benzenesulfonamide, 4-amino-N-(4-methyl-N-2-thiazolyl)
+ 2-propanone
+ water

Benzenesulfonam1de, 4-amino-N-(4-methyl-N-2-th1azolyl)
+ phosphoric acid, disodium salt
+ phosphoric acid, monopotassium salt

Benzenesulfonamide, 4-amino-N-(methyl-N-2-thiazolyl)
+ tr1chloromethane
+ water

Benzenesulfonam1de, 4-amino-N-2-oxazolyl-
+ water 104

Benzenesulfonam1de, 4-amino-N-(5-pentyl-l,3,4-thiadiazol-2-yl)- (ag)
+ 2-hydroxy-l,2,3-propanetricarboxy11c aC1d 314
+ phosphoric acid, disodium salt 314

Benzenesulfonam1de, 4-amino-N-(1-phenyl-2,3-dimethyl-5-oxopyrazol-4-yl)-
+ water 11
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190
200, 202
186, 190

189
197-199

195, 196
201

187, 188
194

201, 202
191-193

113-185,
203-206

Benzenesu1fonamide, 4-amino-N-(1-pheny1-1H-pyrazol-5-y1)
+ trichloromethane
+ water

Benzenesu1fonamide, 4-amino-N-(1-pheny1-1H-pyrazol-5-y1)
+ hydrochloric acid
+ 2-hyroxy-1,2,3-propanetricarboxy1ic acid
+ phosphoric acid, d~sodium salt

Benzenesu1fonam~de, 4-amino-N-(1-pheny1-1H-pyrazol-5-y1)
+ phosphoric acid, monopotassium

Benzenesu1fonamide, 4-amino-N-(5-propy1-1,3,4-thiadiazol-2-y1)
+ 2-hydroxy-1,2,3-propanetr~carboxy1ic acid
+ phosphoric acid, d~sod~um salt

Benzenesu1fonamide, 4-amino-N-1,3,4-thiadiazol-2-y1-
+ water

Benzenesu1fonamide, 4-amino-N-2-thiazo1y1
+ 2-butano1
+ cottonseed oil
+ ethanol
+ 2-ethoxyethano1
+ -hydro- -hydroxypo1y(oxy-1,2-ethanediy1)
+ methy1cyc1ohexanone
+ petrolatum (white)
+ 2-propano1
+ 2-propanone
+ sorbitan, (z)-2-octadecenoate (2:3)
+ tr~ch1oromethane

+ water E110-El12,

7, 8
2-6

3
6

4-6

4, 5

310
310

256

206
E110-E1l2

149
174

175, 176
168-172

177,206
166
167
178

160, 203-205
180, 181

161

Benzenesu1fonamide, 4-amino-N-2-thiazoly1-, (aq)
+ 4-amino-N-2-thiazo1ylbenzenesulfonamide-

1-ethenyl-2-pyrrolid~nonecomplex
+ aqueous phosphate buffer
+ calcium chloride
+ carbamic ac~d, ethyl ester
+ 3,7-dihydro-l,3,7-trimethyl-1H-purine-2,6-dione
+ ethanol
+ l-ethenyl-2-pyrro1idinone polymer
+ Ext D and C
+ F.D and C
+ D-glucose
+ hydrochloric acid
+ -hydro- -hydroxypoly(oxy-1,2-ethanediy1)
+ 2-hydroxy-l,2,3-propanetricarboxylic acid
+ 2-hydroxy-1,2,3-propanetricarboxylic acid, sodium salt

+ K1uce1 MF
+ Methocel 65 HG
+ pectin
+ pect~nic acid, sodium salt
+ phosphoric acid, disodium salt

+ phosphoric acid, monopotassium salt
+ phosphor~c acid, monosodium salt
+ potassium chloride
+ 1,2,3-propanetriol
+ scdium chloride

160
204
205
179
164

147, 150-159,
161-163

148, 150-159
162, 163
146, 149
171, 172

144, 145, 149,
203-205

+ sodium hydroxide 142, 143
+ sorbitan, monododecanoate, poly(oxy-l,2-ethanediyl)- der~vs.

182, 183
+ sorbitan, monohexadecanoate, po1y(oxy-l,2-ethanediyl)- der~vs.

184
+ sorbitan, monooctadecanoate, poly(oxy-l,2-ethanediyl)- derivs.

185
+ (3a,5S,7a,12a)-3,7,12-tr~hydroxy-24-oxocho1an-24-oic acid

monosodium salt 165, 166, 167
+ 2-[[[[(3a,5S,7a,12a)-3,7,12-trihydroxy-24-oxocholan-24-yl]-
am~no]acetyl]amino]ethanesulfonicacid, sodium salt 163

+ 2-[[(3a,5S,7a,12a)-3,7,12-trihydroxy-24-oxocho1an-24-y1]-
aminoethanesulfonic acid, monosodium salt 162

+ urea 172, 173
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12

13

207

317

206
206

213
4-amino-N-2-thiazolyl-, monosod1um salt, hexahydrate

214

Benzenesulfonamide, 4-am1no-N-2-thiazolyl- 2-pyrrol1dinone, 1-ethenyl
homopolymer complex

+ 4-amino-N-2-thiazolylbenzenesulfonamide
+ 1-ethenyl-2-pyrrol1dinone homopolymer

Benzenesulfonam1de, 4-am1no-N-2-thiazolyl-, monohydrochloride
+ water

Benzenesulfonam1de, 4-amino-N-2-thiazolyl-, monosodium salt
+ water

Benzenesulfonam1de,
+ water

Benzenesulfonam1de, 4-amino-N-lH-l,2,4-triazol-3-yl-
+ water

Benzenesulfonamide, 4-am1no-N-IH-I,2,4-triazol-4-yl
+ water

Benzenesulfonam1de, 4-(4,S-dihydro-3-methyl-S-oxo-IH-pyrazol-I-yl)
+ water

Nl-2-Benzothiazolylsulfan1lam1de
see benzenesulfonamide, 4-amino-N-2-benzoth1azolyl

B1s(4-am1no-N-2-th1azolylbenzenesulfonam1dato-NN,01}-cobalt, hydrate
see cobalt, bis(4-amino-N-2-thiazolylbenzenesulfonam1dato-NN,01 }-,

hydrate
B1s(4-am1no-N-2-th1azolylbenzenesulfonam1do-NN,01)-copper, hydrate

see copper, b1s(4-amino-N-2-th1azo1ylbenzenesulfonam1do-NN,01)-,
hydrate

B1s-(4-am1no-N-2-th1azoly1bensenesulfonamidato-NN,O)-magnes1um, hydrate
see magnes1um, b1s-4-am1no-N-2-thiazolylbensenesulfonam1dato-NN,O}-,

hydrate, (T-4)
Bis(4-amino-N-2-thiazolylbenzenesulfonam1dato-NN,O}-manganese, hydrate

see manganese, b1s-4-am1no-N-2-th1azolylbensenesulfonamidato-NN,O}-,
hydrate

B1s(4-am1no-N-2-th1azolylbenzenesulfonamidato-NN,O)-nickel, hydrate
see n1ckel, b1s(4-am1no-N-2-thiazolyl-benzenesulfonam1dato-NN,O)-,

hydrate
(T-4}-Bis(4-Am1no-N-2-th1azolylbenzenesulfam1dato-NN,O)-zinc

see Z1nc, b1s(4-amino-N-2-thiazolylbenzenesulfamidato-NN,O)-, (T-4)
Bis(Nl-2-thiazolylsulfanilamidato)z1nc

see Z1nc, b1s(4-am1no-N-2-thiazolylbenzenesulfamidato-NN,O)-, (T-4)
Butanoic aC1d, 4-oxo-4-[[4-[(2-thiazolylamino}sulfonyl)phenyl)amino)-

+ 2-propanol 230
N1-[S-Butyl-l,3,4-th1ad1azol-2-yl}sulfanilamide

see benzenesulfonam1de, 4-amino-N-[S-butyl-1,3,4-th1adiazol-2-yl)-

Chemosept
see benzenesulfonamide, 4-amino-N-2-thiazolyl-

Chemouag
see benzenesulfonam1de, 4-amino-N-(3,4-dimethyl-S-isoxazolyl)

C1ba 18,60S-Ba
see benzenesulfonamide, 4-amino-N-(3-methyl-I-phenyl

IH-pyrazol-S-yl}-
Ciba 37S3

see benzenesulfonamide, 4-amino-N-(4-methyl-2-th1azolyl}-
C1bazol

hydrate
208
208

hydrate
209
209

see benzenesulfonamide, 4-amino-N-2-th1azolyl
Cobalt, b1s(4-dm1no-N-2-thiazolylbenzenesulfonamidato-NN,01 )-,

+ hydrochloric acid
+ water

Colistat1n
see butanoic acid, 4-oxo-4-[[4-[(2-thiaxolylam1no}sulfonyl)

phenyl)am1no)-
Copper, bis(4-am1no-N-2-th1azolylbenzenesulfonamido-NN,01)-,

+ hydrochloric acid
+ water

Cremosux1dine
see butanoic aC1d, 4-oxo-4-[[4-[(2-thiaxolylamino)sulfonyl)

phenyl)am1no)-

DB 90
see benzenesulfonam1de, l-amino-N-[S-(1,I'd1methylethyl}

1,3,4-th1adiazol-2-yl}-
Depocid

see benzenesulfonamide, 4-am1no-N-(1-phenyl-1H-pyrazol-S-yl}
Depotsulfonamide

see benzenesulfonamide, 4-amino-N-(I-phenyl-IH-pyrazol-S-yl}-
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Nl,N4-Diacetyl-Nl-(3,4-d1methyl-S-1soxazolyl)sulfan11amide
see acetam1de, N-[[4-(acetylamino)phenyl)sulfonyl)

N-(3,4-dimethyl-S-isoxazolyl)
Nl,N4-Diacetylsulfafurazole

see acetamide, N-[[4-(acetylamino)phenyl)sulfonyl)
N-(3,4-d1methyl-S-isoxazolyl)

Nl,N4-Diacetylsulfametrole
see acetamide, N-[[4-(acetylamino)phenyl)sulfonyl)

N-(4-methoxy-l,2,S-thiad1axol-3-yl)
Nl,N4-Diacetylsulfisoxazole

see acetam1de, N-[[4-(acetylamino)phenyl)sulfonyl)
N-(3,4-dimethyl-S-1soxazolyl)

4-(4,S-Dihydro-3-methyl-S-oxo-lH-pyrazol-l-yl)benzenesulfonamide
see benzenesulfonamide, 4-(4,S-dihydro-3-methyl-S-oxo

IH-pyrazol-l-yl)
4'-[(3,4-D1methyl-S-isoazolyl)sulfamoyl)acetanilide

see acetamide, N-[4-[[(3,4-dimethyl-S-isoxazolyl)-amino)
sulfonyl)phenyl)

N-[4-[[(3,4-Dimethyl-S-1soxazolyl)-amino)sulfonyl)phenyl)acetam1de
see acetamide, N-[4-[[(3,4-dimethyl-S-isoxazolyl)-am1no)sulfonyl)

phenyl)-
Nl-(3,4-Dimethyl-S-1soxazolyl)sulfanilamide

see benzenesulfonam1de, 4-amino-N-(3,4-dimethyl-S-isoxazolyl)
Nl-(4,S-Dimethyl-2-oxazolyl)sulfanilam1de

see benzenesulfonam1de, 4-amino-N-(4,S-dimethyl-2-oxazolyl)
N'-(4,S-D1methyl-2-oxazolyl)sulfanilamide

see benzenesulfonamide, 4-amino-N-(4,S-dimethyl-2-oxazolyl)
Nl,Nl-Dimethyl-N4-sulan11ylsulfan11amide

see benzenesulfonam1de, l-am1no-N-[S-(l,1'dimethylethyl)
1,3,4-th1ad1azol-2-yl)

3,4-Dimethyl-S-sulfan11am1doisoxazole
see benzenesulfonam1de, 4-amino-N-(3,4-d1methyl-S-isoxazolyl)

3,4-Dimethyl-S-sulfonamidoisoxazole
see benzenesulfonam1de, 4-amino-N-(3,4-dimethyl-S-isoxazolyl)

4'-(Dimethylsulfamoyl)sulfanilani11de
see benzenesulfonam1de, l-am1no-N-[S-(l,1'd1methylethyl)

1,3,4-thiad1azol-2-yl)
4'-(D1methylsulfamyl)sulfan11ylsulfan11amide

see benzenesulfonam1de, l-amino-N-[S-(l,l'dimethylethyl)
1,3,4-thiad1azol-2-yl)-

Diseptal A
see benzenesulfonamide, l-amino-N-[S-(l,l'dimethylethyl)

1,3,4-thiadiazol-2-yl)-
Dorsulfan Warthausen

see benzenesulfonamide, 4-amino-N-(3,4-dimethyl-S-1soxazolyl)
Duatok

see benzenesulfonam1de, 4-amino-N-2-thiazolyl-
Dulana

see benzenesulfonamide, 4-amino-N-2-thiazolyl-

Eftolon
see benzenesulfonamide, 4-amino-N-(l-phenyl-lH-pyrazol-S-yl)-

Eleudron
see benzenesulfonam1de, 4-amino-N-2-thiazolyl-

Entusul
see benzenesulfonam1de, 4-am1no-N-(3,4-dimethyl-S-isoxazolyl)

Estafilol
see benzenesulfonamide, 4-amino-N-2-thiazolyl-

Etazole
see benzenesulfonamide, 4-am1no-N-(S-methyl

1,3,4-thiadiazol-2-yl)-
Etazol

see benzenesulfonam1de, 4-amino-N-(S-methyl
1,3,4-thiadiazol-2-yl)-

Ethazole
see benzenesulfonamide, 4-amino-N-(S-methyl

1,3,4-thiadiazol-2-yl)
N-[4-[[(S-Ethyl-l,3,4-th1adiazol-2-yl)amino)sulfonyl)-phenyl)
acetamide

see acetamide, N--[4-[[(S-ethyl-l,3,4-thiadiazol-2-yl)amino)
sulfonyl)-phenyl)

4'-[(S-Ethyl-l,3,4-th1adiazol-2-yl)sulfamoyl)acetanilide
see acetamide, N-[4-[[(S-ethyl-l,3,4-thiadiazol-2-yl)

amino)sulfonyl)-phenyl)-
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Firmazolo

Gantanol

Gantr~sin

SY$tem Index

see benzenesulfonamide, 4-amino-N-(1-phenyl-1H-pyrazol-S-yl)-

see benzenesulfonamide, 4-amino-N-(S-methyl-3-isoxazolyl)-

see benzenesulfonamide, 4-amino-N-(3,4-dimethyl-S-~soxazolyl)

Gantrisin acetyl
see acetamide, N-[(4-aminophenyl)sulfonyl)-N

(3,4-d~methyl-S-isoxazolyl)-

Gantrisona
see benzenesulfonamide, 4-amino-N-(3,4-dimethyl-S-~soxazolyl)

Gantrosan
see benzenesulfonamide, 4-amino-N-(3,4-dimethyl-S-isoxazolyl)

Globucid
see benzenesulfonam~de, 4-amino-N-(S-methyl-l,3,4-thiadiazol-2-yl)

Globuc~n

see benzenesulfonamide, 4-amino-N-(S-methyl-l,3,4-thiadiazol-2-yl)
Glyprothiazole

see benzenesulfonamide, 4-am~no-N-[S-(1-methylethy1)

1,3,4-thiad~azol-2-yl)

1,4,7,10,13,16-Hexaoxacyclooctadecane compd. with 4-amino-N-(S-methyl
3-isoxazolyl)benzenesulfonamide (1:1)

see benzenesulfonam~de, 4-amino-N-(S-methyl-3-~soxazolyl)-,compd
w~th 1,4,7,10,13,16-hexaoxacyclooctadecane
N1-Im~dazol-2-ylsulfanilamide

see benzenesu1fonamide, 4-amino-N-1H-imidazol-2-yl-
Inam~l

IPTD

Isarol

Isoxam~n

Justamil

see benzenesulfonamide, 4-am~no-N-(1-phenyl-1H-pyrazol-S-yl)

see benzenesulfonamide, 4-amino-N-[S-(1-methylethyl)
1,3,4-thiad~azol-2-yl)-

see benzenesulfonamide, 4-am~no-N-(1-phenyl-1H-pyrazol-S-yl)-

see benzenesulfonam~de, 4-amino-N-(3,4-dimethyl-S-isoxazolyl)-

see benzenesulfonamide, 4-amino-N-(4,S-d~methyl-2-oxazolyl)-

Kaoxidin
see butanoic acid, 4-oxo-4-[[4-[(2-thiaxolylamino)sulfonyl)phenyl)

am~no)-

Kaoxidine
see butano~c acid, 4-oxo-4-[[4-[(2-thiaxolylamino)sulfonyl)phenyl)

amino)-

Lipo-Gantris~n

see acetamide, N-[(4-aminophenyl)sulfonyl)-N-(3,4-d~methyl

S-isoxazolyl)-
Lipo-Gantrisin acetyl

see acetamide, N-[(4-aminophenyl)sulfonyl)-N-(3,4-dimethyl
S-isoxazo1yl)-

Lucos~l

see benzenesulfonamide, 4-amino-N-(S-methyl
1,3,4-thiadiazol-2-yl)-

Magnesium, bis-4-amino-N-2-thiazo1y1bensenesulfonamidato-NN,O)-,
hydrate, (T-4)-

+ hydrochloric acid 210
+ water 210

Manganese, bis-4-amino-N-2-thiazolylbensenesulfonamidato-NN,O)-,
hydrate

+ hydrochloric acid 211
+ water 211

Merian
see benzenesulfonamide, 4-amino-N-(1-phenyl-1H-pyrazo1-S-yl)

N-[4-[[(4-Methoxy-l,2,S-thiadiazol-3-yl)amino)sulfonyl)-phenyl)
acetamide

see acetamide, N-[4-[[(4-methoxy-1,2,S-thiadiazol-3-yl)amino)
sulfonyl)phenyl)

Nl-(4-Methoxy-1,2,S-th~adiazol-3-yl)su1fanilamide

see benzenesulfonamide, 4-amino-N-(4-methoxy
1,2,S-thiadiazol-3-yl)-



System Index

Nl-(4-Methoxy-l,3,4-thiadiazol-2-yl)sulfan11amide,
monosilver salt (1+) salt

see benzenesulfonamide, 4-amino-N-(5-methyl
1,3,4-th1adiazol-2-yl)-, monosilver salt

N-[4-[[(5-Methyl-3-isoxaxolyl)amino)sulfonyl)phenyl]acetam1de
see acetam1de, N-[4-[[(5-methyl-3-isoxaxolyl)am1no]sulfonyl]

phenyl]-
4'-[(5-Methyl-3-isoxazolyl)sulfamoyl]acetanilide

see acetam1de, N-[4-[[(5-methyl-3-1soxaxolyl)amino]sulfonyl]
phenyl]-

Nl-(5-Methyl-3-isoxazolyl)sulfanilamide
see benzenesulfonam1de, 4-am1no-N-(5-methyl-3-isoxazolyl)

p-(3-Methyl-5-oxo-2-pyrazol1n-l-yl)benzenesulfonamide
see benzenesulfonam1de, 4-(4,5-dihydro-3-methyl-5-oxo

IH-pyrazol-l-yl)
Nl-(3-Methyl-l-phenylpyrazol-5-yl)sulfanilamide

see benzenesulfonam1de, 4-am1no-N-(3-methyl-l-phenyl
IH-pyrazol-5-yl)

3-Methyl-l-(4-sulfamoylphenyl)-5-pyrazolone
see benzenesulfonam1de, 4-(4,5-d1hydro-3-methyl-5-oxo-lH

pyrazol-l-yl)-
5-Methyl-3-sulfan11amidoisoxazole

see benzenesulfonamide, 4-amino-N-(5-methyl-3-isoxazolyl)
2-Methyl-5-sulfan1lamido-l,3,4-thiadiazole

see benzenesulfonamide, 4-am1no-N-(5-methyl
1,3,4-thiadiazol-2-yl)

4-Methyl-2-sulfan11amidothiazole
see benzenesulfonamide, 4-amino-N-(4-methyl-2-thiazolyl)

N-[4-[[(5-Methyl-l,3,4-thiadiazol-2-yl)amino)sulfonyl]-phenyl]acetamide
see acetamide, N-[4-[[(5-methyl-l,3,4-th1adiazol-2-yl)amino)

sulfonyl]phenyl]
4'-[(5-Methyl-l,3,4-thiadiazol-2-yl)sulfamoyl]acetanil1de

see acetam1de, N-[4-[[(5-methyl-l,3,4-thiadiazol-2-yl)-amino]
sUlfonyl]phenyl]

Nl-(5-Methyl-l,3,4-thiadiazol-2-yl)sulfanilamide
see benzenesulfonam1de, 4-amino-N-(5-methyl

1,3,4-thiadiazol-2-yl)
N-[4-[[(4-Methyl)-2-th1azolylamino]sulfonyl]phenyl]acetam1de

see acetam1de, N-[4-[[(4-methyl)-2-thiazolylamino]sulfonyl]
phenyl]-

Nl-(4-Methyl-2-th1azolyl)sulfanilamide
see benzenesulfonam1de, 4-amino-N-(4-methyl-2-th1azolyl)

4'-[4-[(4-Methyl-2-th1azolyl)sulfamoyl]acetanilide
see acetamide, N-[4-[[(4-methyl)-2-thiazolylamino]sulfonyl]

phenyl]-
Microsul

see benzenesulfonam1de, 4-am1no-N-(5-methyl
1,3,4-thiadiazol-2-yl)-

Microtan pirazolo
see benzenesulfonamide, 4-amino-N-(1-phenyl-1H-pyrazol-5-yl)

NI-Monoacetylsulfisoxazole
see acetamide, N-[(4-aminophenyl)sulfonyl]-N

(3,4-dimethyl-5-1soxazolyl)-

Neazolin
see benzenesulfonamide, 4-amino-N-(3,4-dimethyl-5-isoxazolyl)-

Neodisept
see benzenesulfonamide, 4-amino-N-(4-methyl-2-thiazolyl)

Neostrpsan
see benzenesulfonamide, 4-amino-N-2-thiazolyl-

Neoxazol
see benzenesulfonamide, 4-amino-N-(3,4-dimethyl-5-isoxazolyl)

Nickel, b1s(4-am1no-N-2-thiazolyl-benzenesulfonam1dato-NN,O)-, hydrate
+ hydrochloric acid 212
+ water 212

Norilgan-S
see benzenesulfonamide, 4-amino-N-(3,4-dimethyl-5-isoxazolyl)

Norsulfasol
see benzenesulfonamide, 4-amino-N-2-thiazolyl

Norsulfazole sod1um
see benzenesulfonamide, 4-amino-N-2-thiazolyl-, monosod1um salt

Norsulfazole soluble
see benzenesulfonamide, 4-amino-N-2-thiazolyl-, monosodium salt

329
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NOtiulfazol
see benzenesulfonamide, 4-amino-N-2-thiazolyl

Novoseptale
see benzenesulfonamide, 4-amino-N-(4-methyl-2-th~azolyl)-

Nuprin
see benzenesulfonamide, 4-amino-N-(4,5-dimethyl-2-oxazolyl)-

Orisul

Oxasulfa
see benzenesulfonamide, 4-am~no-N-(1-phenyl-1H-pyrazol-5-yl)

see benzenesulfonamide, 4-amino-N-(4,5-dimethyl-2-oxazolyl)-

4-0xo-4-[[4-[(2-thiaxolylamino)sulfonyl]phenyl]amino]-butano~cacid
see butano~c acid, 4-oxo-4-[[4-[(2-thiaxolylam~no)sulfonyl]

phenyl]amino]-
Nl-2-0xazolylsulfanilam~de

see benzenesulfonamide, 4-amino-N-2-oxazolyl-

Paidazolo
see benzenesulfonamide, 4-amino-N-(1-phenyl-lH-pyrazol-5-yl)-

Pancid
see benzenesulfonamide, 4-amino-N-(3,4-d~methyl-5-isoxazolyl)

PASIT
see benzenesulfonam~de, 4-amino-N-[5-(1-methylethyl)

1,3,4-thiadiazol-2-yl]
Nl-(1-Phenylpyrazol-5-yl)sulfanilamide

see benzenesulfonam~de, 4-amino-N-(1-phenyl-lH-pyrazol-5-yl)
2-Phenyl-3-sulfan~lam~dopyrazole

see benzenesulfonamide, 4-am~no-N-(1-phenyl-1H-pyrazol-5-yl)-

Planomide
see benzenesulfonamide, 4-amino-N-2-th~azolyl-

Plisulfan
see benzenesulfonamide, 4-amino-N-(1-phenyl-lH-pyrazol-5-yl)

Po1iseptil
see benzenesulfonam~de, 4-amino-N-2-thiazolyl

Nl-(5-Propyl-l,3,4-th~adiazol-2-yl)sulfanilamide

see benzenesulfonamide, 4-amino-N-(5-propyl
1,3,4-thiadiazol-2-yl)

N1-(5-Isopropyl-l,3,4-thiadiazol-2-yl)sulfanilamide
see benzenesulfonamide, 4-amino-N-[5-(1-methylethyl)

1,3,4-thiadiazol-2-yl]-

Radonil
see benzenesulfonamide, 4-amino-N-(5-methyl-3-isoxazolyl)

Raziosulfa
see benzenesulfonamide, 4-amino-N-(1-phenyl

1H-pyrazol-5-yl)-
Rolsul

see butano~c acid, 4-oxo-4-[[4-[(2-thiaxolylamino)
sulfonyl]phenyl]amino]-

Roxosul
see benzenesulfonamide, 4-am~no-N-(3,4-dimethyl-5-isoxazolyl)-

RP 146
see benzenesu1fonamide, 4-amino-N-(4-methyl-2-thiazolyl)-

RP 2145
see benzenesulfonamide, 4-amino-N-(5-methyl

1,3,4-th~adiazol-2-yl)-

RP 2254
see benzenesulfonamide, 4-amino-N-[5-(1-methylethyl)

1,3,4-th~adiazol-2-yl]-

Rufol
see benzenesulfonamide, 4-amino-N-(5-methyl

1,3,4-thiadiazol-2-yl)-

Sanotiazol
see benzenesulfonamide, 4-amino-N-2-thiazolyl-

SETD
see benzenesulfonamide, 4-amino-N-(5-methyl

1,3,4-thiadiazol-2-yl)-
Sethadil

see benzenesulfonamide, 4-amino-N-(5-methyl
1,3,4-thiadiazol-2-yl)-
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Silver sulfamethiazole
see benzenesulfonamide, 4-amino-N-(5-methyl

1,3,4-thiadiazol-2-yl)-
Silver sulfameth~zole

see benzenesulfonamide, 4-am~no-N-(5-methyl

1,3,4-th~ad~azol-2-yl)-

Sinomin
see benzenesulfonamide, 4-amino-N-(5-methyl-3-isoxazolyl)-

Sodium norsulfazole
see benzenesulfonamide, 4-amino-N-2-thiazolyl-, monosod~um

salt
Sod~um 2-sulfanilam~dothiazole

see benzenesulfonam~de, 4-amino-N-2-th~azolyl-,monosodium
salt

Sodium sulfath~azole

see benzenesulfonamide, 4-am~no-N-2-th~azolyl-, monosod~um

salt
Soluble sulfathiazole

see benzenesulfonamide, 4-amino-N-2-thiazolyl-, monosodium
salt

Soluth~azomide

see benzenesulfonamide, 4-amino-N-2-thiazolyl-, monosodium
salt

Soxisol
see benzenesulfonamide, 4-amino-N-(3,4-dimethyl-5-isoxazolyl)-

Stansin
see benzenesulfonamide, 4-amino-N-(3,4-dimethyl-5-~soxazolyl)

Staphylamid
see benzenesulfonamide, 4-amino-N-(4-methyl-2-th~azolyl)

Streptos~lthiazole

see benzenesulfonamide, 4-amino-N-2-th~azolyl

2-(N4-Succinylsulfanilamido)th~azole

see butano~c acid, 4-oxo-4-[[4-[(2-thiaxolylam~no)

sulfonyllphenyllam~nol-

Succinylsulfath~azole

see butano~c acid, 4-oxo-4-[(4-[(2-thiaxolylam~no)

sulfonyllphenyllam~nol-

Sul-Spansion
see benzenesulfonamide, 4-am~no-N-(5-methyl

1,3,4-thiad~azol-2-yl)-

Sul-Spantab
see benzenesulfonamide, 4-amino-N-(5-methyl

1,3,4-thiad~azol-2-yl)

Sulan~lam~dothiazole

see benzenesulfonamide, 4-amino-N-2-th~azolyl-

Sulbio
see benzenesulfonamide, 4-am~no-N-(3,4-dimethyl-5-isoxazolyl)

Su lfa-Perlongi t
see benzenesulfonamide, 4-am~no-N-(5-methyl

1,3,4-thiadiazol-2-yl)
Sulfabenzothiazole

see benzenesulfonamide, 4-amino-N-2-benzoth~azolyl-

Sulfab~d

see benzenesulfonamide, 4-amino-N-(1-phenyl-1H-pyrazol-5-yl)-
Sulfabutin

see benzenesulfonamide, 4-am~no-N-(4,5-dimethyl-2-oxazolyl)

Sulfad~gesin

see butanoic acid, 4-oxo-4-[[4-[(2-thiaxolylam~no)sulfonyll

phenyllaminol-
Sulfadimethylisoxazole

see benzenesulfonamide, 4-amino-N-(3,4-d~methyl-5-isoxazolyl)

Sulfadimethyloxazole
see benzenesulfonamide, 4-am~no-N-(4,5-dimethyl-2-oxazolyl)

sulfaethidol
see benzenesulfonamide, 4-am~no-N-(5-methyl

1,3,4-thiadiazol-2-yl)
Sulfaethylthiadiazole

see benzenesulfonamide, 4-amino-N-(5-methyl
1,3,4-thiadiazol-2-yl)-

Sulfafurazole
see benzenesulfonamide, 4-amino-N-(3,4-d~methyl-5-isoxazolyl)-

Sulfagan
see benzenesulfonamide, 4-amino-N-(3,4-dimethyl-5-isoxazolyl)-
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Sulfaisopropylthiadiazole
see benzenesulfonamide, 4-amino-N-[S-(I-methylethyl)

1,3,4-thiadiazol-2-yl]-
Sulfaisoxazole

see benzenesulfonam~de, 4-amino-N-(3,4-dimethyl-S-isoxazolyl)
Sulfamethalazole

see benzenesulfonamide, 4-amino-N-(S-methyl-3-isoxazolyl)
Sulfamethiazole

see benzenesulfonamide, 4-amino-N-(S-methyl
1,3,4-thiadiazol-2-yl)-

Sulfamethizole N4-acetate
see acetamide, N-[4-[[(S-methyl-I,3,4-thiadiazol-2-yl)am~no]

sulfonyl]-phenyl]-
Sulfamethizole

see benzenesulfonam~de, 4-amino-N-(S-methyl
1,3,4-thiadiazol-2-yl)-

Sulfamethoxazole
see benzenesulfonamide, 4-amino-N-(S-methyl-3-~soxazolyl)

Sulfamethylphenazole
see benzenesulfonamide, 4-amino-N-(3-methyl-I-phenyl

IH-pyrazol-S-yl)-
Sulfamethylthiadiazole

see benzenesulfonam~de, 4-amino-N-(S-methyl
1,3,4-th~adiazol-2-yl)

Sulfamethylthiazole
see benzenesulfonamide, 4-amino-N-(4-methyl-2-thiazolyl)

Sulfametrole
see benzenesulfonamide, 4-amino-N

(4-methoxy-I,2,S-thiadiazol-3-yl)-
Sulfamoxolum

see benzenesulfonamide, 4-am~no-N-(4,S-dimethyl-2-oxazolyl)

S-Sulfanilamido-3,4-d~methylisoxazole

see benzenesulfonamide, 4-amino-N-(3,4-dimethyl-S-isoxazolyl)
2-Sulfanilamido-S-ethylthiad~azole

see benzenesulfonamide, 4-amino-N-(S-methyl
1,3,4-thiadiazol-2-yl)

2-Sulfanilamidoimidazole
see benzenesulfonamide, 4-amino-N-IH-imidazol-2-yl

2-Sulfanilamido-S-~sopropylth~adiazole

see benzenesulfonamide, 4-amino-N-[S-(1-methylethyl)
1,3,4-th~adiazol-2-yl]

3-Sulfanilamido-S-methyl~soxazole

see benzenesulfonamide, 4-amino-N-(S-methyl-3-isoxazolyl)
2-Sulfanilamido-4-methylthiazole

see benzenesulfonam~de, 4-amino-N-(4-methyl-2-thiazolyl)
S-Sulfanilamido-I-phenylpyrazole

see benzenesulfonamide, 4-amino-N-(1-phenyl-IH-pyrazol-S-yl)
2-(Sulfanilylamino)thiazole

see benzenesulfonamide, 4-amino-N-2-thiazolyl
2-Sulfanilamidothiazole

see benzenesulfonam~de, 4-amino-N-2-thiazolyl
2-Sulfanilamidothiazole sodium salt

see benzenesulfonamide, 4-amino-N-2-thiazolyl-, monosodium salt
3-Sulfanilamido-l,2,4-tr~azole

see benzenesulfonam~de, 4-amino-N-IH-l,2,4-triazol-3-yl
4-Sulfanilam~do-l,2,4-tr~azole

see benzenesulfonam~de, 4-amino-N-IH-I,2,4-triazol-4-yl
2-Sulfanilamidoxazole

see benzenesulfonamide, 4-amino-N-2-oxazolyl-
Sulfano

see benzenesulfonamide, 4-amino-N-(4,S-dimethyl-2-oxazolyl)
Sulfaphenazole

see benzenesulfonamide, 4-amino-N-(1-phenyl-lH-pyrazol-S-yl)
Sulfaphenazol

see benzenesulfonamide, 4-amino-N-(1-phenyl-IH-pyrazol-S-yl)
Sulfaphenazon

see benzenesulfonamide, 4-amino-N-(1-phenyl-lH-pyrazol-S-yl)
Sulfaphenylpipazol

see benzenesulfonamide, 4-amino-N-(I-phenyl-lH-pyrazol-S-yl)
Sulfaphenylpyrazole

see benzenesulfonamide, 4-amino-N-(1-phenyl-lH-pyrazol-S-yl)
SuIfapyrazol e

see benzenesulfonamide, 4-amino-N-(3-methyl-l-phenyl
IH-pyrazol-S-yl)-
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Sulfasol
see benzenesulfonamide, 4-amino-N-(3,4-dimethyl-S-isoxazolyl)

Sulfasuccidin
see butanoic acid, 4-oxo-4-[[4-[(2-thiaxolylamino)sulfonyl]

phenyl]amino]-
Sulfasuccidine

see butanoic acid, 4-oxo-4-[[4-[(2-thiaxolylamino)sulfonyl]
phenyl]amino]-

Sulfasuccinil
see butanoic acid, 4-oxo-4-[[4-[(2-thiaxolylamino)sulfonyl]

phenyl]amino]-
Sulfasuccithiazole

see butanoic acid, 4-oxo-4-[[4-[(2-thiaxolylamino)sulfonyl]
phenyl]amino]-
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Sulfasuxidine
see butanoic acid, 4-oxo-4-[[4-[(2-thiaxolylamino)

sulfonyl]phenyl]amino]-
Sulfathiazole sodium

see benzenesulfonamide, 4-amino-N-2-thiazolyl-, monosodium
salt

Sulfathiazole
see benzenesulfonamide, 4-am~no-N-2-thiazolyl-

2-Sulfathiazole
see benzenesulfonamide, 4-amino-N-2-thiazolyl-

Sulfav~gor

Sulfazamet

Sulfazin

Sulfazol

Sulfazole

Sulfenterone

see benzenesulfonamide, 4-amino-N-(4,S-dimethyl-2-oxazolyl)

see benzenesulfonamide, 4-amino-N-(3-methyl-I-phenyl
IH-pyrazol-S-yl)-

see acetamide, N-[(4-am~nophenyl)sulfonyl]-N

(3,4-dimethyl-S-isoxazolyl)-

see benzenesulfonamide, 4-amino-N-(4-methyl-2-thiazolyl)

see benzenesulfonamide, 4-amino-N-(4-methyl-2-thiazolyl)

see butanoic acid, 4-oxo-4-[[4-[(2-thiaxolylamino)-
sulfonyl]phenyl]amino]-

Sulfethidiole
see benzenesulfonamide, 4-am~no-N-(S-methyl-I,3,4-thiadiazol-2-yl)

Sulfismezole-N4-acetate
see acetamide, N-[4-[[(S-methyl-3-isoxaxolyl)amino]sulfonyl]

phenyl]-
Sulfisomezole

see benzenesulfonamide, 4-amino-N-(S-methyl-3-isoxazolyl)
Sulfisoxazole acetyl

see acetamide, N-[(4-aminophenyl)sulfonyl]-N
(3,4-dimethyl-S-isoxazolyl)

Sulf~soxazole d~alam~ne

see benzenesulfonamide, 4-amino-N-(3,4-dimethyl-S-isoxazolyl)-
Sulfmidil

see benzenesulfonamide, 4-amino-N-(4,S-dimethyl-2-oxazolyl)
Sulfocerol

see benzenesulfonamide, 4-amino-N-2-thiazolyl
2-Sulfocerol

see benzenesulfonamide, 4-amino-N-2-thiazolyl-
Sulfono

see benzenesulfonamide, 4-amino-N-(4,S-dimethyl-2-oxazolyl)-
Sulfstat

see benzenesulfonamide, 4-amino-N-(S-methyl
1,3,4-thiadiazol-2-yl)-

Sulfune
see benzenesulfonamide, 4-amino-N-(4,S-dimethyl-2-oxazolyl)-

Sulfuno

Sulfur~ne

see benzenesulfonamide, 4-amino-N-(4,5-dimethyl-2-oxazolyl)

see benzenesulfonamide, 4-amino-N-(S-methyl
1,3,4-th~adiazol-2-yl)-

Sulisoxazole
see benzenesulfonamide, 4-amino-N-(3,4-dimethyl-S-isoxazolyl)

Sulphafuazole
see benzenesulfonamide, 4-amino-N-(3,4-dimethyl-S-isoxazolyl)-
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Isulpnapnenazole
see benzenesulfonam~de, 4-amino-N-(1-phenyl-lH-pyrazol-5-yl)

Sulphmethoxazole
see benzenesulfonamide, 4-amino-N-(5-methyl-3-isoxazolyl)-

Sulzol
see benzenesulfonamide, 4-amino-N-2-th~azolyl-

Tardamide
see benzenesulfonam~de, 4-am~no-N-(4,5-dimethyl-2-oxazolyl)-

Tardam~d
see benzenesulfonam~de,

Tetrac~d see benzenesu~fonam~de,
Th~acoccin~ee benzenesulfonamide,
Thiacyl

4-am~no-N-(4,5-dimethyl-2-oxazolyl)

4-Jm~no-~-(5-methyl-l,~,4-thiadiazol-2-yl)

4-am.no-N-2-thiazolyl-

see butano~c acid, 4-oxo-4-[[4-[(2-thiaxolylamino)sulfonyl)
phenyl)amino)-

1,2,5-Th~ad~azole, acetam~de der~vative

see acetam~de, N-[(4-aminophenyl)sulfonyl)-N-(4-methoxy
1,2,5-th~ad~azol-3-yl)-

1,2,5-Th~adiazole, benzenesulfonam~de derivat~ve

see benzenesulfonamide, 4-amino-N-(4-methoxy
1,2,5-thiad~azol-3-yl)-

Th~asin

see benzenesulfonamide, 4-amino-N-(3,4-dimethyl-5-isoxazolyl)
Th~asulfol

see benzenesulfonam~de, 4-am~no-N-2-thiazolyl

Th~azam~de

see benzenesulfonam~de, 4-am~no-N-2-thiazolyl

Nl-4-Th~azol~n-2-ylidenesulfanilam~de

see benzenesulfonamide, 4-amino-N-2-thiazolyl
N-[4-[(2-Th~azolylamino)sulfonyl)phenyl)acetamide

see acetam~de, N-[4-[(2-th~azolylam~no)sulfonyl)phenyl)

4'-(2-Th~azolylsulfamoyl)acetanil~de

see acetam~de, N-[4-[(2-th~azolylamino)sulfonyl)phenyl)

4'-(2-Th~azolylsulfamoyl)succ~nanilicacid
see butano~c acid, 4-oxo-4-[[4-[(2-thiaxolylamino)sulfonyl)

phenyl)amino)-
Nl-(2-Th~azolyl)sulfanilam~de

see benzenesulfonamide, 4-amino-N-2-thiazolyl
Nl-2-Th~azolylsulfanilam~de

see benzenesulfonamide, 4-am~no-N-2-thiazolyl

Nl-2-Thiazolylsulfan~lamide,monosod~um salt
see benzenesulfonamide, 4-am~no-N-2-thiazolyl-,monosodium salt

(Nl-2-Thiazolylsulfan~lamido)sod~um

see benzenesulfonamide, 4-amino-N-2-thiazolyl-, monosodium salt
p-2-Th~azoylsulfamylsucc~nanilicac~d

see butano~c ac~d, 4-oxo-4-[[4-[ (2-thiaxolylamino)sulfonyl)
phenyl)am~no)-

Th~dicur

see benzenesulfonam~de, 4-am~no-N-(5-methyl

1,3,4-th~adiazol-2-yl)-

Th~osul fJ_I
see benzenesulfonamide, 4-amino-N-(5-methyl

1,3,4-th~ad~azol-2-yl)-

Toriseptin M
see benzenesulfonam~de, 4-amino-N-(4-methyl-2-thiazolyl)

Nl-4H-l,2,4-Tr~azol-4-ylsulfan~lamide

see benzenesulfonamide, 4-amino-N-IH-I,2,4-triazol-4-yl-

Uleron

Uliran

UI~ron

see benzenesulfonamide, l-am~no-N-[5-(1,1'dimethylethyl)
1,3,4-thiad~azol-2-yl)-

see benzenesulfonamide, l-amino-N-[5-(1,1'dimethylethyl)
1,3,4-thiadiazol-2-yl)-

see benzenesulfonamide, l-amino-N-[5-(1,1'dimethylethyl)
1,3,4-thiad~azol-2-yl)-

Ultraseptal
see benzenesulfonam~de, 4-amino-N-(4-methyl-2-thiazolyl)-
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Ultraseptyl
see benzenesulfonamide, 4-amino-N-(4-methyl-2-thiazo1y1)-

Ultrasul
see benzenesulfonamide, 4-amino-N-(5-methy1

1,3,4-thiadiazol-2-y1)-
Unisulf

see benzenesu1fonamide, 4-amino-N-(3,4-dimethyl-5-isoxazo1y1)
Uritrisin

see benzenesulfonamide, 4-amino-N-(3,4-dimethyl-5-isoxazolyl)
Urocydal
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see benzenesulfonamide, 4-amino-N-(5-methy1-1,3,4-thiadiazol-2-y1)
Urodiaton

see benzenesulfonam1de, 4-am1no-N-(5-methy1-1,3,4-thiadiazol-2-yl)
Uro1ucosi1

see benzenesu1fonamide, 4-amino-N-(5-methy1-1,3,4-thiadiazol-2-y1)
Urosulfin

see benzenesu1fonam1de, 4-amino-N-(5-methy1-1,3,4-thiadiazol-2-y1)-

Vesulong
see benzenesu1fonamide,

IH-pyrazol-5-y1)-
Vk 53

see benzenesu1fonamide,
VK 55

see benzenesu1fonamide,
Vk 57

4-amino-N-(3-methyl-l-phenyl-

4-amino-N-(5-methy1-1,3,4-thiadiazol-2-y1)

4-amino-N-(5-methyl-l,3,4-thiadiazol-2-y1)-

see benzenesulfonamide, 4-amino-N-[5-(l-methy1ethy1)
1,3,4-th1adiazol-2-y1]-

Wintrazole
see benzenesulfonamide, 4-amino-N-2-thiazo1y1-

Z1nc, bis(4-am1no-N-2-thiazoly1benzenesu1fam1dato-NN,O)-, (T-4)-
+ water 215

Zn(II) sulfathiazole
see zinc, bis(4-amino-N-2-thiazoly1benzenesu1famidato-NN,O)-,

(T-4)-
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