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EDITOR’S PREFACE

The Merck Index has now been published for 94 years. Written and
edited by several generations of Merck chemists, this one-volume ency-
clopedia of chemicals, drugs, and biological substances has established
itself as an internationally recognized reference work, a source of author-
itative information and a valued laboratory and teaching companion.

With a circulation of 200,000 copies for the previous edition, The
Merck Index is probably the most widely used chemical/biomedical
encyclopedia in the world. Lively correspondence with readers indi-
cates an extremely varied audience including chemists, biochemists,
biologists, environmentalists, human and animal health specialists, jour-
nal and book editors, medical writers, patent and trademark attorneys,
market analysts and innumerable other professionals.

This new edition of The Merck Index is the result of our efforts to
collect, to distill and to make accessible to an interdisciplinary and inter-
national readership the considerable new knowledge that has accumu-
lated in the seven years since the publication of the Ninth Edition. The
most important editorial concern and challenge was to effectively report
major developments at the forefront of the life sciences and to reflect the
complex and inextricable interdependence of chemistry, biology and med-
icine. Therefore, without abandoning the original purpose of covering or-
ganic and inorganic chemicals, and drugs marketed worldwide, The Merck
Index has been broadened in scope to incorporate more information on
biochemistry, pharmacology, toxicology and metabolism and to treat a
range of topics related to agriculture and the environment. The selection
of entries for this edition was especially difficult because of the abundance
of important new compounds and the prevailing space limitations. The
monographs on compounds or on groups of compounds had to be concise,
but references to reviews and to the original literature have been pro-
vided to aid those who want to pursue any particular aspect of a subject.

Preparation of this edition has reinforced our belief that updating The
Merck Index at intervals of seven to eight years does not respond to to-
day’s need for instant information. Therefore, a computer-searchable on-
line version of the monograph section is in preparation. When completed,
the database will not only provide a continuous flow of information, but
will also yield immediate answers to questions that would be time-con-
suming, difficult or even impossible to answer from the printed version.

Support for publishing this new edition was again generously provided
by Merck & Co., Inc. It is another example of the company’s steadfast
commitment to serve the scientific community at large. The editorial
staff has made every effort to present precise, reliable and up-to-date
information and we sincerely hope that the Tenth Edition of The Merck
Index will continue the successful tradition of its predecessors.

\

Martha Windholz, Editor ;
\ Merck Sharp & Dohme Research Laboratories

] Rahway, New Jersey 07065
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EXPLANATORY NOTES

The monograph section of the Tenth Edition of The Merck Index
comprises descriptions of more than 10,000 chemicals, drugs, and bio-
logicals of current interest and importance. The entries are not a list of
Merck products. Since the last edition, over 4000 monographs have
been revised and updated, almost 1000 new monographs have been
added, more than 500 have been deleted and approximately 100 have
been combined with other monographs. (Note: A list of monographs
that appear in the Ninth Edition but not in the Tenth can be found on
page CI-316.) Entries are limited to single substances, except for a
small number of natural mixtures such as pseudomonic acids, cyclo-
sporins, periplanones, etc.; drugs that are mixtures are generally ex-
cluded. Although the information contained in the monographs is from
the published literature, the number of references or the length of a
particular entry is not necessarily related to the importance of a com-
pound but may simply be an indication of the current amount of available
information. .

The organization of monographs is essentially the same as that of
previous editions. The illustration shows the format of a typical entry;
the type of information included in the monograpks is described below.

Monograph Number. Sequential accession numbers are assigned to
monographs to assist in location of entries from the Cross Index of
Names and from the Formula Index, which are referenced to these
numbers rather than to monograph titles or to page numbers. (Note:
Monograph numbers in the Tenth Edition do not necessarily correspond
to Ninth Edition numbers.)

Title: Titles, arranged in alphabetical order, are usually generic
(USAN, WHO, or INN), trivial, or simple chemical names. Trademarks
(designated by ®) are used for a small number of entry titles.

Chemical Abstracts Name(s). The first synonym in boldface italic is
the uninverted form of the name corresponding to that used by Chemical
Abstracts Service (CAS) during the ninth and/or subsequent Collective
Index Periods (CIPs). The second synonym in boldface italic is the
uninverted form of the eighth (or earlier) CIP name. For this edition of
The Merck Index, there is a separate section of CAS names/registry
numbers associated with alphabetically arranged monograph titles,
beginning on page REG-1. In that section, each CAS name is pre-
sented in its inverted form (as in the CAS Index Guides), followed by
stereochemical descriptors and registry number. This arrangement will
aid in locating the compound of interest in both hard copy and on-line
Chemical Abstracts and can thus serve as an entry point to further
literature searching.

Alternate Name(s). Other chemical names identifying the entry,
trivial names, experimental drug codes, and trademarks are in lightface
roman. Trademarks are indicated by first letter capitalization; absence
of capitalization, however, does not exclude the possibility that a name
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Monograph number

Molecular formula

Drug code number

Perceniage
composition

Literature
references

Structure

Physical data for
title compound

Derivative aof title
compound

Therapeutic category
(in humans)

Title

1910. Cefoxitin. 3-[[(4dminocarbonyl)oxyimethyl]-7-
methoxy-8-oxo-7- [(2-thienylacetyl)amino )-5-thia-1-azabi-
cyclol4.2.0)oct-2-ene-2-carboxylic acid; 3-(hydroxy-
methyl)-7-methoxy-8-o0xo0-7-[2-(2-thienyl)acetamido]-
5-thia- 1-azabicyclo[4.2.0Joct-2-ene-2-carboxylic acid
carbamate (ester). 3-carbamoyloxymethyl-7a-meth-
oxy-7-12-(2-thienyl)acetamidol-3-cephem-4-car-

-boxylic acid: MK-306. C,,H,;N,0,S.: mol wt 427.46.

C 44.96%. H 4.01%. N 9.83%. 0 26.20%. S 15.00%.
Semi-synthetic derivative of cephamycin C. g.v.,
possessing high resistance to g-lactamase inactivation.
Synthesis: Christensen er al., Ger. pats. 2,129,675,
2,203,653 corresp to U.S. pat 4,297,488 (1971, 1972.
1981 all to Merck & Co.); Karady et al.,J. Am. Chem.
Soc. 94, 1410 (1972). Ratcliffe. Christensen. Tetra-
hedron Letters 1973, 4653. Biological evaluation:
Wallick. Hendlin, Antimicrob. Ag. Chemother. 8, 25
(1974); Miller er al., ibid. 33: Orishi er al., ibid. 38:
Hamilton, Miller et al., J. Antibiot. 27. 42 (1974).
Mode of action: Onishi et al., Ann. N.Y. Acad. Sci.
235, 406 (1974). Comprehensive reviews: J. Anti-
microb. Chemother. 4, Suppl. B, 1-256 (1978); R. N.
Brogden et al., Drugs 17, 1-37 (1979): E. Q. Stapley.
K. R. Brown. in Pharmacological and Biochemical
Properties of Drug Substances vol. 3, M. E. Goldberg.
Ed. (Am. Pharm. Assoc.. Washington. DC, 1981) pp
262-290. Comprehensive description: G. S. Brenner
in Analytical Profiles of Drug Substances vol. 11, K.
Florey. Ed. (Academic Press. New York. 1982) pp
169-195.

S CHO B
C 1 s
s cnzcomi--i——}/
l‘ ]l )—‘N =
G CH,0CONH,,
COOH

Crystals, mp 149-150° (dec). pKa2.2. Very solin
acetone: sol in ag NaHCO,: very slightly sol in water.
Practically insol in ether and chloroform.

Sodium salt. C,sH (N;NaO;S,. Mefoxin, Mefoxitin,
Merxin, Cenomycin. White crystals with characteristic
odor. [al®, . +210°(c=1inmethanol). Very solin
water; sal in methanol; sparingly sol in ethanol and
acetone. Insol in aromatic and aliphatic hydrocar-
bons. LD,, in mice. rats, dogs (g/kg): 5.10, 8.98,
> 10.0i.v..8. Takayama et al., Chemotherapy ( Tokyo)
26, Suppl. 1. 150 {1978).

THERAP CAT: Antibacterial.

ix

Chemical Abstracts name
(boldface italic)

Alternate names and/or
trademarks (capitalized)
of title compound

Molecular weight

Patent and ¢hemical
information

Biological. pharmacological.
ete. information

Review articles
\

Trademarks (capitalized)
and/or generic names

of derivatives

(boldface italic)

Physical data for
derivative

Toxicity data



may be a proprietary name or the subject of proprietary rights. Note:
Names appearing elsewhere in the monograph in boldface italic also
appear in the Cross Index of Names.

Molecular Formula, Molecular Weight, % Composition. Elements
in the molecular formula are listed according to the Hill convention
(C, H, then other elements in alphabetical order). This information and
molecular weight are provided for all compounds having a specific known
structure.

Literature References. This section contains a concise reference
history of the compound. Frequently, a brief description or capsule
statement is provided, although in some monographs, particularly those
on biologically active substances, a lengthier description is given. Ref-
erences to isolation, preparation, patent information, and structural
studies are cited and a special effort has been made in this edition to pro-
vide more extensive information on pharmacological, clinical, toxico-
logical, and toxicity studies. Review articles, where available, are
usually cited at the end of the references, but when a review covers a
family of compounds it is generally given only in the monograph for the
parent element or compound. Literature references are cited in the
conventional manner; journal abbreviations (with the few exceptions
listed in the table of Abbreviations, p. xii) correspond to those in
Chemical Abstracts Service Source Index (CASSI).

Structure. Structural displays, depicting modern stereochemical
representations wherever possible, are contained in almost 6000 mono-
graphs. Standard conventions of heavy and dotted lines to show bonds
directed above or below the plane of the paper are used where appro-
priate. In addition, more than 2000 monographs contain line formulas
showing molecular arrangements. In polypeptide representations, all
optically active amino acid resxdues are assumed to be L unless specified
otherwise.

Physical Data. Data are presente_d as found within references cited
in the monograph. Whenever possible, the color of a substance is stated,
but the absence of color (white, colorless) is often omitted. Tempera-
tures are given in degrees Celsius (centigrade) unless otherwise noted.
When solubilities are determined at room temperature (about 25°C), the
temperature is generally omitted. When optical rotations are measured
in water, the solvent is usually not specified. For ultraviolet absorption
measurements, the solvent is provided within parentheses.

As in the previous edition, an effort has been made to provide toxicity
data (e.g. LDso, LC;,, etc.) and to include the source of this information.
Caution andfor Human Toxicity statements are also provided for a
number of substances. Specific caution statements are given for drugs
and compounds on the U.S. Government’s Schedules of Controlled
Substances, for additives controlied by the Food and Drug Administra-
tion, and for compounds listed as suspected or confirmed carcinogens in
the Second Annual Report on Carcinogens issued in 1981 by the U.S.
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Department of Health and Human Services. Note: Absence of toxicity
data does not imply that toxic effects do not exist.

Derivatives. Data for derivatives are presented in the same format as
the parent compound. A derivative molecular formula is listed in the
Formula Index only if there is a chemical name, generic name, or trade-
mark associated with it.

Use. Descriptions of specific uses that are not medical or veterinary
_therapeutic applications are summarized here.

Therapeutic Category and Therapeutic Category (Veterinary).
Wherever possible, the editors have adhered to the categories of activity
proposed by the USAN Council in describing therapeutic indications of
drugs. However, there are minor differences in the wording of some
categories, e.g.  B-adrenergic blocker, rather than anti-adrenergic (8-
receptor). In cases where no USAN classification was available, the
editors chose the therapeutic category that most closely descrnbed the
indication claimed by the manufacturer.

Indexes. More than 55,000 synonyms, including titles, CAS names.
alternate names, trademarks, and derivatives are contained in the Cross
Index of Names, and over 10,000 entries appear in the Formula Index.
Each entry directs the reader to the monograph number in which the
compound of interest is described. The effort to match trademarks with
company ownership, begun in the Ninth Edition, has been greatly ex-
panded for this edition. In the Cross Index of Names, an abbreviated
form of the company name appears in brackets following the trademark.
(Due to reorganizations or mergers, some company names changed after
the initial matching process was completed, and it was not always pos-
sible to make the appropriate corrections.) A list of company addresses
appears in an updated and expanded Company Register that begins on
page MISC-7.

Although The Merck Index has a strong medical character, it is not
intended as an official therapeutic guide. Inclusion of a drug in this book
is not an endorsement but merely a statement of the fact that such an
entity exists. THERAPEUTIC CATEGORY and THERAPEUTIC CATEGORY
(VETERINARY) paragraphs are intended only as summary statements
of major pharmacological properties or indications for the individual
drugs. For additional information on uses, dosage, side effects and
adverse reactions, readers should consult pertinent scientific and pro-
fessional publications and product circulars published by the respective
manufacturers.

Great care has been taken to assure the accuracy of the information
contained in The Merck Index. However, the Editorial Staff and the
" Publisher cannot be responsible for errors in publication or for any con-
sequences arising from use of the information published in The Merck
Index. Accordingly, reference to original sources is encouraged as is
reporting of errors and omissions in order to assure that appropriate
changes may be made in the next edition.

xi
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A.

AL
abs .

abs coﬁﬁé L

abstr
Ac

acac .
ace . .
A.CS..
add .
addn
AEC

ale
alcoh ;
alk . .
laly

dy

ammon
amorph
amps
amt(s) .
anhydr
Ann.
anti-

APhA

approx

AR . ..
Archiv Exp.
Pathol.
Pharmakol.
ArCO— .
assoc
assocd . .
AST.M.

asym- .
at. . . .
atm }
atmos | -
at. no. .
at. wt .

B .

B.

BAN
Bé

Beilstein . .

Belg. pat. . .

Ber. .

biol . . . .
B.1.O.S. .

B.0.D.
boil. .
bp

ABBREVIATIONS

. absorbance (extinction)
. Angstrom unit(s)

. absolute; absorption

. absolute configuration
. abstract
. acetyl

CH, CO—; ethyl acetate
AcOQEt; acetic acid AcOH; acetic
anhydride Ac,0

. acetylacetonate

. according

. American Chemical Society

. adding

. addition

. {United States) Atomic Energy Com-

mission

. alcohol(ic); ethanol; ethyl alcohol

. alkali(ne)
. specific optical rotation at 25°C for

D (sodium) line; absence of brack-
ets indicates optical rotation of a
liquid in a 1 decimeter cell —neat.

. molar absorptivity (concentration in

g-moles/l)

. ammonia

. amorphous
. . ampules

. amount(s)

. anhydrous
. . Justus Liebig's Annalen der Chemie
. . anti (stereomeric opposite of syn-)

. American Pharmaceutical Associa-

tion

. approximate(ly)
. . agueous
. . aryl

. analytical reagent

Naunyn Schmiedebergs Archiv fiir
Experimentelle  Pathologie  und
Pharmakologie

. aromatic acyl radical
. . association
. associated |
. American Society for Testing Ma-

terials

. asymmetrical. unsymmetrical
. atomic

. atmosphere(s). atmospheric

. atomic number
. atomic weight ‘
. base. Example: if the formula of an

alkaloid is C;H,;NO; the abbre-
viated formula for the hydrochlo-
ride may be written B.HC] instead
of C,,H,;NO, HCL

. Bacillus, used only in genus and

species names

. British Approved Name
. Baumé (a specific gravity scale)
. Beilsteins Handbuch der Organi-

schen Chemie, a comprehensive
German encyclopedia of organic
chemistry (Springer)

. Belgian patent
. Chemische Berichte (Berichte der

Deutschen Chemischen Gesell-
schaft)

. biological
. British Intelligence Objectives Sub-

commitiee

. . biochemical oxygen demand
. . boiling
. boiling point; boils; boils at; boil-

ing at (always followed by a figure
denoting temperature; the pres-

=+

B.P. . .
B.P.C..
Brit. pat.. .
B .

Bu

Bz

<

C.

C,

ca. .
C.A.

cal

calc .
caled
Can. pat.
cc.

cf.

chem

Chem. Comml.mz

Ci .
C.l .
cis- . .
cmo .
CNS . .
coll. vol. .
compd .
compn
conc
concd
concentr
concn .
config .

constit. . . . .

contd
contg
cor(r) .
corresp

cp .
CP.. .
cpd . .
crit press.
crit temp
cryst
crystn .
CTFA

d .

. dextro (in

3

sure. if different from one atm. is
indicated by a subscript. Example:
bp,, 48° means boils at 48°C if the
pressure is 70 mm Hg).

. . British Pharmacopeia
. British Pharmaceutical Codex
. British patent
. . British thermal units
. butyl (normal-butyl)
. benzoyl C¢H,CO—; BzH benzalde-

hyde; BzOH benzoic acid

. concentration by volume (after opti-

cal rotations only). Example: [«]3
+ 14° (¢ = 2.5 in abs alcohol).
meaning 2.5 g of the substance dis-
solved in 100 ml abs alcohol; when
no solvent is given, the solvent is
water.

. Centigrade degrees
. heat capacity {(constant pressure)
. {circa) about
. Chemical Abstracts
. . calorie(s)
. calculate
. calculated
. Canadian patent
. cubic centimeter(s) (milliliter)
. (confer) compare
. chemical
. J. Chem. Sac., Chem. Commun.
. curie
. Colour Index (British)
. stereochemical opposite of trans-
. . centimeter(s)
. central nervous system
. collective volume
. compound
. composition

. concentrated

. concentration
. configuration
. constituent
. continued
. containing
. corrected
. corresponding, corresponds
. centipoise
. chemically pure
. compound
. critical pressure
. critical temperature
. crystalline or crystals
. . crystallization
. The Cosmetic, Toiletry and Fra-

grance Assoc.

. density; specific gravity (d}’ specific

gravity at 19° referred to water
at 4°).

. dextro(rotatory), refers to optical ro-

tation, indicating that a soln of the
substance is capable of turning
the plane of polarized light to the
right.

configurational sense
only). Used before carbohydrates
and amino acids to show that the
groups at the significant asym-
metric carbon atom are placed at
the right. In carbohydrate nomen-
clature the configuration of the
highest numbered asymmetric car-
Lon atom determines the prefix that
is used. Carbohydrate nomencla-



ture is based upon the glyceric [ev . . . . . . . electron volt
aldehydes, the dextrorotatory iso- { evac . . . . . . evacuated
mer being by convention desig- | evapn . . . . . . evaporation
nated p-glyceric aldehyde. In the | exptidy) . . . . . experimental(ly)
amino acid field, it is the configura- | ext . . . . . . . extract
tion of the lowest numbered asym- | extd. . . . . . . extracted
metric carbon atom, i.e.. the | extern. . . . . . externally
a-carbon atom, that determinesthe | F . . . . . . . . Fahrenheit degrees; also Fourneau
prefix, as in D-alanine. FDA. . .. .. Food and Drug Administration
dec ] decompose(s) (US.A)
decomp | © ° " P FD&C . .. .. Food, Drug and Cosmetic (Act)—
decompn . . . . decomposition US.A.
deg . . . .. .. degree f£........ following
deliquesc . . . . deliquescent FFC . ... .. free from chlorine
delta(d). . . . . double bond FIAT . . . . . . Field Information Agency, Techni-
deriv . . . . .. derivative cal (U.S. reports)
determn . . . . . determination . Fortschr. . Forischritte der Chemie Organischer
dif . ... .. difference Chem. Org. Naturstoffe (Progress in the Chem-
dit ... L. dilute . Naturst. istry of Organic Natural Products,
did . .. .. .. diluted Springer-Verlag)
diln . . ... .. ditution fp........ freezing point
distln . . . . .. distillation Frdl. . . . . .. P. Friedldnder Fortschritte der Teer-
- | .. .... racemic; optically inactive by exter- Sfarbenfabrikation, a collection of
DL- nal compensation as contrasted patents (Springer)
with meso-. FT .. ... .. Fourier transform
dm . ... ... decimeter(s) g ... .. .. .gram(s)
DMF ... ... dimethylformamide gal . . ... .. gallon(s)
DMSO . . . .. dimethylsulfoxide gamma (¥) . . . . microgram(s)
dp(DP) . . . .. degree of polymerization (numberof | GC . . . . . . . gas chromatography
: monomeric units in the polymer) gem- . . . . .. geminate (two substituents on the
D.R.P.. . . . . . (Deutsches Reichs-Patent) German same atom)
patent geol. . . . . .. geological
dyn . . . ..., dynes Ger.pat.. . . . . German patent
E. . ... . . entgegen (German for opposite). | G.I.. . . . . . . gastrointestinal
Geometric stereodescriptor used | g/l . . . . . . . grams per liter
for substances having achiral ele- | GLC . . . . . . gas-liquid chromatography
ments resulting from double J . Gmehn's Handbuch der Anorga-
bonds where the groups of high- nischen Chemie, a comprehensive
est priority are on the opposite German encyclopedia of inorganic
sides of the vertical reference chemistry (Verlag Chemie)
plane; equivalent to zrans in simple government
cases. genitourinary
El®. .. ... the absorbance of a solution c¢on- | habit. . . . . . . habitat
taining one gram per 100 ml con- a German collection of medicinal
tained in a cell having an absorp- patents
tion path of one centimeter. Houben Weyl. . . Houben-Weyl Methoden der Or-
EC .. .... electron capture ganischen Chemie, a German col-
By - .. ... molar extinction coefficient (conc. in lection of preparative methods in
g-moles/l) organic chemistry (Thieme)
ECG . .. .. electrocardiogram high performance liquid chromatog-
E.C. No. . . . . Enzyme Commission Number raphy
ed . ... ... edition hr. . ... ... hour
Eds) . .. ... editor(s) O optically inactive by internal com-
EEG . ... .. electroencephalo pensation as i-inositol; archaic for
eg. . . . . ... (exempli gratia) for example meso-
eidem . . . . . . the same (authors), plural of idem IACR. . .. .. International Association of Cance:
EKG . ..... electrocardiogram Registries
emf . . . . ... electromotive force IARC. . . . .. International Agency for Research
en ... .... ethylenediamine (in formulas) on Cancer
EPA . ... .. Environmental Protection Agency IARC IARC Monographs on the Evalua-
epsifon (¢) . . . . molar extinction coefficient (conc. in Mosographs . . tionof Carcinogenic Risk of Chem-
g-moles/l); dielectric constant icals to Man
eq . . .. ... equation ibid.. ., . ... (ibidem) at the same place
equilib. . . . . . equilibrium TLCCr. ... Interstate Commerce Commission
equiv . . . . . . equivalent idem . . . ... the same (author); plural: eidem, the
esp . . . . ... especially same (authors)
esu . . .. .. . electrostatic units of electrical { ie. . . . . . . . (id est) that is
charge; the amount of electrical | ig. . . . . . .. intragastric -
charge which in a vacuum will re- | 1.G. Farben . . . Interessengemeinschaft der Farben-
pel a like charge at a distance of: industrie, Aktiengesellschaft —the
one centimeter with a force of one German dye trust
_ yne im .. ... .. intramuscular
Et ....... ethyl C,Hy—; ethyl alcohol EtOH incl . .. ... including
eta(m). . . ... viscosity incompat . . . . incompatibility
etal. . .. ... (et alii) and others - INN . ... .. International Nonproprietary Name
etc. . . . . .. .etcetera inorg . . . . .. inorganic
EtO .. . ... ether insol . . . ... insoluble
Zur. pat. Appl. . . European patent application mtern . . . . . . internal



Japan. pat. .
kcal .

kg

1 .

I .

L-.

Ib .
LC

LD .

In .
loc. cit.
log
l.o.i.
m .

ot-

M .
MAC .
mass spec .
max .

M.C.A.

mcg .
mCi .

M,
Me

Mellor's .

mEq

MeV
manuf}
mfr

mfg .

mg .

uCi .

Be L
microcryst .
min .

misc

mixt

131
MLD .
mm .

mu ..
mol wt
Monatsh.
mp

ms- .
n

NBS

Japan. Kokm

. molecular rotation
. methyl CH,—

. International

. intraperitoneal

. infrared

. Internal Organization for Standard-

ization

. isolation

. international unit

. International Union of Chemistry

. International Union of Pure and Ap-

plied Chemistry

. intravenous

. Japanese patent (unexamined)

. Japanese patent

. kilocalorie(s)

. kilogram(s)

. liter

. levo(rotatory)., the opposite of d.

which see.

. fevo (in configurational sense only).

the opposite of b, which see.

. pound(s) )
. Lethal Concentration; LCy,, a con-

centration which is lethal to S0%
of the animals tested: liquid chro-
matography

. Lethal Dose: LD,,. a dose which is

lethal to 50% of the animals tested

. logarithm (natural)

. (loco citato) in the place cited

. logarithm (common)

. limit of impurities

. meter: given after mass number sig-

nifies metastable isomer

.ometd

. molar (concentration)

. maximum allowable concentration

. mass spectrometry

. maximum. maxima

. Manufacturing Chemists Association

(U.S.A)

. microgram
. millicurie

[ex]y, X mol wt
100
methy!
MeOH: acetone Me.CO

alcohol

. Mcllor's Comprehensive Treatise on

Inorganic and Theoretical Chem-
istrv (Longmans)

. milli-equivalent (o4s of an eqbiva-

lent)

. million electron volts
. manufacture

. manufacturing

. milligram

. microcurie

. microgram

. microcrystalline

. minimum; also minute(s)

. miscible

. mixture

. miliiliter (cubic centimeter)
. minimum letha! dose

. millimeter

. millimicron(s)

. molecular weight

. Monatshefte fiir Chemie

. melting point; melts. melting at. when

followed by a figure denoting tem-
perature

. meso- (internally compensated)
. index of refraction (n;’ for 20° and

sodium light); normal, as n-propyl
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plied to concentration); nitrogen
(as in N-methylpyridine)

. National Bureau of Standards
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Appl.
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nm
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N.N.D.

N.N.R.

no. .
Hor-

NRDC
NSC

[N

o.

op. cit.
org . .
OSHA
oz . .
Porp.

p. pp

[J- .
passim
pat. . .
PB report

petr
petrol
pH .

physiol
pK

potass .
ppm . .

ppt or pl‘eClp
pptd

ppte .

Pr . .
prepd .
prepn .
press. .

psi () .

pt. . .
q.q.v.

q.v. .

r

(R)- .

RCO— .
recryst(n)

ref . . ..
rep [REP] .
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. National
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. National Formulary
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. (Nitrogen ohne Radikual) a prefix in-

dicating a parent compound (no
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pounds)
Research
Corporation

Development

. National Service Center
. ortho .
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. (opere citato) in the work cited

. organic
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. ounce(s)
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. page(s)
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. patent
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about an asymmetric carbon when
the observed order of decreasing
priority of the groups is clockw:se

." aliphatic acyl radical
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. reference

“roentgen  equivalent  physical”
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. (in paper chromatography) ratio of

movement of the band to the front
of the solvent

. Registry of Toxic Effects of Chemi-

cal Substances
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names
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. Society of Automotive Engineers.
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. saturated
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. Sprague Dawley
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. International System of Units
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. soluble; solubility
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THE MERCK INDEX

OF CHEMICALS, DRUGS, AND
BIOLOGICALS

A

1. Abietic Acid. 1,2,3,4,4a,45,5,6,10,10a- Decahydro-
1,4a-dimethyl-7-(1-methylethyl)- 1- phenanthrenecarboxylic
acid; 13-isopropylpodocarpa-7,13-dien-15-0ic acid; sylvic
aCid.  CpyHyOy mol wt 302.44. C 79.42% H 9.99%, O
10.58%. A wuidy available organic acid, prepared by isom-
enzltlonofronn Harris, Sanderson, Org. Syn., coll. vol.

, 1 (1963); Ficser, Fieser, The Chemisty of Natural Prod-
ucts Related 1o Phenanthrene (New York, 3rd ed., 1949)
Synthesis from dehydroabietic acid: Stork, Schulenberg, J.
Am. Chem. Sac. 78, 250 (1956); Burgstahler, Worden, ibid.
83, 2587 (1961); E. Wenkert et al. ibid. 86, 2038 (1964)
Chromatographic study: A. G. Douglas, T. G. Powell, J.
Chromatog. 43, 241 (1969).

(a:)aw -
¥ ! a’

Monoclinic plates from alcohol + water, mp 172-175".

{a}F —106' (¢ = ] in abs alc). uv max: 235, 241.5, 250 nm

9500, 22000, 14300). Insol in water; sol in alc, benzene,
chloroform, ethér, acetone, carbon disulfide, dil NaOH soln.
Commercial abietic acid made by heating rosin alone or with
acids may be glassy or partly crystalline, usually of yellow
color and melting as low as 85°.

USE: Manufacture of esters (ester gums), e.g., methyl ester
(Abalyn, see also methyl abietate), vinyl and glyceryl esters
for use in lacquers and varnishes. Manufacture of “metal
resinates”, soaps, plastics and paper sizes. Assists growth of
lactic and butyric acid bacteria.

2. Abikoviromycin, 7 Ethylidene-1a,2,3,7-tetrahy-
drocyclopent{bloxiremofc]pyridine; 448-epoxy-5-cthylidene-
2.3,4,4a-tetrahydro-5 H-1-pyridine; abicoviromycin; latum-
cidin. C,H. NO; mol wt 161.20. C 74.51%, H 6.88%, N
8.69%. O 9. 63% Antiviral substance produced by Strepto-
myces abikoensis and Streptomyces rubescens. Chromatogra-
phic isoln from broth cultures: Umezawa er al, Japan. Med.
J. 4, 331 (1951); C.A. 46, 7167 (1952); Umezawa, Japan. pat.
6200('34) (to Nippon). Identity with latumcidin: Sakagami
et al. J. Antibiot. 11A, 231 (1958). Structurc: Gurevich et
al., Tetrahedron Letters 1968, 2209. Stereochemittry: Kono
et al., J. Antibiot. 23, 572 (1970); Gurevich et al. Khim. Prir.
Soedin. 7, 104 (1971), C.A. 75, 5752¢ (1971). Crystal and
molecuhr structure of the selenate: Y. Kono et al.. Acta
Crystallog. Sect. B, 27, 2341 (1971).

cugcn

Highly unstable and polymerizes promptly on isolation
even at — 50" however, it can be handled in dilute solutions

and in the form of its salts. uv max (neutral ethanol or 0.1N
KOH): 218, 244, 269 nm (log ¢ 3.83, 3.99, 3.94); (0.1 NHQ)
236, 341 nm (log ¢ 3.99, 4.095).

. Abrin. Agglutinin; toxalbumin. A toxic lectin and
hemlgglutmin obtained from seeds of jegwirity, Abrus preca-
torius L., chuuunau,neommon vine of tropical countries,
also found in central and southern Florida. Isoln and purifi-
cation: J. Y. Lin et al, J. Formasan Med. Assoc. 68, 518
(1969), C.A. 72, 98695 (1970); eidem, Toxicon®, 97 (1971).
The high toxicity of abrin was originally believed to result
from its hemagglutinating activity, but subsequent studies
have shown that separate proteins are responsible for the
toxicity and utination: S. Olanes, A. Pihl, Ewr. J. Bio-
chm.as 179 (1973). Abrin has besn shown i be more
tonctotumoredhth-ntonormd.dh provides thera-
peutic protection vs Ehrlich ascites tumor and fibresarcoma
in mice, vs Yoshida sarcoma in rats and has demonsirated
an inhibitory effect in nude mice bearing solid henan can-
cers, ¢f V. V. S. Reddy, M. Sirsi, Cancer Rex. 29, 1447.
(1969); J. Y. Lin et al., Nature 227, 292 (1970); O. Fodstad ¢t
al, Cancer Res. 37, 4559 (1977). Five protdlu ha
purified from the seeds of A. precatoriux: abring
and Abrus aggiutinin. A through D are

I

wis of 63,000-67,000; they are eompond of two polypeptide
by a disulfide bond. The amaller of these
A -chain) it an enzyme that inhibits protein synthesis
md causes cell death; the larger B-chsin contains a higher
amount of sugar than the A. Abrus agglutinin is a bivalent
tetramer of 134,900 daltons. Purification of abrins A and C:
C. H. Wei et al.. J. Biol. Chem. 249, 3061 (1974). Crystallo-
graphic study: C. H. Wei, J. R. Einstein, ibid, 2985. Im-
proved purification, properties, crystaliography of Abrus
agglutinin: C. H. Wei et al, ibid. 250, 4790 (1975). Physical
studies: M. S. Herrmann, W. D, Behnke, Biochim. Biophys.
Acta 621, 43 (1580). Physical and bi properties of
abrin A: eidem, ibid. 667, 397 (1981). Isoln and purification
of all five proteins: J. Y. Lin et al, Taxicon 19, 41 (1981).
Immunoelectron micrescopy studies of abrin toxic action on
tumor cells: C. T. Lin et al, J. Ultgstruc. Res. 73, 310
(1980). Studies on toxicity and binding kinetics: M. Witten
et al, Exp. Cell Biol. 49, 306 (1981); C. E. Bennett et al., ibid.
319. See also Ricin, Lectins.

Yellowish-white powder. Sol in solm of sodium chloride,
usually with turbidity. The toxic portion is heat-stable to
incubation at 60" for 30 min; at 80°, most of the toxicity is
lost in 30 min. LDy, i.p. in mice: 0.020 mg/kg. J. Y. Lin et
(¢L9.619)Fomman Med Assac. 68, 322 (1969), C.A. 73, 121926

1

Caution: Seeds of A precatorins are extremely toxic; one
seed, if thoroughly masticated, can cause fatal poisoning, cf.
J. M. Kingsbury, Poisonous Plants of the United States and
Canada (Prentice-Hall, New Jersey, 1964) p 303; K. Genest
et al, Arzneimitiel- Forsch. 21, 888 (1971).

Note: Do not confuse with abrine, ¢.v.

USE: Exptly in cancer research.’

4. Abrine. N-Methyl-L-trypeophan;o-methylamino-3-

(3-indole)propionic acid. C‘glrﬂ » mol wt 218.25, C
66.03%, H 6.47%, N 12.84%, 4.66%. Not to be confused

Consult the cross index before using this section.



5 Abscisic Acid

with the albuminous substance abrin, g.v. Obtained from
the seeds of Abrus precatorius L., Leguminosae (jequirity):
Hoshino, Ann. 520, 31 (1935). Synthesis: Miller, Robson, J.
Chem. Soc. 1938, 1910. Configuration: Cahill, Jackson, J.
Biol. Chem. 126, 29 (1938).

e

Prisms from water, dec 295°. [a)f} +44° (0.28 g in 10 ml
0.5N HCl). Onc gram dissolves in about 100 ml methanol,
slightly sol in water, insol in ether. Sol in dil acids, alkalies.

Hydrochloride,. C,;H ,N,0, HC], needles, mp 222", sol-
uble in water.

Nitrate, C,;H,,N,0, HNO,, needles, dec 143",

Acetyl derivative, CyH,N;O;. mp 176 [alff — 148
(43 mg in 5 ml 0.1~ NaoOlD).

S. Abdcisle Acid. 5-(I-Hydroxy-2,6,6-trimethyl-4-
oxo-2-cyclohexen-1-yl)-3-methyl-2,4-pentadiencic acid;
ABA. C, H_O; mol wt 264.31. C 68.16%, H 7.63%, O
24.21%. abacission-accelerating plant hormone, Pres-
ence of the naturally occurring (+)-cis, trans-form (also
designated as (S)-abacisic acid) in sycamore, birch, rose
leaves, cabbage, potato, lemon, avocado: Comnforth et al,
Natuyre 210, 627; 211, 742 (1966). ldentity with dormin:
Comforth er al, Nature 208, 1269 (1965); idem, Tetrahedron,
Suppl. No. 8, Part 11, 603 (1967). Iscln from young cotton
fruit: Ohkuma er al, Sclence 142, 1592 (1963). Synthesis of
(%)-cis, trans- and all-trans-forms: Cornforth er al, Nature
206, 715 (1965); of (1)- trans-cis-form: Ohkuma, Agr. Biol
Chem. 29, 962 (1965); 30, 434 (1966); Findlay, MacKay,
Can. J. Chem. 49, 2369 (1971). Structure: Cornforth et al,
Nature 206, 715 (1965); Ohkuma et al, Tetrahedron Letters
1965, 2529. ' Absolute configuration of (4 )-cis trans-form:

- Cornforth et al, Chem. Commun. 1967, 114; revised stereo-
chemistry: Ryback, ibid. 1972, 1190; Koreeda er al, J. Am.
Chem. Soc. 98, 239 (1973). Crystal and molecular structure:
H. W. Schmalle er al, Acta Crystaliogr. B33, 2218 (1977).
Effect on seed sct in wheat: J. M. Morgan, Nature 288, 655
(1980). Review: Addicott, Lyon, Ann. Rev. Plant Physiol
20, 139 (1969).

(+)-cis, trans-Form, crystals from chloroform + petr
ether, mp 160-161°. Sublimes at 120" Sol in aq NaHCO,,
chloroform, sacetone, ethyl acetate, ether; slightly sol in
benzene, water; sparingly sol in petr ether. uv max (metha-
nol): 252 nm (e 25,200). Optical rotatory dispersion: Corn-
forth et al, loc. cit. (1967). :

(—)-cis,trans-Form, optical rotatory dispersion, Corn-
forth er al, loc. cit. (196'5.

(t)-cis,trans-Form, crystals, mp 188-190".

Note: Abscizin I, an abscission-accelerating substance.
Nomenclature: Ohkuma er al, Science 142, 1592 (1963).
Isoln from mature fruit walls of cotton: Liu, Carns, Science
134, 384 .(1961). Crystals, mp 197-198", - ‘Acidi¢c reaction.
Sol in chloroform, dil NaOH; slightly sol in-disiiethyl ether;
practically insol in dil HCl. uv max (methanol): 250m.

Abscisin IT and dormin arc names previously used for
abscisic acid. '

6. Absinthin. 3,34,4,5,6,60,6b,7,7a,8,9,10,10a,13a,-
13c,14b-Hexadecahydro-6,8-dihydroxy-3,6,8,11,14,15-
hexamethyl-2H-7,13b-ethenopentaleno(l1'',2'':6,7;5",-
4":6',7’)dlcyclabepm(l,2-b:l’,2',-b')difurau-2,IZ(IIH)-
dione; absinthiin; absynthin. CyH Og¢ mol wt 496.62. C
72.55%, H 8.12%, O 19.33%.° Cgief bitter pringiple of
wormwood, Ar isia absinthium L., Composi fsoin by
‘chromatography: Herout et al. Coil Czech. Chem. Com-

Page 2

mun. 21, 1485 (1956); see also Chem. & In<d. {London) 1985,
569. Structural studies: Novotny et al, ibid. 1958, 4635;
Coll. Czech. Chem. Commun. 28, 1492 (1960); Vokac et al.,
Tetrahedron Letters 1968, 3855. Structure: J. Beauhaire et
al., ibid. 21, 3191 (1980).

Very bitter orange needles from abs ether, mp 179-180°
(dec).

Solvated crystals from benzene, decomp 165" [alg
+180.0° (¢ = 1.9 in CHCly). Bitterness threshold 1:70,000.

7. Absinthilum. Wormwood: Absinthe; Armoise.
Dried leaves and flowering tops of Artemisia absinthium L.,
Compositae. Habit. Grows as weed or is cultivated in Eu-
rope, U.S., Canada, North and West Asia, Africa. Constit.
Absinthin, anabsinthin, dark green or brown volatile oil
(chiefly thujone). E. Guenther, The Essential Oils, V, 487
(Van Nostrand, New York 1952). Isolation of various con-
stituents: Cekan, Herout, Coll. Czech. Chem. Commun. 21,
79 (1956); Herout et al, ibid. 1485.

Very strong odor, acrid taste,

USE: As flavoring in alcoholic bevérages, eg vermouth,
which is a blend of white wines, contg traces of absinthium
and other flavors. Caurion: Ingestion of the volatile oil or of
the liqueur, absinthe, may cause G.I. symptoms, nervous-
ness, stupor, convulsions, death.

THERAP CAT: Anthelmintic.

8, Acacetin. 5,7-Dikydroxy-2-(4-methoxyphenyl)-
4H- 1-benzopyran-4-one; 5,7-dikydroxy-4’-methoxyflavone;
apigenin-4’-methyl ether. CyH;O5 mol wt 284.26. C
67.60%, H 4.26%, O 28.14%. aglycon of linarin, ¢.v.,
and of acaciin. Isoln from linarin: Zemplén, Bognar, Ber.
74B, 1818 (1941). From acaciin: Hattori, Acta Phytochim.
2, 105 (1925). Isoln from Robinia pseudoacacia L., Legumi-
nosae: Nakszawa, Matsuura, J. Pharm. Soc. Japan 73, 481
(1953). Structure: Baker et al. J. Chem. Soc. 1951, 691.
Synthesis: Robinson, Venkataraman, ibid. 1926, 2348;
Zemplén, Bognar, Ber. 76B, 452 (1943); Narasimhachari,
Seshadri, Proc. Indian Acad. Sci. 151 (1949); Simpson,
(Slcgi.”hoc.) Roy. Dublin Soc. 27, 111 (1956), C.A. 51, 8082a

Yellow needles from 95% alcohol, mp 263°. Sol in hot aic,
practically insol in cther. Sol in alkalies with yellow color.

Diacetate, CygH, O, lustrous needles from alc, mp 203",

7-Rhamnoglucoside, CyHy Oy acaciin. From Robinia
pseudacacia L., Leguminosae: Freudenberg, Hartmann, Ann.
587, 207 (1954). Structure: Zemplén, Mester, Magyar Kém.
Folyoirat 56, 2 (1930), C.A. 48, 79774 (1951). Needies from
pyridine + water, mp 263°. [a] —885.3° (pyridine); —99.5°
(glacial acetic acid). Sparingly soluble in cold, more sol in
boiling water; slightly sol in organic solvents.

9. Acacia. Gum Arabic. Estimations of mol wt range
from about 240,000: Oakley, Trans. Faraday Soc. 31, 136
(1935), to 580,000: Anderson et al. Carbohyd. Res. 3, 308
(1967). According to the U.S.P., acacia is the dried gummy
cxudation from the stems and branches of Acacia senegal
(L.) Willd., Leguminosae, or other African species of Acacia.
According to C. L. Mantell, The Water-Soluble Gums (New
York, 1947), Kordofan gum (hashab geneina), the gum from

Consuls the cross index before using this section.
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Acacia verek Guill. & Perr. from plantations in the Kordofan
province (Sudan) is considered the best commercial variety.
Grades of Kordofan gum which are clesr, white (sun
bleached) and tasteless are preferred for food prepns and
pharmaceuticals. (There is a close relationship between
color and flavor due to the presence of tannins.) Acacia was
onglnl.ly thought to be composed only of (—)-arabinose,
(+)-galact (~)-rh e, (+)-glycuronic acid. Re-
vised composition and structural studies: Anderson et al, J.
Chem. Soc. (C) 1966, 1959. See also Swenson et al, J.
Polym. Sci Part A-2 6, 1593 (1968). General review: An-
derson, Dea, J. Soc. Cosmnet. Chem. 22, 61-76 (1971).

Occurs in sphercidal tears up to 32 mm in diameter. Also
flakes and powder Solns of gum from Acacia verek are
levorotatory; other species are dextrorotatory: Hamy,
Bull Sci Pllannacol. 38, 421 (1928). S
1.49 (samples dried at 100" are heavier). Moisture content
usually varies from 13-15%. U.S.P. limit 15%. Material
eonummsleutlnn 12% chips emsily and produces dust

during transportation. Insol in alcohol, but almost com-
pletely sol in twice its weight of water. 100 grams of a satd
soln contains 37 g at 25% 38 g at 50% 40 g at 90" Taft,
Malm, Tranz Kans. Acad. Sci. 32, 49 (1929). Aq soln acid
to litmus. Also sol in glycerol and in propylene glycol, but
prolonged heating (several days) may be necessary for com-
plete solstion (about 5%).

Incompat. Precipitates or jellies result upon addition of
solns of lerric salts, borax, basic lead acetate (lead subace-
tate, but not neutral lead acctate), alcohol, lodmm silicate,
gdnun, ammoniated tincture of guaisc.

Use: As mucilage, excipient fornbleu,liu.qnulnﬁa
thickener, also in candy, other foods; as colloidal stabilizer.
In the' manufacture of spray-dried “fixed” flavors—stabie,
powdered flavors used in packaged dry-mix products (pud-
dings, desadrts, cake mixes) where flavor stability and long
shelf life are important.

10. Acacic Acid. 36,168,218- Trikydroxyolean- 12-en-
28-0ic acid. CygH(Ogp mol wt 488.68. C 73.73%, H 9.90%,
O 16.37%. From po& of Acacia concinna D.C., Legumino-
sae: Varshney, Shamsuddin, Tetrakedron LenenlM 2055.
Structure and uunodl-ﬂltry Varshney .ef al., ibid. 1965,
1187, W structure:

Ras Inst., Oukuu . 61 (1976). C.A 87, 53460c (1971)

PR

Nudlu mathnol mp 280-281'
”AMY‘ ester, CytpO, needles

Discetyl Iactone, C3/Hy Oy, crystals, mp 235-236".

11, Acarbose. O-4,6-Dideoxy-4-[[[1S-(1x,40,58,6c)]-
4,3,6- trikydroxy- 3- (hydroxymethyl)- 2-cyclohexen- 1-ylJami-
nof-a-D-glucopyranosyl-(1 - 4)-O-a-D-glucopyranosyi-

from methanol, mp 223-

(1 ~ 4)-D- giucoss; Bay-g-5421; Glucobay. NO,,; mol
w (563 CASSIL H 671% N 2.17% 61%. An
inhibitor that reduces sugar b-orphonmthe
pnrointuﬁnnl tract. 1soln from strains of Actinoplanes: W.
Frommer ¢t al, Ger. pat. 2,347,782 corresp to U.S. pat.
Bayer). Glucosidase inhibi

studies: D
W, Puls etal, M”li. Usein tr-unn of diabetic adults
D. Sailor, G. Roder, Arzneimittel- Forsch. 30, 2182 (1980); H
Laube ef al, ibid. 1154. Long-term study in sulfon;
treated diabetics: H. Vierhapper et al, Diabetologia 20, 586
(1981). Potential use in prophylaxis of dental caries: N. E.
Fiehn, D. Moe.seau.l Dent. Res. 90, 124 (1982).

Consult the cross index before using this section.

gravity: 1.35. -

A. K. Barua ¢t al, Trans. Bose

THERAP CAT: a-Glucosidasc inhibitor.

12.-Aceel®, A lactic acid starter culture consisting of
the living cells of Pediococcus cerevisiae.
USE: In the manufacture of fermented sausage (Thiiringer
and semi-dry summer sausage).

13. Acebutolol. N-[3-Acotyl~4-[7-hydroxy3-{(l-
mthylahyl)amino]propoxy)phmﬂ]t mide; 3’

4’-[2- hydroxy- 3- (isopropylamino)propoxybutyranilide; 1-
(2-acetyl-4-n-butynmldophenoxy)-l-llydroxy-S-uoprop-
ylmmnopropane, -butyumxdo-2’-(2-hydroxy 3-1soprop-
ylami OpOXy)a: Prent. 8}! X mol wt
e e o Baor N 5 3in B B0 P
Wooldridge, Basil, S. Afr. pat. 68 08,348 corresp to U.S
pat. 3,851,952 (1969, 1974, both to May & Baker). Pharma-
colo; Cuthbert, Owusu-Ankomah, Brit. J. Pharmacol. 43,
639 971). Basil et al, ibid. 48, 198 (1973); Lewis et al, Brit.
Heart J. 35, 743 (1973). Crystal structure: A. Carpy et al.
Acta Crystallogr. B35, 185 (1979).

COCH

CH
OCH, CHCH, NHCH

3
CH.,CH,CH, CONH

oH CHy

Crystals, mp 119-123".

Hydrochloride, CyHuCIN,O, IL-178034, M & B
178034, Neptall, Sectral. Crysts from anhydr met.lunol-
anhydr diethyl ether, mp 141-143°,

THERAP CAT: B.Adrenergic blocker.

14, Acecaiaide. 4-(Acetylamino)-N-[2-(diethylami-
nolethylfdenzamide; 4*-([2~(diethyhmmo)ethyl]mrbumoyl]-
acetanilide; N-scetylprocainamide. 5103. mol wt
271 37 C 64.95%, H 8. 36%. N 15 15%. lf Metabo-
ber, Ger. pat.

of procainamide, ¢ B. C. Schrai
2.0‘2,9‘7. (1971 o0 Squbb). C.A. 18, 76427 (1972).- Pharma-
studies: R. D. ds,

Pharmacol, 89, 115 (1979); R. D. nmalqa,l' Kﬁmaomynxn .
i 4 -
lki. J Humnaocl. Exp. Ther. 212, 579 (1980). i
M. Wierzchowiecki er al. Int J. Clin Pharmacol.
11|¢r. Toxicol. 18, 272 (1980). Clinical pharmacology and
anti-arrhythmic cfficacy: J. Kluger et al, Am. J. Cardiol. 45,
1250 (1980); R. A. Winkle et al, ibid. 47, 123 (1981).

a,m—@—'cm,cn,n (Cqlg) g

Hydrochloride, C,,H,CIN,;O,, ASL-60!, NAPA. Cryst,
mp 190-193".
THERAP CAT: Cardiac depressant (anti-arrhythmic).

18, Acecarbromal. N-[(Acetylamino)carbonyl]-2-
b 2-ethylb ide; N-acetyl- N-bromodiethylacetyl-
urea; acetylbromodiethylacetylcatbamide; N-acetyl- N'-a-
bromo-a-cthylbutyrylcarbamide; acetylcarbromal; Abasin;
Carbased; Sedamyl; Acetyl Adalin. CH BrN,O,; mol wt
o ST I S Be 206, N 10.04% O
17.19%. (C,H,),CBrCONHCONHCOCH,. Prepd by acet-
yhtm. carbromal with acetic anhydride in th¢ presence of
: Ger. pat. 327,129; see aiso H. P. Kaufmann, Arznei-
these (Springer, 1953). )
Crysn.ls. slightly bitter taste, mp 109" Slightly sol in wa-
er; freely sol in alcohol, ethyl acetate.
Caution: Abuse may lead to habituation or addlctlon
THERAP CAT: Sedative.
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16 Acedapsone

16, Acedapsone, 4°.4'"-Sulfonylbisfacetanilide]; bis-
(4-acetamidophenyl)sulfone; 4,4'-discctyldiaminodiphenyl
sulfone; 4,4'-discetylaminodiphenyl sulfone; N,N'-diacetyl-
4,4’-diaminodipheny! sulfone; DADDS; diacetyldapsone;
sulfadiamine; 1399F; CI 536; Hansolar; Rodilone. C,H, -
N,O,S; mol wt 332.37. C 57.82%, H 4.85%, N 843%, O
19.25%, S 9.65%. Prepn: Fromm, Wittmann, Ber. 41, 2270
(1908); Raizins et al, J. Am. Chem. Soc. 61, 2763 (1939);
Elslager et al., J. Med. Chem. 12, 357 (1969). Properties:
Elslager, Worth, Nature 206, 630 (1965).

MO soi— ) rmoocn,

Crystalline solid, mp 289-92°. uv max (methanol): 256,
284 nm (e 25,500, 36,200). Soly in water:  0.003 mg/ml; in
40% benzyl benzoate-60% castor oil: 0.026-mg/ml.

THERAP CAT: Antimalarial; antibacterial (Jeprostatic).

17, Acedissulfone. N-[4-[(4- Aminophenyl)sulfonyl)-
{Iunylkl_nhu; N-p-sulfaniiylphenylglycine; p-amino-p’-
carboxymethylamino)diphenyl sulfone; 4-carboxymethyl-
amino-4'-aminodiphenylsulfone; diaminodiphenylsulfone-
N-acetic acid. H Nfgf; mol wt 306.35. C 54.89%, H
4.60%, N 9.15%, O 30.89%, S 10.47%. Prepn: Jackson, J.
Am. Chem. Soc. 70, 680 (1948); Swies pats. 254,803 and
278,482 (1949, 1952, to Cilag Ltd.); Rawlins, U.S. pat.
2,589,211 (1952 to Parke, Davis).

Ol

* Crystals, mp 194°. Sol in methanol, dil sodium hydroxide,
acetone. .
ium salt, CJH,;,N,NaO,S, Suifon-Cilag. Ingredient of
Ciloprin.

Morpholine salt, 13N3yOsS, Bentrofeme. Glittering
crystals, mp 133-135° (decomp). Prepn: Martin, Habicht,

US, pat. 2,751,382 (1936 to Cilag Ltd.).
THERAP CAT: Antimicrobial.

18. Acelylline Piperazine, 1,2,3,6- Tetrahydro- 1,3-di-
mothyl-2,6-dioxopurine- 7-acetic acid piperazine salt; acepi-
fylline; .dp;m:iue m:;lozh‘:r‘llhe-jm:e; y'{;theophylline-
acetic piperazine 5 piperazine theophyliine ethanoate;
Dynaphyiline; Etaphydel; Etaphyiline; Etophylate. .
O ol Wt 36056 € ASTTRT ey e ST

. Prepn: Baisse, Bull. Soc. Chim. France 1949, 769.

s Ne

[}

.,
Ay

ohy

THERAP CAT: Cardiotonfic, diuretic, smooth muscle re-
laxant. '

19, Aceglatome. D-Glucaric scid 1,4:6,3-dilactone di-
aceiate; 2,5-di- O-acetyl-D-glucaro-1,4:6.3-dilactone; 2,5-di-
O-acetyl-D-glucosaccharo-1,4:6,3-dilactone; Aceglaton;
Giucaron. ; mol wt 258.19. C 46.52%, H 3.90%. O
49.58%. and structure: Hirasaka, U Chem.
Pharm. Bull. 13, 325 (1965), C.A. 63, 3024h (1965); Ishidate
et al, Japan. pat. 14,986('67) (to Tokyo Biochem. Res.
Com.), C.A 6B, 78558m (1968). Pharmacological studies:
lida et al, Japan. J. Pharmacol 18, 88 (1965), C.A. 63, 5961g
(1965). Review: Japan. Med. Gaz. 8(8), 15 (1971).
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O-T
HC - OCOCH, !

| "]
CH
l !
HC
o |
BC -~ OCOCH,
c=0

White, odorless and tasteless crystalline powder. mp 185-
186" (Hirasaks) from 2:1 ethanol-ethyl acetate; 192° (dec)
(Japan. Med. Gaz.). Sol in dimethylformamide, sparingly so!
in acetone, slightly sol in dioxane, methanol and ethanol.
Practically insol in water. LDy, in mice, rats: >20, > 10
g/kg orally; > 20, > 10 g/kg s.c.; 5.80-6.35, 6.10-6.15 g/kg
ip.

THERAP CAT: Antineoplastic (1o inhibit relapse after sur-
gery for carcinoma of bladder).

20. Aceglutamide. N2-Acetyl-L-glutamine; o-N-ace-
tyl-L-glutamine; Acutil-S. CH_;N,Os mol wt 188.18. C
44.68%, H 6.43%, N 14.88%, O 34.01%. . P. Kamer
et al, Helv. Chim. Acta 9, 301 (1926); Brit. pat. 792,576
(1958 10 Merck & Co.), C.A. 53, 2109 (1959); 1. J, Masch-
ler, N. Lichtenstein, Biochim. Biophys. Acta 87, 252 (1962).
Stability study: G. Sekules, G. Guadagnini, Farmaco Ed.
Prat. 21, 22 (1966). NMR study: W. Voelter et al, Z No-
turforsch. B 26, 213 (1971). Fermentation study: T. Nakan-
ishi, J. Ferment. Technol 36, 573 (1978). Prepn of the alu-
minum complex: T. Kagawa et al, Ger. pat. 2,127,176 cor-
resp to US. pat. 3,787,466 (1971, 1974 both to Kyowa).
Effect on exptl chronic gastric ulcer: H. Tanaka et al, Oyo
Yakuri 7, 1035 (1973), C.A. 81, 33283v (1974). Physico-

chemical properties: E. Hayakawa et al, Yakugaku Zasshi
97, 731 (1977), C.A. 87, 141198 (1977). ‘
nowtl:ma,cu,m,
mcocw,

Cryst from ethanol, mp 197". [a]ff —12.5° (c = 2.9 in "
water).

Aluminum complex, Cy Hg ALN,O,,, pentakis (N2-acetyl-
L-glulamiuto»ﬂmhydmmhm}uum, acegluiamide alu-
minum, KW-110, Glumal. White powder, mp 221° (dec).
Sol in water; practically insol in methanol, ethanol, acetone.
LDy, in male mice, rats (g/kg): 14.3, > 14,5 orslly; 5.0, 4.2
i.p.; 0.46, 040 i.v., T. Kagawa er al, U.S. pat. 3,787,466.

THERAP CAT: Free acid as psychostimulant; aluminum
complex as anti-ulcerative.

21. Acemetacin, I-(4-Chlorobenzoyl)- 5- hoxy-2-
methyl- 1H- indole-3-acetic acid carboxymethyl ester; [[1-(4-
chlorobenzoyl)-S-methoxy-2-methylindol-3-yllacetoxy)-
acetic acid; TV 1322; Rantudil. H,CINOg mol wt
425.91. C 59.22%, H 6.63%, Cl 8.32%, N 3.29%, O 22.54%.
Deriv of indomethacin, ¢.v. Prepn: K. H. Boltze et al, Ger,
pat. 2,234,651 corresp to U.S. pat. 3,910,952 (1972, 1975
both to Troponwerke). Series of articles on chemistry, ana-
lysis, pharmacodynamics, toxicology and clinical trials:
Arzneimittel- Forsch. 30, 1313-1468 (1980).

N. CHy
Jg i
CH40 CH,, COOCH ,COO0H

Very fine pale yellow cryst from petr ether, mp 150-153".
LDy, in mice, rats: 55.5, 24.2 mg/kg orally (males); 18.42,
30.1 mg/kg orally (females); 34.1, 38.1 mg/kg i.v. (males);
51.1, 28.3 mg/kg i.v. (ferales), H. Jacobi, H.-D. Dell, Arz-
neimittel- Forsch. 30, 1398 (1980).

THERAP CAT: Anti-inflammatory.

22, Acenaphthene, 1,2-Dikydroacenaphthylene; peri-

ethylenenaphthalene; 1,8-cthylenenaphthalene. C,,H,, mol

Consult the cross index before using this section.



