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b A, ———w 5460. Lovastatin. {1S-{/a(R*},Ja,7B,8B(25*,45°).8aB]]-
2-Methyibutanoic acid 1,2,3.7,8,8a-hexahydro-3,7<dimethyl-
8-[2-(tetrahydro-4-hydroxy-6-oxo-2H-pyran-2-yljethyl]-1- s o]
naphthalenyl ester: (15.3R.7S .85 .8aR)-1.2.3.7.8.8a-hexahy- NN
dro-3,7-dimethyl-8-[2-{(2R.4R)-tetrahydro-4-hydroxy-6- s ~)
oxo-2H- pyran- 2.yllethyl)-1-naphthaleny! (S)-2-methylbu-

', ’J- /J 8-(2-methy!-1 y)-1 acid
- -lactone; 2B.6a-dimethyt-8a-(2-methyl- I-oxobutoxy)-
mevinie-agid_lactone; mevinolin; 6a-methylcompactin;

Sy J//’ ———e C.HyOs; mol wi 404.55. C 71.25%, H 8.97%, O 19.78%.
w 1abolife. potent mh'ﬁ‘mreéHM_G%A reduc-

. 5 enzyme in —, — LA
Cj)’ 7 ()~ i from Monascus ruber: A. Endo, J. Aniibiot. 32, 852) ( / s

pat. 4,231,938 (1980 to Merck & Co.). Structure and bio-

chemical properties: A. W. Alberts er al., Proc. Nai. Acad.

Sci. USA 77, 3957 (1980). Synthesis: M. Hirama, M. 4
Iwashita, Tetrahedron Letters 24, 1811 (1983); D. L. J. Clive ?"-'CY’
et al., J.Am. Chem. Soc. 110, 6914 (1988). Biosynthesis: M.

D. Greenspan, J.B. Yudkovitz. J. Baceriol. 162, 704 (1985);

L R. N. Moore et al., J. Am. Chem. Soc. 107. 3694 -(1985).
Z’ - HPLC determn in plasma and bile: R. J. Stubbs er al.. J.

g

Chromaiog. 383, 438 (1986). Stumulation of receptor-
heimer ef al.. Proc. Nat. Acad. Sci. USA 80, 4124 11983). - . -
A

Vega. J. Lipid Res. 26, 1464 (1985). Multicenter clirucal -
comparison with gemfibrozil. g.v.. M. J. Tikkanen e al..

Am. J. Cardiol. 62, 35J (1988). Review of syntheses: T

Rosen, C. H. Heathcock. Tetrahedron 42, 49091951 (1986} 23
Review of clinucal evpenience: J. A. Tobent. Circulation 76, J///
$34-538 (1987). idem. Am. J. Curdiol. 62, 28J-34) (1988)

/, ! White crystals. mp (under Ny 1745 [alf +323°

v (¢ = 0.5 g in 100 ml acetonutrile). uv max. 231, 238, 47
=2 Q}'}/ - ;

nm (A'® $32, 621, 418). Freely sol in chloroform: <of in
acetone: sparingly sol in acetonitrile. methanol. ethanot

0 Ty = i .
W) 2 - Insol in water. LDy orally in mice: > (000 mgkg (Endo)
(O /) J s ‘j/"“‘/) — ———5 THERAP CAT: Antihypercholesterolemuc.

tyrate: 1,2.6.7.8.8a-hexahydro-8,5- dmydmxy -26- dxmel.hyl- (U’)" ”j/"\')

monacolin K™MK 803; Mevacor; Mevinacor; Mevlor. e—ee— (f L{‘ \

&)

(1979); from Aspergillus terreus: R. L. Monaghan er al., U.S. \-——-* L; /w’/ %

-7 ot
mediated clearance of low density lipoproteins: D. W. Bil- /)/_/ el “"’/“)-— S i

Effects on lipoprotein metabolism: S. M. Grundy. G. L. /1#/ k:Sv..._ S l./L .
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2-Methylbutanoic acid 1,2,3.7,8.8a-hexahydro-3 ,7-dimelh_yl-
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5460. Lovastatin. [/S-[1a(R*).3«,7(3.8B(25*,45*).8aB]]-
2-Merhylbutanoic acid 1.2,3.7.8.8a-hexahydro-3,7-dimeth yi-
8-[2-(tetrahydro-4-hydroxy-6-oxo-2H-pyran-2-ylethyl]-1-
naphthalenyl ester; (15.3R.75 85 .8uR)-1,2.3,7,8 8a-hexahy-
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dro-3,7-dimethyl-8-[2-{(2R,4R)-tetrahydro-4-hydroxy-6-
0x0-2H-pyran-2-yl]ethyl}- I-naphthalenyl (5)-2-methylbu- ‘;"m"m chemical
tyrate; 1,2,6,7.8,8a-hexahydro-B,3 - dihydroxy - 2,6-dimethyl- pames (lightface) '
8-(2-methyl-1-oxobutoxy)- I -naphthaleneheptanoic acid. T
3-lactone; 2B.6a-dimethyl-8a-(2-methyl- 1 -oxobutoxy)-/

mevinic acid lactone; mevinolin: 6a-methylcompactin:

monacolin K; MK 803; Mevacor: Mevinacor; Mevlor.
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~ Fungal mq;ab(fm’g, potent inhibitor of HMG-CoA reduc-
/{_};brﬂe(mle controlling enzyme in cholesterol biosynthesis.
"Molecular weight T Isoln from Monascus ruber: A. Endo. J. Antibior. 32. 852
{ -(1979); from Asperyillus terreus: R. L. Monaghan et al., U.S.

pat. 4,231,958 (1980 to Merck & Co.). Structure:and bio-
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¢ Fungal metabolite, potent inhibitor of HMG-CoA reduc-
tase, ‘the rate controlling enzyme in cholesterol biosynthesis.
{soln om Monascus ruber: A. Endo. J. Antibiot. 32, 852
(1979); from Asperyillus terrens: R. L. Monaghan ¢t al., U.S.
pat. 4,231,958 (1980 to Merck & Co.). Structure  and bio-
chemical properties: A. W. Albents ef wl., Proc. Nat. Acad. ‘ Parent and chemica]
Sci. USA 77, 3957 (1980). Synthesis: M. Hirama, M. information
Iwashita, Tetrahedron Letters 24, 1811 (1983). D. L. J. Clive
etal.,J. Am. Chem. Soc. 110, 6914 (1988). Biosynthesis: M.
D. Greenspan, J.B. Yudkovitz, J. Bacteriul. 162, 704 (1985);
Literature R. N. Moore er al., J. Am. Chem. Soc. 107, 3694 (1983).
references HPLC determin in plasma and bile: R. J. Stubbs er al., J.
Chromatog. 383, 438 (1986). Stimulation of receptor-
medjcated clearance of low density lipoproteins: D. W. Bil-
heimer et al., Proc. Nai. Acad. Sci. USA 80, 4124 (1983).
Effects on lipoprotein metabolism: S. M. Grundy, G. L.
Vega, J. Lipid Res. 26, i-o4 (1985). Multicenter clinical
comparison with gemfibrozil, q.v.: M. J. Tikkanen er al., J

Am. J. Cardiol. 62, 35] (1988). Review of synthcses: T.
Rosen, C. H. Heathcock, Tetrahedron 42, 49094951 (1986). m
Review of clinical experience: J. A. Tobert. Circulation 76,

-534-538 (1987); idem, Am. J. Cardiol. 62, 28]-34] (1938)—~
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Physical Data S 38 Oledbolo A

7~  White crystals, mp (under N.): 174.5°. [a)f +323°
(c = 0.5 g in 100 ml acetonitrile). uv max: 231, 238, 247
nm (A'™® 532, 621, 418). Freely sol in chloroform; sol in
acetone; sparingly sol in acetonitrile, methanol.* ethanol.
\_Insol in water. LD orally in mice: > 1000 mg/kg (Endo).

,/Physical data for\\
title compound

N e ~
X Toxicity data.
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Thrapeutic Category and thrapeutic Category (Veterinary) -\
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Therapeutic °“‘°3"$ - THERAP CAT. Antihypercholesterolemic.
(in humans)
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Ci-314

Synandrotabs see ouss
Synanthic [Syntex] see 6890
Synapause [Organon] see 3659
Synapen see 7184

Synarel [Syntex) see 6265
Synasteron see 6920

Synastrin see 8692

Synatan {Mallinckrodt] see 616
Syncaine see 7763

Syncelose see 5963
Synchrocept [Syntex] see 7895
Synchrocept B [Syntex] see 3940
Synchrodyn [Hoechst] see 312
Synchronate see 4125
Syncillin [Bristol] see 7184

Cross Index of Names

Syntons see 7891

Syntopherol see 9931

Syntopressin [Sandoz] see 5503

Syntrogéne see 4621

Syntropan {Roche] see 624

Synval (K wizda] see 9006

Synvinolin see 8491

Syprine [Merck & Co.) see 9579

Syraprim [Burroughs Wellcome] see
9624

Syringaldehyde, 8996

Syringic Acid 3-Guanidinobuty] Ester
see 5323

Syringic Aldehyde see 8996

Syringidin see 5596

Tacumil [Promesa) see 8889
Tadeonal see 7548

Tatil [Upjohn) see 310
Tagamet [SK & F] see 2279
Tagathen [Lederle] see 2168
o-Tagatose, 9005

LTagatose see 9005

Tag Fungicide see 7271

Tag HL-331 see 7271
Tagilite see 2653
Taglutimide, 9006

TAI-284 see 2350
Taicelexin [Taiyo) see 1971
Taidecanone [Taiyo] see 975
Taiguic Acid see 5235
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CH,sS. Phenylmercunic Acetate, 7271 Thimerfonate Sodium, 9243
Thianaphthene, 9232 GH,K,0, GH,I,NO,

C,H,BrO Endothall®, 3530 lopydol. 4950
p-Bromoacetophenone, 1390 C,H,NNaO,S GHNO
«~Bromoacetophenone, 1391 N-Acetylsulfanilic Acid®. 98 Acetanilide, 42

CH,BrO, CHN;0, Aminoacetophenone, 424
p-Bromomandelic Acid. 1412 Phthalamide, 7343 Phenacylamine, 7159

CH,QIN,0 S Ricinine, 8212 a-Phenylacetamide. 7237
Diazoxide, 2986 G,H,N,0S, o-Toluamide, 9454

C,H,C10 Thiolutin, 9271 CH,NO,
p-Chloroacetophenone, 2114 GH\N,0;, Acetaminophen, 40
~Chloroacetophenone, 2115 Nitroacetanilide, 6301 p-Aminophenylacetic Acid, 475
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Miscellaneous Tables

ALPHABETICAL LIST OF TABLES

Alchemical symbols used in biology and botariy . . . . . . . . . MISC-28
Air contaminants, maximum allowable concentrations . . . . . . MISC-53
Boiling points of solvents . . . S MISC-63
Buffers for calibration of pH melers e e e Misc-113
Cancer chemotherapy drug regimens . . . . . . . . . . .. .. .MiSC-2
Company information

Code letters for experimental substances . . . . . . . . . . . .MiISsc-§

Name and address directory. . . . . . . . . . . .. ... . .MISc-9
Concentration of acids and bases . . . . . . . .. . ... . . MisC-78
Constant humidity solutions . . . . .MIsc-109
Conversion factors, universal (units of welghts and measures) .MISC-120
Cooling mixtures. . . . . . . . . . . . . .. .. ..... .MIsc-109
Greek alphabet. . . . . . . . . .. . . .. ... ... ... Msc27
Indicators

Mixed indicators . . . . e e e e MISC-112

Volumetric work and pH determmatnons e e .MISC-110
International system of units (SI)

SI basic and supplementary units . . . . . . . . . ... . .MIsc-119

SI derived units with special names . . . . . . . .. ... .Misc-119

Slprefixes. . . . . . .. .. ... ... ... ......Misc-119
Isotonic solutions . . . . . . . .. . . ... ..., MISC-79
Latin terms . . . . . . . . . MISC-29
Maximum allowable concentrauon of air contammants e e MISC-53
Molar volumes of laboratory chemicals. . . . . . . . . . . .. MISC-69
Numerical prefixes used in chemical names . . . . . . . . . . . MISC-28
Percentage solution tables (apothecary and metric). . . . . . . . MiIsC-77
pH values of standard solutions . . . . . . . . . . .. . . . .mMmisc-113
Prescription notation . . . . . . . . . . . . ... ... MISC-28
Radioactive isotopes

Half-lives and radiations . . . .o . . . . . . . . . MiISc-31

Use in medical therapy and dmgnosns .. . . . . . .. .. . MISC-46
Roman numerals . . . . . . . . . . . . . .. . ... . Misc27
Russian alphabet. . . . . . . . . . . . . . .. .. Misc27
Saturated solutions .~ . . . . . . . . . . .. MIsC-104
Solvents. boiling points . . . . . . . . . . . . . .. . . . MISC-63
Specific gravity companisons . . . . . . . . . . ... .. . MISC-75
Thermometric equivalents

Conversion table (Celsius = Fahrenheit) . . . . . . . . . . .Misc-115

Temperature scales and conversion equations . . . . . . . . .misC-114
USAN-abbreviated terms for radicals. . . . . . . . . . . . . . MIsc-3
Weights of liquids (Ib/gal: kg’'l)y . . . . . . . . . . . . . . . . MISC-T2
WHO-Abbreviated terms for radicals. . . . . . . . . . . . . .misc-4
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ANTICHOLELITHOGENIC see Chale-
Litholytic

ANTICHOLESTEREMIC see Antikyper-
lipoproteinemic

ANTICHOLINERGIC see also Antispas-
modic; Bronchodilator

Adiphenine Hydrochloride, /57
Alverine, 377

Ambutonium Bromide, 397
Aminopentamide, 47/
Amixetrine, 507

Amprotropine Phosphate, 624
Anisotropine Methylbromide, 70/
Apoatropine. 770

Atropine, 89/

Atropine N-Oxide, 892
Benactyzine, 1037
Benapryzine, /039
Benzetimide. 1034

Benzilonium Bromide, /090
Benztropine Mesylate, /135
Bevonium Methyl Sulfate, /214
Biperiden, /246

Butropium Bromide, 1534

Pentapipenide, 7077
Penthienate Bromide. 7084
Phencarbamide. 7178
Phenglutarimide. 7/92
Pipenzolate Bromide. 7428
Pipendolate. 7440
Piperilate. 744/
Poldine Methyisuifate. 7529
Pridinol, 7747
Prifinium Bromide, 7748
Procyclidine. 7770
Propantheline Bromide. 78/6
Propenzolate. 7824
Propyromazine. 7885
Scopolamine. 836/
Scopolamine .V-Oxide, 8362
Sulonium lodide, 8776
Stramonium, 8779
Sultroponium. 8977
Thihexinol. 9242
Thiphenamil. 9303
Tiemonium lodide. 9363
Timepidium Bromide. 9372
Tiquizium Bromide, 9390
Trdihexethyl lodide, 9577
Trihexyphenidyl Hydrochioride,
9607

Tropacine, 9685
Tropenzile, 9690
Tropicamide. 9692

Dimethadione. 3201
Doxenitoin. j424
Eterobarb, 3666
Ethadione. 3670
Ethosuximide. 3704
Ethotoin. 3705
Fluoresone, 4088
S-Hydroxytryptophan. 4784
Lamotrigine. 5228
Magnesium Bromide. 5537
Magnesium Sulfate, 5573
Mephenytoin. 574/
Mephobarbital. 5742
Metharbital, 5873
Methetoin. 5889
Methsuximide. 5928
S-Methyl-S-(3-phenan-
thryDhydantoin, 6023
3-Methyl-S-phenylhydantoin,
6026

Narcobarbital, 6342
Nimetazepam, 6465
Nitrazepam, 649/
Paramethadione. 6976
Phenacemide. 7154
Phenetharbital, 7/83
Pheneturide, 7/90
Phenobarbital, 720/
Phenobarbitat Sodium, 7202
Phensuximide, 723/
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Chemical Abstracts Registry Numbers-I

isocinchomeronic Acid [100-26-5} Isosatrole [120-58-1) Kojic Acid [301-30-4]

le [27523-40-6) Isosorbide [652-67-5] Kopsine [$59-48-8)
isocorybulbine {22672-74-8] 1 rbide M. itrate® Krebiozen® [9008-19-9}
tsocorydine [475-67-2] (16051-77-7] Krypton [7439-90-9)
gsocorypalmine [$3447-14-6) Isosorbide Dinitrate (87-33-2] Kurchessine [6869-45-0]
tsocrotonic Acid [503-64-0] S-1sosparteine {24915-04-6] Kurcholessine [6869-47-2]
1socyanic Acid [75-13-8) Isothebaine [568-21-8) Kyanmethin {461-98-3]
1sodurene {$27-53-7] Isothipendyl [482-15-5) Kynurenic Acid [492-27-3}
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[50-00-0) Formaldehyde. 4148, ' [51-14-9] Sesamex. 8419 | [52-88-0] Atropine Methylnitrate®,
4150 . [51-15-0} Prahdoxime Chloride, 891

[50-02-2]) Dexamethasone, 2922 i 7705 [52-89-1] Cysteine Hydrochloride®,

[50-03-3] Hydrocortisone Acetate. {51-17-2) Benzimidazole. 1097 2787

]

4711 E {51-18-3] Tniethylenemclamine, [52-90-4] Cysteine, 2787
[50-04-4] Cortisone Acetate®, 2533 I 9586 (53-03-2) Prednisone. 7727
(50-06-6) Phenobarbital, 720/ i [51-20-7) S-Bromouracil. 1430 (53-05-4] Tetrahydrocortisone,
{50-10-2] Oxyphenonmium Bromide, 1 {51-21-8) Fluorouracil. 4109 ‘ 9143

|

6928 [51-24-1] Tiratnicol, 9391 (53-06-51 Cortisone, 2533
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1. BAN : British Approved Name

2. INN : International Nonproprietary Name

3. USAN : United States Adopted Name

4. @ : Registerd

5. CA : Chemical Abstracts

6. CIP : Collective Index Periods
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8. Chemical Abstracts Service Soure Index

9. LD50 : Lethal Dose

10. LC50 : Lethal Concentration

11. FDA : Food & Drug Administration
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