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Novartis Pharmaceuticals Corporation

IN THE UNITED STATES DISTRICT COURT
FOR THE DISTRICT OF NEW JERSEY

NOVARTIS PHARMACEUTICALS

CORPORATION,

Plaintiff,

V.

MYLAN PHARMACEUTICALS INC. and

MYLAN INC,,

Defendants.

Civil Action No.

N N N N N N N N N N N N N

COMPLAINT FOR PATENT INFRINGEMENT

Plaintiff Novartis Pharmaceuticals Corporation (hereinafter ‘“Plaintiff”), for its

Complaint herein against defendants Mylan Pharmaceuticals Inc. and Mylan Inc. alleges as

follows:

NATURE OF ACTION

1. This is an action for patent infringement.
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PARTIES

2. Plaintiff Novartis Pharmaceuticals Corporation (“NPC”) is a corporation
organized and existing under the laws of the State of Delaware, having a principal place of
business at 59 Route 10, East Hanover, New Jersey 07936.

3. On information and belief, Mylan Pharmaceuticals Inc. (“Mylan Pharms”)
is a corporation organized under the laws of the State of West Virginia, having an office and
place of business at 781 Chestnut Ridge Road, Morgantown, West Virginia 26505.

4. On information and belief, Mylan Inc. is a corporation organized under the
laws of the State of Pennsylvania, having an office and place of business at 1500 Corporate
Drive, Canonsburg, Pennsylvania 15317.

5. On information and belief, Mylan Pharms is a wholly owned subsidiary of
Mylan Inc., and the acts of Mylan Pharms complained of herein were and are aided and abetted
by, and done with the cooperation, participation, and assistance of, Mylan Inc. On information

and belief, Mylan Pharms and Mylan Inc. have officers or directors in common.

6. Mylan Pharms and Mylan Inc. hereinafter are referred to collectively as
“Mylan.”
JURISDICTION AND VENUE
7. This action arises under the patent laws of the United States of America.

This Court has jurisdiction over the subject matter of this action under 28 U.S.C. §§ 1331 and

1338(a).
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8. Mylan Pharms is registered to do business in the State of New Jersey. Its
agent for service of process in New Jersey is Corporation Service Company, 830 Bear Tavern
Road, West Trenton, New Jersey 08628. Mylan has submitted to jurisdiction in this judicial
district in numerous patent cases in the last five years, and sells various products and does
business throughout the United States, including in this judicial district. This Court has personal
jurisdiction over Mylan by virtue of, inter alia, the above-mentioned facts.

9. Upon information and belief, Mylan has submitted to the jurisdiction of
the United States District Court for the District of New Jersey.

10. Venue is proper in this Court pursuant to 28 U.S.C. §§ 1391(b) and (c),
and 28 U.S.C. § 1400(b).

CLAIM FOR RELIEF — PATENT INFRINGEMENT

11. Plaintiff NPC holds an approved new drug application (“NDA”) NDA No.
20-261 for Lescol 7 capsules (20 mg and 40 mg), which capsules contain the active ingredient
fluvastatin sodium. Lescol7 capsules were approved by the United States Food and Drug
Administration (“FDA”) to reduce elevated total cholesterol, low-density lipoprotein C,
triglyceride and apolipoprotein B levels and to increase high-density lipoprotein C in patients
with primary hypercholesterolemia and mixed dyslipidemia (Fredrickson Type Ila and IIb). The
FDA has also approved Lescol® as an adjunct to diet to reduce total cholesterol, low-density
lipoprotein C and apolipoprotein B levels in adolescent boys and girls. Lescol® is further FDA-
approved for patients with coronary heart disease to reduce the risk of undergoing coronary

revascularization procedures. Finally, Lescol® is FDA-approved to slow the progress of
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coronary atherosclerosis in patients with coronary heart disease as part of a treatment strategy to
lower total and low-density lipoprotein cholesterol to target levels.

12. Fluvastatin sodium is described in chemical nomenclature as [R*,S*-(E)]-
(£)-7-[3-(4-fluorophenyl)-1-(1-methylethyl)-1 H-indol-2-yl]-3,5-dihydroxy-6-heptenoic acid,
monosodium salt. Fluvastatin sodium is a water-soluble cholesterol lowering agent which acts
through the inhibition of 3-hydroxy-3-methylglutaryl-coenzyme A (“HMG-CoA”) reductase.

13. NPC is the owner of United States Letters Patent No. 5,354,772 (“the ‘772
patent”). The ‘772 patent was duly and legally issued on October 11, 1994. A true copy of the
“T72 patent is attached hereto as Exhibit A.

14. The 772 patent claims chemical compounds, including fluvastatin sodium
specifically, as well as pharmaceutical compositions containing these compounds. The ‘772
patent also claims methods of inhibiting cholesterol biosynthesis and methods of treating
atherosclerosis using these compounds.

15. The ‘772 patent originally was assigned by the inventor to Sandoz
Pharmaceuticals Corporation. Sandoz Pharmaceuticals Corporation subsequently changed its
name to NPC on December 23, 1996.

16. Mylan Pharms submitted to the FDA an abbreviated new drug application
(“ANDA”) under the provisions of 21 U.S.C. § 355(j), seeking approval to engage in the
commercial manufacture, use, offer for sale, sale and/or importation of generic fluvastatin

sodium capsules 20 mg and 40 mg (hereinafter “Mylan’s Fluvastatin Sodium Products”).
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17.  Mylan submitted its ANDA to the FDA for the purpose of obtaining
approval to engage in the commercial manufacture, use, offer for sale, sale and/or importation of
Mylan’s Fluvastatin Sodium Products before the expiration of the ‘772 patent.

18. By filing its ANDA under 21 U.S.C. § 355(j) for the purpose of obtaining
approval to engage in the commercial manufacture, use, offer for sale, sale and/or importation of
Mylan’s Fluvastatin Sodium Products before the expiration of the “772 patent, Mylan has
committed an act of infringement under 35 U.S.C. § 271(e)(2). Further, the commercial
manufacture, use, offer for sale, sale and/or importation of Mylan’s Fluvastatin Sodium Products
for which Mylan seeks approval in its ANDA will also infringe one or more claims of the ‘772
patent.

19. Mylan’s Fluvastatin Sodium Products, if approved, will be administered to
human patients in an amount effective to inhibit cholesterol biosynthesis and/or to treat
atherosclerosis, which administration constitutes direct infringement of the 772 patent. This
will occur at Mylan’s active behest, and with its specific intent, knowledge and encouragement.
On information and belief, Mylan will actively induce, encourage, aid and abet this
administration with the knowledge that it is in contravention of Plaintiff’s rights under the ‘772
patent.

20. Mylan made, and included in its ANDA, a certification under 21 U.S.C. §
355(G)(2)(vi1)(IV) (“Paragraph IV certification”) that, in its opinion and to the best of its
knowledge, the “772 patent is unenforceable. Mylan did not allege non-infringement of the 772
patent in its Paragraph IV certification. Mylan did not allege that the ‘772 patent was invalid

under any of 35 U.S.C. § 101 ef seq. in its Paragraph IV certification.
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21. Plaintiff is entitled to the relief provided by 35 U.S.C. § 271(e)(4),
including an Order of this Court that the effective date of any approval of the aforementioned
ANDA relating to Mylan’s Fluvastatin Sodium Products be a date which is not earlier than the
later of the October 11, 2011 expiration date of the ‘772 patent or any later date of exclusivity to
which Plaintiff is or becomes entitled. Further, Plaintiff is entitled to an award of damages for
any commercial sale or use of Mylan’s Fluvastatin Sodium Products, and any act committed by
Mylan with respect to the subject matter claimed in the 772 patent, which act is not within the
limited exclusions of 35 U.S.C. § 271(e)(1).

22. On information and belief, when Mylan filed its ANDA, it was aware of
the ‘772 patent, and that the filing of its ANDA with the request for its approval prior to the
expiration of that patent was an act of infringement.

23. A notice of Paragraph IV certification (“Notice Letter”) must “include a
detailed statement of the factual and legal basis of the opinion of the [ANDA] applicant that the
patent is invalid or will not be infringed.” 21 U.S.C. § 355()(2)(B)(@iv){I).

24. On or about August 27, 3008, Mylan sent a Notice Letter to Plaintiff
purporting to comply with the provisions of 21 U.S.C. § 355()(2)(B)(iv)(I) and the FDA
regulations relating thereto.

25. Mpylan has failed to comply with the statutory provisions set forth in
paragraph 23 above. On information and belief, the Notice Letter is devoid of an objective, good
faith basis in either the facts or the law. Mylan’s ANDA and Paragraph IV certification is a

wholly unjustified infringement of the ‘772 patent.
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26. Mylan has violated its duty of due care to avoid the known patent right of
the ‘772 patent.

27. This is an exceptional case, and Plaintiff is entitled to an award of
reasonable attorneys fees under 35 U.S.C. § 285.

PRAYER FOR RELIEF

WHEREFORE, Plaintiff respectfully requests the following relief:

A. Judgment that Mylan has infringed one or more claims of the ‘772 patent
by filing the aforesaid ANDA relating to Mylan’s Fluvastatin Sodium Products;

B. A permanent injunction restraining and enjoining Mylan and its officers,
agents, attorneys and employees, and those acting in privity or concert with it, from engaging in
the commercial manufacture, use, offer to sell, or sale within the United States, or importation
into the United States, of Mylan’s Fluvastatin Sodium Products;

C. An Order that the effective date of any approval of the aforementioned
ANDA relating to Mylan’s Fluvastatin Sodium Products be a date which is not earlier than the
later of the expiration of the right of exclusivity under the ‘772 patent, or any later right of
exclusivity to which Plaintiff is or becomes entitled;

D. Damages from Mylan for any commercial activity constituting
infringement of the ‘772 patent;

E. A finding that this is an exceptional case under 35 U.S.C. § 285, and that
Plaintiff is entitled to the costs and reasonable attorney fees in this action; and

F. Such other and further relief as the Court may deem just and proper.
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Dated: October 10, 2008 s/ William J. O’Shaughnessy
William J. O’Shaughnessy
Jonathan M.H. Short
Mark H. Anania
McCARTER & ENGLISH, LLP
Four Gateway Center
100 Mulberry Street
Newark, New Jersey 07102
Phone: (973) 622-4444
Facsimile: (973) 624-7070

Of Counsel

Robert L. Baechtold

Nicholas N. Kallas

Diego Scambia

Filko Prugo

FITZPATRICK, CELLA, HARPER &
SCINTO

30 Rockefeller Plaza

New York, NY 10112-3801

Phone: (212) 218-2100

Facsimile: (212) 218-2200

Attorneys for Plaintiff
Novartis Pharmaceuticals Corporation
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EXHIBIT A
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. US005354772A
United States Patent {19] [t1] Patent Number: 5,354,772
’ )
Kathawala 1451 Date of Patent: Oct. 11, 1994
[54] INDOLE ANALOGS OF 79042 10/1984 Greece .
MEVALONOLACTONE AND DERIVATIVES 84-02131 6/1984 PCT Int’l Appl. .
THEREOF 527428 1/1985 Spain .
[75] Inventor: Faizulla G. Kathawala, Mountain OTHER PUBLICATIONS
Lakes, N.J. Yang, Tetrahedron Letters 23, 4305-4308 (1982).
: . Hulcher, Arch. Biochem. Biophys 146, 422-427 (1971).
[73] Assignee: i?‘?dw Pharm. Corp., E. Hanover, Sato et al., chem. Pharm. Bull. 28, 1509-1525 (1980).
e Singer et al., Proc. Soc. Exp. Biol. Med. 102, 370-373
[211 Appl No.: 157,595 (1959).
[22] Filed: Nov. 24, 1993 Primary Examiner—Donald G. Daus
Attorney, Agent, or Firm—Robert S. Honor; Melvyn M.
Related U.S. Application Data Kassenoff
[60] Continuation of Ser. No. 722,288, Apr. 11, 1985, aban- [57] ABSTRACT
doned, which is a continuation-in-part of Ser. No.
707,854, Mar. 4, 1985, Pat. No. 4,739,073, which is a  Corpounds of the formula
division of Ser. No. 548,850, Nov. 4, 1983, abandoned, R R
which is a continuation-in-part of Ser. No. 443,668,
Nov. 22, 1982, abandoned. \
[51] Imt. CLS .oooeeeeeeecmcneeceneceeeeeeens A61K 31/405 X—z,
[521 US.Cl. ... 514/414; 514/415; N
548/465; 548/467; 548/468; 548/494; 548/502; R |
548/414; 548/406 3 Ro
[58] Field of Search ............... 548/465, 467, 468, 494, . .
514/414, 415, 412 wherein one of R and Ry is
[56] References Cited R4
U.S. PATENT DOCUMENTS
3,983,140 9/1976 Endoetal. . Rs
4,198,425 4/1980 Mitsui et al. . Rsg
4,248,889 2/1981 Okaetal. .ueeuiienncriceninnnne 560/56
4,255,444 3/1981 Okaetal. . : .
4308378 1271981 Stokker . and the .ofcher is primary :)r_ secoz;dary tCl-eaIL(::yI not
4,351,844 9/1982 Patchett et al. ..coc.veerrrerennes 560/119 containing an asymmetric carbon atom, €3.6Cy-
4,361,515 1171982 Terahara et al. .. .. 549/292 cloalkyl or phenyl-(CHz)m—,
4,375,475 3/1983 Willard et al. .... ... 5497292 wherein
:,318,833 iﬂggi Il;am@ -------------- gigg‘gg R, is hydrogen, Cysalkyl, n-butyl, i-butyl, t-butyl,
s s ragn ...... cens R : .
4,474,971 10/1984 WALEIng woovooeerrommrseoer oo 549/214 gl'3alk°ﬁ’ n b‘ﬁoxy’ ! b“;“y’ ltnﬂ“°r°methyl’
4,571,428 2/1986 556/437 uoro, chloro, phenoxy Or benzyloxy,
4.647.576 3/1987 548/465 Rs is hydrogen, Ciaalkyl, Ci.zalkoxy, trifluoro-
5,032,590 7/1991 ... 548/465 methyl, fluoro, CthI’O, phenoxy or benzyloxy,
5,118,853 6/1992 Leeet al. ccuvereerereeeenrrnsenene 548/494 Rss is hydrogen, Ci.alkyl, Cjzalkoxy, fluoro or

FOREIGN PATENT DOCUMENTS
895445 4/1983 Belgium .

chloro, and

(Abstract continued on next page.)
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5,354,772

Page 2

Abstract continued
m is 1, 2 or 3, with the provisos that both Rsand Rs,

must be hydrogen when Rs is hydrogen, Rs, must
be hydrogen when Rs is hydrogen, not more than
one of R4 and Rsis trifluoromethyl, not more than
one of Rzand Rsis phenoxy, and not more than one
of R4 and Rs is benzyloxy,

R is hydrogen, Ci.zalkyl, n-butyl, i-butyl, t-butyl,
Cji.¢cycloalkyl, Ciisalkoxy, n-butoxy, i-butoxy,
trifleoromethyl, fluoro, chloro, phenoxy or ben-
zyloxy,

R3 is hydrogen, Cialkyl, Ci.zalkoxy, trifluoro-
methyl, fluoro, chloro, phenoxy or benzyloxy,
with the provisos that Rz must be hydrogen when
R; is hydrogen, not more than one of Rz and R3is
trifluoromethyl, not more than one of R; and R3 is
phenoxy, and not more than one of Rz and Rj is
benzyloxy,

X is —(CH2)p— or —CH=—CH~—, wherein nis 0, 1,
2 or 3, and

Zis

Rs cy, M
- W
—CH—CH;—C—CHy—COOR7 or —CH CRe,
oH OH oL _CH
il
o

wherein

Rgis hydrogen or Cj.3alkyl, and
Ry is hydrogen, R7por M,

wherein

R7; is a physiologically acceptable and hydrolyzable
ester group, and

M is a pharmaceutically acceptable cation, the use
thereof for inhibiting cholesterol biosynthesis and
lowering the blood cholesterol level, and therefore,
in the treatment of hyperliopoproteinemia and ath-
erosclerosis, pharmaceutical compositions com-
prising such compounds and processes for and
intermediates in the synthesis of such compounds.

30 Claims, No Drawings
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1

INDOLE ANALOGS OF MEVALONOLACTONE
AND DERIVATIVES THEREOF

This is a continuation of application Ser. No.
06/722,288, filed Apr. 11, 1985 and now abandoned,
which is a continuation-in-part of application Ser. No.
06/707,854, filed Mar. 4, 1985 and now U.S. Pat. No.
4,739,073, which in turn is a division of application Ser.
No. 06/548,850, filed Nov. 4, 1983 and now abandoned,
which in turn is a continuation-in-part of application
Ser. No. 06/443,668, filed Nov. 22, 1982 and now aban-
doned.

This invention relates to compounds of the formula

@O

wherein one of R and Ry is

Rs

Rsq

and the other is primary or secondary Cj-alkyl not
containing an asymmetric carbon atom, Cz.¢cy-
cloalkyl or phenyl-(CHy)m—,

wherein

R4 is hydrogen, Cj_zalkyl, n-butyl, i-butyl, t-butyl,
Ci.zalkoxy, n-butoxy, i-butoxy, trifluoromethyl,
fluoro, chloro, phenoxy or benzyloxy,

Rs5 is hydrogen, Ci-zalkyl, Ci.zalkoxy, trifluoro-
methyl, fluoro, chloro, phenoxy or benzyloxy,

Rsq is hydrogen, Cialkyl, Cjalkoxy, fluoro or
chloro, and

m is 1, 2 or 3, with the provisos that both Rsand Rs,
must be hydrogen when R4 is hydrogen, Rs, must
be hydrogen when Rsis hydrogen, not more than
one of R4 and Rs is trifluoromethyl, not more than
one of Rqand Rsis phenoxy, and not more than one
of R4 and Rs is benzyloxy,

Rz is hydrogen, Ci.zalkyl, n-butyl, i-butyl, t-butyl,

Ca.geycloalkyl, Ci.zalkoxy, n-butoxy, i-butoxy,
trifluoromethyl, fluoro, chloro, phenoxy or ben-
zyloxy,

R3 is hydrogen, Ci.zalkyl, Cj-alkoxy, trifluoro-
methyl, fluoro, chloro, phenoxy or benzyloxy,
with the provisos that R3 must be hydrogen when
R is hydrogen, not more than one of Rz and Rz is
trifluoromethyl, not more than one of Ryand Riis
phenoxy, and not more than one of Rz and Rj3 is
benzyloxy,

X is —(CHp)p— or —CH=—CH~—, whereinnis 0, 1,
2 or 3, and
Zis

5
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Re 149
5 4 3 2 1
_— ?H—CHZ—?— CH;—COOR7 or

OH OH

(1II)

wherein

R¢ is hydrogen or Ci.zalkyl, and

R7is hydrogen, Rypor M,
wherein

R7s is a physiologically acceptable and hydrolyzable

ester group, and

M is a pharmaceutically acceptable cation, processes

for and intermediates in the synthesis thereof, phar-
maceutical compositions comprising a compound
of Formula I and the use of the compounds of
Formula I for inhibiting cholesterol biosynthesis
and lowering the blood cholesterol level and,
therefore, in the treatment of hyperlipoproteinemia
and atherosclerosis.

By the term “physiologically acceptable and hydro-
lyzable ester group” is meant a group which, together
with the —COO— radical to which it is attached, forms
an ester group which is physiologically acceptabie and
hydrolyzable under physiological conditions to yield a
compound of Formula I wherein R7is hydrogen and an
alcohol which itself is physiclogically acceptable, i.e.,
non-toxic at the desired dosage level, and which, prefer-
ably, is free of centers of asymmetry. Examples of such
groups are Cj.3alkyl, n-butyl, i-butyl, t-butyl and ben-
zyl, collectively referred to as R7,.

The compounds of Formula I may be divided into
two groups, the compounds of Formula IA and those of
Formula 1B:

Rsa
Ry Rs
RZ Rz R]
s 5
| \ X—Z and | \ X—2,
6 6
II\I N
R3 R; R3
aa) Ry Rs
Rsq
as)
wherein

R is primary or secondary Ci.¢alkyl not containing
an asymmetric carbon atom (e.g., methyl, ethyl,
n-propyl, i-propyl, n-butyl, i-butyl, 1-ethylpropyl,
neopentyl and n-hexyl), Cs.¢cycloalkyl or phenyl-

R:-Rs4, X, Z and m are as defined above.
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3

The compounds of Formula 1A may be divided into
two subgroups, the compounds wherein Z is a group of
Formula II (Group 1Aa) and those wherein Z is a group
of Formula III (Group IAb). Likewise, the compounds
of Formula IB may be divided into two subgroups, the
compounds wherein Z is a group of Formula I1 (Group
IBa) and those wherein Z is a group of Formula III
(Group IBbD).

As is self-evident to those in the art, each compound
of Formula I (and every subscope and species thereof)
has two centers of asymmetry (the two carbon atoms
bearing the hydroxy groups in the group of Formula I1
and the carbon atom bearing the hydroxy group and the
carbon atom having the free valence in the group of
Formula III) and, therefore, there are four stereoiso-
meric forms (enantiomers) of each compound (two
racemates or pairs of diastereoisomers), provided that
R7 does not contain any center of asymmetry. The four
stereoisomers may be designated as the R,R; R,S; S,R
and S,S enantiomers, all four stereoisomers being within
the scope of this invention. When R7 contains one or
more centers of asymmetry, there are eight or more
stercoisomers. Since it is preferred that R7not contain a
center of asymmetry and for reasons of simplicity, any
additional stereoisomers resulting from the presence of
one or more centers of asymmetry in R7 will usually be
ignored, it being assumed that Ry is free of centers of
asymmetry.

R is preferably Ry, where Ry’ is primary or second-
ary Cj.¢alkyl not containing an asymmetric carbon
atom, more preferably R;”, where R)” is primary or
secondary Cj.salkyl not containing an asymmetric car-
bon atom, even more preferably Cj_zalkyl and most
preferably methyl, ethyl or i-propyl, especially i-propyl.

Ryis preferably Ra’, where Ry’ is hydrogen, Cj-3alkyl,
Ci-3alkoxy, trifluoromethyl, fluoro, chloro, phenoxy or
benzyloxy, more preferably R2'', where Ry” is hydro-
gen, Ci.3alkyl, methoxy, fluoro, chloro or 4-, 5- or 6-
benzyloxy, even more preferably Ry, where Ry is
hydrogen, Ci.3alkyl or 4- or 6-benzyloxy, and most
preferably R>""', where Ry"" is hydrogen or Cjsalkyl,
especially hydrogen or methyl and most especially hy-
drogen.

Ra3is preferably R3’, where R3’ is hydrogen, Cj_3alkyl,
Cialkoxy, fluoro or chloro, more preferably R3”,
where R3" is hydrogen or Ci.3alkyl, and most prefera-
bly R3'", where R3'” is hydrogen or methyl, especially
hydrogen. R3 (R3', etc.) must be hydrogen when R>
R2', etc.) is hydrogen.

Preferably, when Ra (R2', R»", etc.)) is other than
hydrogen and R3 (R3', R3", etc.) is hydrogen, R; R2/,
etc.) is in the 4-, 5- or 6-position.

Preferably, when both Rz (R2’, Ry, etc.) and R3 (R¥,
R3"”, etc.) are other than hydrogen, at least one of them
is in the 5- or 6-position, neither of them is in the 7-posi-
tion, and not more than one of them is a member of the
group consisting of t-butyl, Cs.¢cycloalkyl, trifluoro-
methyl, phenoxy and benzyloxy; more preferably, they
are not ortho to each other when neither of them is a
member of the group consisting of methyl, methoxy,
fluoro and chloro. Most preferably, one is in the 4-posi-
tion and the other is in the 6-position.

Except where otherwise indicated: (2) Any Ci.3alkyl,
n-butyl, i-butyl, t-butyl or Cs.¢cycloalkyl group as Ry,
R2', R3, R3', etc. is more preferably in the 4- or 6-posi-
tion. (b) Any Ci-3alkoxy, n-butoxy, i-butoxy, fluoro or
chloro substituent as Rz, R2’, R3, R3’, etc. is more pref-
erably in the 5-position. (¢) Any benzyloxy as Rz, R2’,
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R3, R3, etc. is more preferably in the 4-, 5- or 6-position
and most preferably in the 4- or 6-position, especially
the 6-position.

Ra4is preferably Ry’, where Ry’ is hydrogen, Ci-zalkyl,
Ci.3alkoxy, trifluoromethyl, fluoro, chloro, phenoxy or
benzyloxy, more preferably R4", where Ry” is hydro-
gen, methyl, methoxy, fluoro or chloro, and most pref-
erably R4, where R4'" is hydrogen, methyl or fluoro,
especially R4"", where Ry”" is hydrogen, 3- or 4-methyl
or 4-fluoro, and most especially 4-fluoro. Ry is also
preferably Ry, where Ry, is hydrogen, Cq.zalkyl, triflu-
oromethyl or fluoro.

Rsis preferably Rs’, where Rs' is hydrogen, Ci.oalkyl,
Ci-zalkoxy, fluoro or chloro, more preferably Rs”,
where Rs” is hydrogen, methyl, methoxy, fluoro or
chloro, and most preferably Rs'”’, where Rs'"’ is hydro-
gen or methyl, especially hydrogen. Rs (Rs5’, Rs", etc.)
must be hydrogen when R4 (R4, R4”, etc.) is hydrogen.

Rsg is preferably Rs,, where Rs; is hydrogen or
methyl, and most preferably hydrogen. Rs; (Rs., etc.)
must be hydrogen when at least one of Rs (R4, Rs”,
etc.) and Rs (Rs', Rs"', etc.) is hydrogen.

Preferably, when R4 (R4, R4”, etc.) is other than
hydrogen and Rs (R5’, Rs”, etc.) and Rs, (Rsq, etc.) are
both hydrogen, R4 (R4', etc.) is in a meta or para posi-
tion, more preferably the para position. The most pre-
ferred monosubstituted phenyl group is 4-fluorophenyl.

Preferably, when both R4 (R4, R4", etc.) and Rs (Rs/,
Rs", etc.) are other than hydrogen and Rsq (Rsg', etc.) is
hydrogen, at least one of R4 (Ry, etc.) and Rs (R5', etc.)
is in a meta or para position (more preferably both are),
and not more than one of them is a member of the group
consisting of t-butyl, trifluoromethyl, phenoxy and ben-
zyloxy; more preferably, R4 (Ry, etc.) and Rs (Rs', etc.)
are not ortho to each other when neither of them is a
member of the group consisting of methyl, methoxy,
fluoro and chloro. The most preferred disubstituted
phenyl groups are 3,4 and 3,5-dimethylphenyl and
4-fluoro-3-methylphenyl, especially 3,5-dimethylphenyl
and 4-fluoro-3-methylphenyl.

Preferably, when each of R4 (R, eic.), Rs (Rs5', etc.)
and Rsz (Rs., etc.) is other than hydrogen, at least two
of them (more preferably all three) are in meta or para
positions, and not more than one of them is a member of
the group consisting of t-butyl, trifluoromethyl, phe-
noxy and benzyloxy; more preferably, no two of them
are ortho to each other unless at least one member of the
or each pair of substituents that are ortho to each other
is 2 member of the group consisting of methyl, methoxy,
fluoro and chloro. The most preferred trisubstituted
phenyl group is 3,5-dimethyl-4-flucrophenyl.

Regis preferably R¢’, where R¢’ is hydrogen or Cial-
kyl, more preferably R¢”, where Rg”’ is hydrogen or
methyl, and most preferably hydrogen.

R7is preferably R+, where R7' is hydrogen, C.3alkyl
or M, more preferably R7”, where R7” is hydrogen,
Ci-alkyl or M, and most preferably M, especially so-
dium. M is preferably M’ and more preferably sodium.

Representative significances of X are

H
—(CH2);,— and C=C/ )
N

H

referred to collectively as X’. X' is preferably X", where
X" 18
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N s/
~—CH>CH>~ or C=C ,
/s N

and most preferably

C=C
H

X is preferably X, where X, is —CH;CHy—,
—CH2CH>CH;— or —CH=—CH—, more preferably
X', where X, is —CHCH— or —CH—CH—, even
more preferably X” and most preferably

H
=C
H

Z is preferably a group of Formula II wherein Rg is
R¢’ and R7is R7’ or a group of Formula IIT wherein Rg
is R¢', more preferably a group of Formula IT wherein
R is R¢"” and Ry is Ry or a group of Formula III
wherein Rg is R¢” and most preferably a group of For-
mula IT wherein Rgis hydrogen and Ryis R7” or a group
of Formula III wherein Rg is hydrogen, especially a
group of Formula II wherein R¢ is hydrogen and R7is
M, especially M’ and most especially sodium, or a group
of Formula III wherein Rg is hydrogen.

n is preferably m, where m is 1, 2 or 3, preferably 2 or
3 and most preferably 2.

M is usually free from centers of asymmetry and is
preferably M/, i.e., sodium, potassium or ammonium,
and most preferably sodium. For simplicity, each of the
formulae in which M appears has been written as if M
were monovalent and, preferably, it is. However, it may
also be divalent or trivalent and, when it is, it balances
the charge of two or three carboxy groups, respec-
tively. Thus, Formula I and every other formula con-
taining an M embraces compounds wherein M is diva-
lent or trivalent, i.e., which contains two or three car-
boxylate-containing anions per cation M.

Insofar as the compounds of Groups IAa and IBa are
concerned, the erythro isomers are generally preferred
over the threo isomers, erythro and threo referring to
the relative positions of the hydroxy groups in the 3-
and 5-positions (of the group of Formula IT).

As between compounds of Formula I having identi-
cal R, Ry, Ro, R3, Rgand X groups, those wherein Z is
a group of Formula II are generally preferred over
those wherein Z is a group of Formaula ITI.

The preferences set forth in the following two para-
graphs apply to the compounds of Formula I wherein
R is free of centers of asymmetry as well as the com-
pounds of Formula I wherein R7 contains one or more
centers of asymmetry. In the latter case they represent
the preferred configurations of the indicated positions.

The preferred stereoisomers of the compounds of
Formula I wherein X is a direct bond or —CH=—=CH—,
and Z is a group of Formula ITI are the 3R,5S and 3R,5R
isomers and the racemate of which each is a constituent,
i.e., the 3R,5S8-3S,5R (erythro) and 3R,5R-3S,5S (threo)
racemates, with the 3R,5S isomer and the racemate of
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which it is a constituent being more preferred and the
3R,5S isomer being most preferred.

The preferred stereoisomers of the compounds of
Formula I wherein X is —(CH3)»—, and Z is a group of
Formula II are the 3R,5R and 3R,5S isomers and the
racemate of which each is a constituent, i.e., the 3R,5R-
38,58 (erythro) and 3R,5S-35,5R (threo) racemates,
with the 3R,5R isomer and the racemate of which it is
a constituent being more preferred and the 3R,5R iso-
mer being most preferred.

The preferred stereoisomers of the compounds of
Formula I wherein X is a direct bond or —CH=—CH—,
and Z is a group of Formula III are the 4R,6S and
4R,6R isomers and the racemate of which each is a
constituent, ie., the 4R,68-4S,6R (trans lactone) and
4R,6R-4S,6S (cis lactone) racemates, with the 4R,6S
isomer and the racemate of which it is a constituent
being more preferred and the 4R,6S isomer being most
preferred.

The preferred stereoisomers of the compounds of
Formula I wherein X is —(CH2)m»—, and Z is a group of
Formula III are the 4R,6R and 4R,6S isomers and the
racemate of which each is a constituent, i.e., the 4R,6R-
4S,6S (trans lactone) and 4R,65-4S,6R (cis lactone)
racemates, with the 4R,6R isomer and the racemate of
which it is a constituent being more preferred and the
4R,6R isomer being most preferred.

Each of the preferences set forth above applies, not
only to the compounds of Formula I, but also to the
compounds of Formulae IA and IB and those of Groups
IAa, 1Ab, IBa and IBb as well as to every other sub-
group thereof set forth infra, e.g., Groups (i)-(cxcviii)
unless otherwise indicated. When any preference con-
tains a variable, the preferred significances of that vari-
able apply to the preference in question, unless other-
wise indicated.

Representative groups of compounds of Formulae I,
Ia and Ib and of Groups 1Aa, IAb, IBa and IBb include
those of each of these seven groups wherein one of R
and R,1s

Rs

and the other is Cj_3alkyl, n-butyl or i-butyl, R is C1_3al-
kyl, n-butyl or i-butyl, Rz is hydrogen, C3alkyl, n-
butyl, i-butyl, Ci.3alkoxy, n-butoxy, i-butoxy, trifluoro-
methyl, fluoro, chloro, phenoxy or benzyloxy, Ry is
other than t-butyl, Rs;is hydrogen, and X is —(CHy),—
or

H

7
—(CHpp— or C=C_ ,

H

each of the other variables being as defined above.
Preferred groups of compounds of Formula I include
the compounds
(i) of Group IAa wherein R3is Ry’, R2is Ry’, R3is Ry,
R4is R4/, Rsis Rs', Rsgis Rss’, Rgis R¢', R7is R,
and X is X',
(ii) of (i) wherein when Ry’ is other than hydrogen
and R3' is hydrogen, Ry’ is in the 4-, 5- or 6-posi-
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7
tion; when both R3’ and R3’ are other than hydro-
gen, at least one of them is in the 5- or 6-position
and neither of them is in the 7-position; when both
R4’ and Rs' are other than hydrogen and Rs. is
hydrogen, at least one of R4’ and Rs’ is in a meta or
para position; and when each of R4, Rs’ and Rs,' is
other than hydrogen, at least two of them are in
meta Or para positions,

(iit)-(iv) of (i) and (ii) wherein R¢ is R¢’, especially
hydrogen,

(v)-(vi) of (i) and (ii) wherein R is Ciaalkyl, Rz is
Ry”, R3is R3”, Rais R4, Rsis Rs”, Rg is Rg",
especially hydrogen, R7is R7”, and X is X",

(vii) of (i) wherein R1 is Ci.zalkyl, Rz is Ry'"’, Ra is
R3", Reis R4, R5is Rs5"’, Rsg is hydrogen, Re is
hydrogen, R7is R7"”, and X is

H
7
c=C_ ,
N
H

(viii)—(xiii) of (i)-(vi) wherein any M is M’,

(xiv) of Group IAb wherein R is Ry, Rais Ry, Rz is
Ri3’, Rais R4/, Rsis R5', Rs.is Rs,, Rgis R¢', and X
s X',

(xv) of (xiv) wherein when Ry’ is other than hydrogen
and R3’ is hydrogen, R’ is in the 4-, 5- or 6-posi-
tion; when both Ry’ and R3’ are other than hydro-
gen, at least one of them is in the 5- or 6-position
and neither of them is in the 7-position; when both
R4" and Rs' are other than hydrogen and Rs,  is
hydrogen, at least one of R4’ and Rs' is in a meta or
para position; and when each of R4/, Rs’, and Rs,
is other than hydrogen, at least two of them are in
meta or para positions,

(xvi)—(xvii) of (xiv) and (xv) wherein Re¢is Rg", espe-
cially hydrogen,

(xviii)~(xix) of (xiv) and (xv) wherein R is Cj.3alkyl,
Ryis R2”, R3is R3”, Rais R4"’, Rsis Rs5"”, Rgis R¢'’,
especially hydrogen, and X is X",

(xx) of (xiv) wherein Rjis Cizalkyl, Ryis Ry’’, R3is
R3'", Rais R4, Rsis Rs'"’, Rs, is hydrogen, Rg is
hydrogen, and X is

7
c=c_ ,
N
H

(xxi) of Group IBa wherein R1is R1’, R2is R, R3is
R3’, Rsis Ry, R5is Rs', Rszis Rsg’, Rsis R¢', Ryis
R7, and X is X',

(xxii) of (xxi) wherein when Ry’ is other than hydro-
gen and R3' is hydrogen, R’ is in the 4-, 5- or 6-
position; when both Ry’ and Rj3’ are other than
hydrogen, at least one of them is in the 5- or 6-posi-
tion and neither of them is in the 7-position; when
both Ry’ and Rs' are other than hydrogen and Rs,'
is hydrogen, at least one of R4” and Ry’ is in a meta
or para position; and when each of R4', Rs" and Rs,
is other than hydrogen, at least two of them are in
meta Or para positions,

(xxiii)—(xxiv) of (xxi) and (xxii) wherein R¢ is Rg¢',
especially hydrogen,
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(xxv)—(xxvi) of (xxi) and (xxii) wherein R is Cj_sal-
kyl, Rzis R2”, Rais R3", Rais R4”, Rsis Rs"', Rgis
R¢'’, especially hydrogen, R7is R, and X is X",

(xxvii)—(xxxii) of (xxi)—(xxvi) wherein any M is M’,

(xxxiii} of Group IBb wherein Rjis Ry’, R2is Rz, R3
is R3’, R¢is Ra’, Rsis Rs’, Rs.is Rs,’, Reis R¢’, and
Xis X',

(xxxiv) of (xxxiii) wherein when Ry’ is other than
hydrogen and R3’ is hydrogen, Ry’ is in the 4-, 5- or
6-position; when both Ra’ and Ry’ are other than
hydrogen, at least one of them is in the 5- or 6-posi-
tion and neither of them is in the 7-position; when
both R4’ and Rs’ are other than hydrogen and Rs,’
is hydrogen, at least one of R4’ and Rj’ is in a meta
or para position; and when each of R4, Rs’ and Rs,,’
is other than hydrogen, at least two of them are in
meta or para positions,

(xxxv)-(xxxvi) of (xxxiii) and (xxxiv) wherein Rg is
R¢", especially hydrogen,

(xxxvii)-(xxxviii) of (xxxiii) and (xxxiv) wherein R is
Ci-zalkyl, Rois Rs”, R3is R3”, Rsis R4”, Rsis Rs”,
Reis R¢", especially hydrogen, and X is X",

(xxxix)-(x1) of Groups [Aa and IBa wherein Rj is
R1", R2is R2"", R3is R3”, Rais R4q, Rsis R5™, Rsg
is Rs,', Re is R¢”, especially hydrogen, R7 is R7"
and X is X/,

(x1i)-(x1ii) of (xxxix) and (x1) wherein when Ry"" is
other than hydrogen and R3"” is hydrogen, R is
in the 4-, 5- or 6-position; when both Ry"""" and R3"
are other than hydrogen, neither of them is in the
7-position; when both R4g and R5'"* are other than
hydrogen and Rs, is hydrogen, at least one of R4,
and Rs'” is in a meta or para position; and when
each of Ryg, Rs"”’ and Rs,’ is other than hydrogen,
at least two of them are in meta or para positions,

(xliii)-(x1vi) of (xxxix)-(xlii) wherein Rg is hydrogen,
and X is

v
c=c_ ,
N
H

(xlvii)—(1) of (xliii)-(xlvi) wherein R is Ci.3alkyl, Rois
hydrogen, R3 is hydrogen, and Ry is Ry,

(1i)~iv) of (xlvii)-(I) wherein R7is M, especially M’
and most especially sodium,

(Iv)-(vi) of Groups IAb and IBb wherein R; is R1”,
R, is R2"”, R3zis R3", R4 is R4s Rsis Rs™, Rsgis
Rsq', Reis Rg”, especially hydrogen, and X is X/,

(lviD)—(lviii) of (@v) and (lvi) wherein when Ry is
other than hydrogen and R3” is hydrogen, Ry is
in the 4-, 5- or 6- position; when both R>”"” and R3"’
are other than hydrogen, neither of them is in the
7-position; when both R4, and Rs’” are other than
hydrogen and Rs, is hydrogen, at least one of Ry,
and Rs'” is in a meta or para position; and when
each of Ry, R5’’ and Rs,’ is other than hydrogen,
at least two of them are in meta or para positions,

(lix)-(Ixii) of (Iv)-(lviii) wherein R¢is hydrogen, and
X is

7
c=c_ ,
N
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(Ixiii)-(1xvi) of (lix)-(Ixii) wherein R is Ci.zalkyl, R»
is hydrogen, R3 is hydrogen, and R4 is Ry'”, -continued

(xvii)-(cvii) of (i)-(xiii), (xxi)—(xxxii) and (xxxix)-(-
liv) wherein the hydroxy groups in the 3- and 5-
positions (of the group of Formula II) have the
erythro configuration, )

(cviii)—(cxlviii) the 3R,5S enantiomers of the com-
pounds of (1xvii)-(cvii) wherein X is —CH=—CH—
and the 3R,5R enantiomers of the compounds of R
these groups wherein X is —(CH3),,—, 10

(cxlix)-(clxxiii) of (xiv)—(xx), (xxxiii)—(xxxviii) and \

N
}
R,

L

B Mild reducing agent

Rz

(Iv)-(Ixvi) wherein the hydroxy group on the lac- |
tone ring is trans to X (i.e., the trans lactones), and
(clxxiv)-(cxcviii) the 4R,6S enantiomers of the com-
pounds of (cxlix)—(clxxiii) wherein X is —CH= !5 Rg
CH— and the 4R,6R enantiomers of the com-
pounds of these groups wherein X is —(CH3);n,—.
Groups (Ixvii)-(cvii) embrace the 3R,58-3S,5R race-
mate and the 3R,5S and 3S,5R enantiomers of the com- 20
pounds wherein X is —CH=—CH— (the 3S,5R enantio-
mer being least preferred) and the 3R,5R-3S,5S race-
mate and the 3R,5R and 3S,5S enantiomers of the com- R, R
pounds wherein X is —(CHz2),,,— (the 38,5S enantiomer
being least preferred). 25 \
Groups (cxlix)-(clxxiii) embrace the 4R,65-4S,6R ‘ X—CH~—~CH;—~CH—CH>~COOM, (VII)
racemate and the 4R,6S and 4S,6R enantiomers of the (I)H ci)H :
compounds wherein X is —CH=—CH— (the 4S,6R
enantiomer being least preferred) and the 4R,6R-4S,6S R3
racemate and the 4R,6R and 4S,6S enantiomers of the 30
compounds wherein X is —(CHz),,— (the 4S,6S enan-
tiomer being least preferred). p | u®
The compounds of Formula I may be synthesized as GG | My®O0H
follows:

X—(IZH— CHz——(I:H—CHz— COOR7z (VD)
OH OH

C | M;®90H

22

Reaction Scheme 1 33 R ®
The compounds of Formula I wherein Rgis hydrogen 2
may be synthesized by the following series of reactions: \
b-<
N

—CIDH"'Cl-Iz—- CIEH—'CHz— COOH (VIII)

OH OH

R3 1'{(2

45 A or
Lactonization agent

Rz
R» R 50
| \ X—CHO (V)
N 55 Rs
R3 R,
1) Strong base +

A CH3—CO~CH;—COOR74 (IVA)
2) Aldehyde of Formula IV 60 Ry

Rz R

l \ X_CI:H—CHZ_ICI:_CHZ_COORM ™ 65

N oH o

|
R3 R, axy)
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R3

(IXc)
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Reaction Scheme 11

The compounds of Formula I wherein Rgis Cj_zalkyl
may be synthesized by the following series of reactions:
5

10

R2 R

| \ X—CHO @V)

¥
Ro

1) Strong base +
CH3=CO—Ré¢a (IVB)
2) Aldehyde of Formula IV

X—(I:H— CH;— ICI:— Rsa (X)
OH

& ket
@ 1
/
oz %

o | ®ui—cono &ayor
Ri1—CO—Y (XB)

\
Rz R (0,44]
I \ X==CH—CH;—C—Rgg
N o :
Rs L, l?=
Ry

1) Strong base +
H CH3—COOR{1q (XIA)
2) Ketoester of Formula X1

Ro R

l \ X—?H—CH:—?R@_CHZ—COORHQ v

N (I) OH
R3 llla ?:0
Ri1
1 M, ®S0H

e —
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-continued
R2 R
| \ X—(IJH—CHT—(I.‘,Rea—CHZ—COOMz (XIITy
N OH OH
|
R3 R,
¥ Ho®
HH | M2®©0H
Ry R
" I \ X—?H"—CHZ—([.‘,R&,—-CI'Iz—COOH (XIV)
N OH OH
|
R3 R,
K R7,0H or
CH,N,®
XVD
Ro R
e, \
C a- —_—CH— —_ — —_
oo glglglt | X ?H CHy (l:Rsa CH;—COOR7,4
N OH OH
§
R3 Ro
OH
Réa XV)

Ry R
H
> [ Vx
II\T (o]
R3 R, (I:I)

Reaction Scheme III 45 Ra

The compounds of Formula IV wherein X is a direct
bond and those wherein X is

50
C=C
H

N i/Mild oxidizing

may be synthesized by the following series of reactions: 55 R» R
R2 R | \ CHO
N
\ 60 |
I COOR |y XVID 3 R,
D H
0 N
R3 R, O Cc=C
65 Li
2) p-TsOH

M \l/Reducing agent

Page 18 of 73 PagelD: 18

14

-continued

R
| \ CHOH  (XVII)
N
I
R,

agent

(C¢Hs)3P=CH—CHO

OC,Hs XI1xa)
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~-continued

R2 R

\ H

I c=cC XX)
/

N H CHO

|
R3 R,

Reaction Scheme IV

5,354,772
16
-continued
5 R R
! \ CHO (X1X)
N
10 g, 1'(0

The compounds of Formula XVII wherein R, is R1 15

may be synthesized as follows:

Rsa
R¢ Rs
R>
| \ COORj;  (XXI)
T
Rs H
Q 1) Strong base
2) R1—1
Rsq
Ry Rs
Ry
| \ COOR 3 (XXII)
T
R3 Rj

Reaction Scheme V
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The compounds of Formula IX wherein X is —CH=—

CH— may also be synthesized by the following series of

reactions:
R> R
I \ XXIIA)
i
R3 R,

1) POY3 (XXIIB) + (R12)2N—CHO (XXIIC)

R | 2) Compound of Formula XXITA
3) OOH

55

60

65

S | Reducing agent

Rz R
I \ CH,OH  (XVIID)
N
R3 ]'{a
PY: (XVIIIA),
T | SOY, (XVIIIB) or c
Y—CO—CO—Y (XVIIIC) U (P:(Y 6Hs)z +
4
Ry R
I \ CHY (XXIII) é_
T
R3 R,
V | P(CsHs)sz
R3 R
I \ CH;—P®(Celis)s YO (XXIV)
N
R3 Illo
W 1) Strong base
CeHs g
OCH.
2 £Caly—Si—0 3 (KXV)
CeHs o
BN
H CHO
Ry R
\ o
I CH=CH O—Si-t-C4Hg
-~ ]
N H H  CeHs
R3 xlt,, o XXVD)

OCHs3
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-continued
Ry R
\ (|:6H5
| CH=CH O—Si-t-C4Hp
P
N H H CeHs XXVID
O
R3 lllo
OH
Y | Mild oxidizing agent
Ro R
\ .
| CH=CH O—Si-t-C4Hs
~ |
N H H CgHs
[ (o] (XX VIID)
" Ko ]
o
Z | Desilylation reagent
Ry R
| \ CH=CH OH (XXIX)
A~
N H H
R [ °
3 R
° il
o]

Reaction Scheme V1

The compounds of Formula XX are preferably syn-

thesized by the following reaction:

Ry R
| \ XXI11A)
Iy
R3 R,
1) (R]y_)zN\ H (XXIID) + POY3 (XXIIB)
AA C=C
H CHO
2) Compound of Formula XXIIA
3) SoH
Ra R
H
I \ C=C &XX)
7
N H CHO
|
R3 R,
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Reaction Scheme VII

The compounds of Formula IV wherein X is —(CHa.

)Jm— may be synthesized by the following series of

reactions:
R2 R
' \ CHO XIX)
T
Ra Ro
2]
1) (CeHs5)3P—CH;—OCH;3; CI® (XXIXA)
+ Strong base
2) Aldehyde of Formula XIX
3) HO
Ra R
| \ CH—~CHO (XX1XB)
T
R3 R,
53]
1) (C¢Hs);P—~CH3—0OCH3 CI© (XXIXA)
+ Strong base
2) Aldehyde of Formula XXIXB
3y HS
R> R
I \ CH>CH—CHO (XXIXC)
il
R3 R,
@
1) (C¢Hs5)3P—CH,—OCH; CI® XXIXA)
D + Strong base
2) Aldehyde of Formula XXIXC
3 HS
Ry R
CH;CHCH;—CHO (XXIXD)

3

R3

&

Reaction Scheme VIII

The compounds of Formula I wherein Z is a group of
Formula II wherein R7is R75 or Mz may also be synthe-

sized as follows:
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Ro R
T ~©Le
R3 Ro (XCIX)
EE M,9O0H .
2 FF | M;®©0R7p
(XCIXA)
Rz R
Re
l \ X-=CH—CH—C—CH; —COOM2
N OH OH ©
R3 I
Ry R
llls
I \ X—(EH—CH;—CI:—CHZ—COORW, <
N OH OH
|
R3 R, ca)y
) 30
Reaction Scheme IX
Two isomers of the compound of Formula XXV may
be synthesized by the following series of reactions:
HgOAc
AcO (9]
AB
AcO %Hojﬁ\\[% (€
OCHj3
(CI) AC \L
H OCé3 OCds3
© AE AD HO
(CV) H H <22 <22 HO (CIII)
O OCH;3 OCH3 OCH3

AF\L (CIV)
OC¢3
(VD H\% AG 5 M %HMH (cvi

OH OCH3 $28i0 OCH3 $25i0 OCH

AJ\ I (CVID) + Al \L
M €x) \'N//H (©I%)

OCH3 &

AK +

w

o
!
8
=
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-continued
OCés OCo3
o o
(CXD HO H + H H (CVD
H OCH; (‘m OCH;
AG'J/
OCé3 OH
o ) o
(CXID)  28i0 H -2E 5460 H (CXIDn
l H OCH; l H OCH;

In the above formulae,

Reais Ci-3alkyl, preferably Cj.calkyl and most prefer-

ably methyl,

R7q is Cj3alkyl, n-butyl, i-butyl, t-butyl or benzyl,

preferably Ci.3alkyl and most preferably Cj_zalkyl,

Ri1is Cjypalkyl, preferably methyl,

Riig is Ci-3alkyl, n-butyl or t-butyl, preferably ethyl

or t-butyl,

each Rz is independently Cj.zalkyl, preferably C;.

2alkyl and more preferably methyl,

each Y is chloro or bromo, preferably chloro,

Moz is M, preferably sodium or potassium, and each of

the other variables is as set forth above.

In Reaction Scheme IX,

Ac is acetyl,

® is phenyl, and

1 is t-butyl.

As utilized herein, terms such as “solvent” and “sol-
vent system” embrace mixtures of solvents and imply
that the reaction medium is a liquid at the desired reac-
tion temperature. It should, therefore, be understood
that not all of the solvents listed for a particular reaction
may be utilized for the entire recited temperature range.
It should also be understood that the solvent must be at
least substantially inert to the reactants employed, inter-
mediates generated and erd products under the reaction
conditions utilized.

The term “an inert atmosphere”, as utilized herein,
means an atmosphere that does not react with any of the
reactants, intermediates or end products or otherwise
interfere with the reaction. While a carbon dioxide
atmosphere is suitable for some reactions, the inert at-
mosphere is usually nitrogen, helium, neon, argon or
krypton, or a mixture thereof, and preferably is nitro-
gen. Most reactions, including those where the use of an
inert atmosphere is not specified, are carried out under
such an atmosphere for convenience. Usually, the inert
atmosphere is dry nitrogen in order to maintain anhy-
drous conditions.

In Reaction A, the dianion of the acetoacetic acid
ester of Formula IVA is generated with 2-2.2 equiva-
lents of a strong base per mole of said ester, and the
resulting dianion is reacted with the compound of For-
mula I'V. Among the strong bases that may be employed
are n-butyllithium, lithium diisopropylamide and so-
dium hydride. However, sodium hydride can be used
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only to generate a monoanion; it cannot be used to
generate a dianion. Consequently, when sodium hy-
dride is used to generate the monoanion, 1-1.1 equiva-
lents thereof are utilized and then 1-1.1 equivalents of
n-butyllithium or lithium diisopropylamide are utilized
to generate the dianion from the monoanion. The molar
ratio of the acetoacetic acid ester of Formula IVA to
the compound of Formula IV is preferably 1-2:1, more
preferably 1.4-1.8:1. The temperature for both steps is
conveniently —80°-10° C., preferably —20°~5° C. Both
steps of the reaction are relatively rapid; the dianion is
typically generated over the course of 20-90 minutes
while the reaction of the dianion with the compound of
Formula IV is generally run for 20-120 minutes. The
reaction is carried out under an inert atmosphere in an
anhydrous inert organic solvent, for example an ether
solvent such as tetrahydrofuran, diethyl ether, 1,2-dime-
thoxyethane or 1,2-diethoxyethane, or a mixture
thereof. The resulting compound of Formula V is a
racemate.

The initial step of Reaction A is preferably carried
out by generating the monoanion of the acetoacetic acid
ester of Formula IVA with 1-1.05 equivalents of so-
dium hydride which is then treated with 1-1.05 equiva-
lents of n-butyllithium, per mole of said acetoacetic acid
ester in each case, at a temperature of about —15°
C.-10° C.

In Reaction B, the keto group of the compound of
Formula V is reduced to 2 hydroxy group with a mild
reducing agent such as sodium borohydride or, prefera-
bly, a complex of t-butylamine and borane in an inert
organic solvent such as a lower alkanol, preferably
ethanol, conveniently at a temperature of —25°-30° C.,
utilizing at least 1, for example 2-8, equivalents of trans-
ferable hydride per mole of compound of Formula V,
under an inert atmosphere. The reaction time is suitably
1-8 hours. The compounds of Formula VI exist in four
stereoisomeric forms; however, if an optically pure
starting material of Formula V is utilized, only two
optical isomers (diastereoisomers) of the resulting com-
pound of Formula VI are obtained. The ratio of the
erythro isomer(s) to the threo isomer(s) is generally
about 3:2-2:3.
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It is often possible to separate the erythro racemate
from the threo racemate by formation of a cyclic borate
ester, separation of the borate ester derived from the
erythro racemate - by fractional crystallization and
cleavage of the cyclic borate ester by methanolysis.
Conveniently, the compound of Formula V1 is reacted
with 0.97-1 mole of boric acid per mole of the com-
pound of Formula VI (assuming 100% vyield of said
compound) in a large excess of isopropanol (e.g., 5-8
liters per mole of said compound) at 70° C.-reflux, pref-
erably at reflux, for 5-30 minutes to form the cyclic
isopropyl borate ester. By repeated fractional crystalli-
zation from isopropanol (e.g., three to five times), the
pure or virtually pure crystalline erythro cyclic isopro-
pyl borate ester is obtained, with each mother liquor
being enriched with the threo compound, the threo:ery-
thro ratio generally decreasing with each successive
mother liquor. The pure or nearly pure erythro cyclic
borate ester is then cleaved by methanolysis. Conve-
niently, the erythro cyclic borate ester is treated in a
large excess of methanol (e.g., 4-8 liters per mole of the
erythro cyclic borate ester) at 55° C.-reflux, preferably
at reflux for 0.5-1.5 hours, preferably 0.75-1 hour, to
obtain the pure or nearly pure erythro racemate of the
compound of Formula VI. The threo racemate may be
isolated from the recrystallization mother liquors, puri-
fied, if necessary, and similarly cleaved to obtain the
pure or nearly pure threo racemate of the compound of
Formula VI. This procedure is also applicable to the
compounds of Formula XVI. It constitutes the inven-
tion of Bernhard Prager.

However, it is preferred to utilize a stereoselective
reduction in order to maximize production of a mixture
of the erythro stereoisomers (racemate) of which the
preferred stereoisomer (as set forth above) is a constitu-
ent. Stereoselective Reaction B is preferably carried out
in three steps. In the first step, the ketoester of Formula
V is treated with a tri(primary or secondary Cz4alkyl)
borane, preferably triethylborane or tri-n-butylborane,
and air to form a complex. The molar ratio of the trialk-
ylborane to the ketoester of Formula V is preferably
1-1.25:1, more preferably 1.02-1.2:1, and 0.5-8 liters,
preferably 0.75-6.5 liters, of air (at 25° C. and 760 mm.
Hg) per mole of the ketoester of Formula V are typi-
cally used. The reaction temperature is suitably 0°-50°
C., preferably 20°-30° C. and the reaction time is suit-
ably 0.5-6 hours, preferably 0.5--3.5 hours. The first step
is carried out in an anhydrous inert organic solvent,
preferably an ether solvent such as tetrahydrofuran,
diethyl ether, 1,2-dimethoxyethane or 1,2-diethoxye-
thane, with tetrahydrofuran being the most preferred
solvent. In the second step, the complex is reduced with
sodium borohydride, preferably in the same solvent as
utilized for the first step, at — 100°~—40° C., preferably
—90°-—70° C., for 1-24 hours, preferably 2.5-18 hours.
Preferably, 0.4-1.6, more preferably 1.0-1.5, moles of
sodium borohydride per mole of the ketoester of For-
mula V are utilized. In the third step, the product of the
second step is treated with, preferably, anhydrous meth-
anol at 20°—40° C., preferably 20°-30° C., preferably for
0.7-5, more preferably 2-4, hours, to obtain the com-
pound of Formula VI. The amount of methanol is not
critical. However, a large excess, e.g., 50-500 moles per
mole of ketoester of Formula V, is typically utilized.

Reactions C and I are conventional basic hydrolyses
of esters. The ester of Formula V1 or diester of Formula
XII is treated with at least one equivalent of an inor-
ganic hydroxide per mole of ester group to be hydro-
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lyzed. Preferably, each mole of ester of Formula VI is
treated with 1-1.2, preferably 1-1.1, and each mole of
diester of Formula XII is treated with 2-2.3, preferably
2-2.2, equivalents of sodium hydroxide or potassium
hydroxide in a mixture of water and a water-miscible
organic solvent such as a lower alkanol, preferably a
Ci-2alkanol, at a temperature of 20° C. to reflux, more
preferably not in excess of 80° C. As is well-known, the
reaction time is inversely related to the reaction temper-
ature; however, a reaction time of 1-4 hours is generally
acceptable. For example, a reaction time of 2-4 hours is
particularly useful when the reaction is run at 20°-30°
C. When it is desired to isolate the salt of Formula VII
or XIII, it is preferable to utilize slightly less than one
equivalent of the inorganic hydroxide, e.g., 0.95-0.98
equivalents per mole of ester group to be hydrolyzed.

Reactions D and J are conventional acidifications of
a carboxylate salt to the corresponding carboxylic acid.
The reactions are effected by treating the salt of For-
mula VII or XIIT with a molar excess (e.g., 10-20%) of
a dilute aqueous acid, e.g., 2N. hydrochloric acid, the
pH of the reaction medium typically being 2-6, at, for
example, 20°-25° C. for 1-10 minutes.

In Reactions E and L the 3,5-dihydroxycarboxylic
acid of Formula VIII or XIV is cyclized to form a
lactone of Formula IX or XV, respectively. The reac-
tion may be carried out by heating the 3,5-dihydrox-
ycarboxylic acid in an anhydrous inert organic solvent,
for example a hydrocarbon such as benzene, toluene or
a xylene, or a mixture thereof, preferably at 75° C.-
reflux, more preferably not in excess of 150° C., for 3—18
hours, optionally using a Dean-Stark apparatus if the
solvent forms an azeotrope with water. The reaction is
conveniently run by refluxing the 3,5-dihydroxycar-
boxylic acid of Formula VIII or XIV in benzene for 8
hours. Preferably, however, the dihydroxycarboxylic
acid of Formula VIII or XIV is treated with a lactoniza-
tion agent, e.g., a carbodiimide, preferably a water-solu-
ble carbodiimide such as N-cyclohexyl-N'-[2-(N"-
methylmorpholinium)ethyl]carbodiimide p-toluenesul-
fonate, in an anhydrous inert organic solvent, e.g., a
halogenated lower alkane, preferably methylene chlo-
ride. When a carbodiimide, such as the aforementioned
carbodiimide, is utilized, 1-1.2, preferably 1-1.1, moles
thereof per mole of the dihydroxycarboxylic acid are
conventionally utilized, the reaction temperature is
typically 10°-35° C., preferably 20°-30° C., and the
reaction time is conveniently 2-8 hours, preferably 3-4
hours, especially when the reaction temperature is
20°-30° C. The latter procedure often results in higher
vields than the former. As is evident to those in the art,
a racemic threo 3,5-dihydroxycarboxylic acid yields a
racemic cis lactone and a racemic erythro 3,5-dihydrox-
ycarboxylic acid yields a racemic trans lactone. Use of
a mixture of threo and erythro 3,5-dihydroxycarboxylic
acids yields a mixture of cis and trans lactones (all four
possible diastereoisomers). Likewise if a single enantio-
mer of the 3,5-dihydroxycarboxylic acid is utilized, a
single enantiomer of the lactone is obtained. For exam-
ple, lactonization of a 3R,5S erythro dihydroxycar-
boxylic acid of Formula VIII yields a 4R,6S lactone of
Formula 1Xt.

In Reaction F, a monoanion of the ketone of Formula
IVB is generated by treating a solution of the ketone in
an anhydrous inert organic solvent, such as those uti-
lized for Reaction A, with 1-1.1 equivalents of a strong
base such as lithium diisopropylamide per mole of said
ketone followed by reaction of the monoanion with the
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aldehyde of Formula IV in the same solvent. The molar
ratio of the ketone of Formula IVB to the aldehyde of
Formula IV is preferably 3:1. The reaction is carried
out under an inert atmosphere. The reaction tempera-
ture is suitably —80°-—40° C., preferably —80°-—75°
C., and each of the two steps is generally carried out
over a 15-50 minute period. If the product contains, in
addition to the compound of Formula X, a compound
not of said formula, the compound of Formula X is
separated therefrom by conventional techniques, e.g.,
column chromatography or high pressure liquid chro-
matography.

In Reaction G the compound of Formula X is acyl-
ated with, for example, an acid anhydride of Formula
XA or an acyl halide of Formula XB in the presence of
a base such as pyridine or triethylamine. Conveniently,
the compound of Formula X is treated with 1-3, prefer-
ably 2, moles of said acid anhydride or acyl halide per
mole of the compound of Formula X in an excess of
pyridine or preferably in an ether solvent such as tetra-
hydrofuran containing 1-4, preferably 2.5-3, moles of a
tertiary amine base such as pyridine or, preferably,
4-dimethylaminopyridine per mole of the compound of
Formula X at 10°-50° C., preferably 20°-30° C., for
2-18, preferably 4-12, hours.

Reaction H is also a two-step reaction. First, the ester
of Formula XIA is treated with a strong base such as
lithium diisopropylamide to form a monoanion, the
molar ratio of the latter to the former being 1-1.1:1. The
reaction is carried out in an anhydrous inert organic
solvent, for example an ether such as diethyl ether,
1,2-dimethoxyethane, 1,2-diethoxyethane or, prefera-
bly, tetrahydrofuran, under an inert atmosphere. The
reaction temperature is conveniently —80°-0° C., and
the reaction time is usually 15-60 minutes. In the second
step, said monoanion is reacted with the ester of For-
mula XI under an inert atmosphere in the same solvent
system as utilized. for the first step, the molar ratio of
the compound of Formula XIA to the compound of
Formula XI preferably being 3:1. The reaction tempera-
ture is conveniently —80°-—40° C., preferably
—80°~-—70° C.,, and the reaction time is typically 15-90
minutes.

Reaction K is a conventional acid catalyzed esterifi-
cation. Conveniently, the compound of Formula XIV is
treated with a large excess of an alcohol of the formula
R7,~—OH at 20°—40° C. for 2-12 hours in the presence of
a catalytic amount of an acid such as p-toluenesulfonic
acid. The excess alcohol serves as the solvent. How-
ever, it is preferred to synthesize the compounds of
Formula XVI wherein R7, is methyl by reacting the
compound of Formula XIV with diazomethane in, pref-
erably, an anhydrous inert ether solvent such as diethyl
ether, tetrahydrofuran 1,2-dimethoxyethane or 1,2-die-
thoxyethane, more preferably diethyl ether, at, for ex-
ample, 0°-30° C., preferably 20°-25° C,, for, typically,
10-30 minutes, preferably under an inert atmosphere.
Generally, 1-4 moles, preferably 2--3 moles, of diazo-
methane per mole of the compound of Formula XIV
are utilized.

Reaction M is a conventional reduction of a lower
alkyl ester to the corresponding primary alcohol utiliz-
ing a metal hydride reducing agent such as lithium alu-
minum hydride or, preferably, diisobutylaluminum hy-
dride in an anhydrous inert organic solvent, for exam-
ple, an ether such as tetrahydrofuran, diethyl ether,
1,2-dimethoxyethane or 1,2-diethoxyethane, preferably
tetrahydrofuran. The reaction is preferably carried out
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under an inert atmosphere. The reaction temperature is
suitably —80° C.-reflux, preferably not in excess of 70>
C., more preferably —80°-25° C., and the reaction time
is suitably 3-12 hours. At least two equivalents of trans-
ferable hydride, preferably 4—4.4 equivalents, per mole
of the compound of Formula XV1II are used.

In Reaction N the alcohol of Formula XVHI is oxi-
dized under mild conditions to the aldehyde of Formula
XIX. Preferably, the alcohol of Formula XVIII is
treated with a large molar excess, e.g., 10-30 moles, of
manganese dioxide per mole of said alcohol in an inert
anhydrous organic solvent, for example, an ether such
as diethyl ether, tetrahydrofuran, 1,2-dimethoxyethane
or 1,2-diethoxyethane, at a temperature of 20° C.-reflux
(but not in excess of 80° C.). While the reaction time is
inversely related to the reaction temperature, a reaction
time of 4-24 hours, preferably 10-18 hours, when the
reaction temperature is 20°~30° C., is generally suitable.

Reaction 0 is a three-step reaction. In the first step,
cis-1-ethoxy-2-tri-n-butylstannylethylene (prepared by
adding 1 equivalent of ethoxyacetylene to tri-n-butyltin
hydride at 50° C. over a period of 1 hour and heating
under an inert atmosphere at 50°-55° C. for 3 hours and
at 60°~70° C. for 1 hour) is reacted for 1-3, preferably 2,
hours with 1-1.05 equivalents of n-butyllithium per
mole of the tin compound at —78> C. in anhydrous
tetrahydrofuran under an inert atmosphere, the n-butyl-
lithium/n-hexane solution being added dropwise, to
form cis-1-lithium-2-ethoxyethylene. In the second step,
said lithium compound is reacted with the compound of
Formula XIX in the same solvent at —80°-—4G° C.,
preferably at —80°~—70° C., under an inert atmosphere
for 2-8, preferably 3-5, hours to form an intermediate
compound. The molar ratio of the starting ethoxyethe-
nyltin compound to the compound of Formula XIX is
1-1.15:1. In the third step, said intermediate compound
is treated with a catalytic amount of p-toluenesulfonic
acid (e.g., 0.5-2 g. of said acid per mole of the com-
pound of Formuia XIX) in an inert aqueous organic
solvent, e.g., a mixture of water and tetrahydrofuran,
for 1-5, preferably 1.5-2.5, hours, preferably at 20°-25°
C.

Reaction P is a Wittig reaction and is carried out
under conventional Wittig reaction conditions. The
compound of Formula XIX is treated with 1-1.2 moles
of the compound of Formula XIXA (per mole of the
former) in an inert organic solvent, for example an an-
hydrous ether or hydrocarbon such as diethyl ether,
1,2-dimethoxyethane, 1,2-diethoxyethane, benzene or
toluene, at 20° C.-reflux, preferably not in excess of 140°
C. for 2-18 hours. 1t is preferable to carry out the reac-
tion under an inert atmosphere.

In Reaction Q, the indole of Formula XXI is N-
alkylated with an alkyl iodide of the formula R;-I in a
two-step reaction. In the first step, the indole of For-
mula XXT is treated with a strong base such as n-butylli-
thium or, preferably, sodium hydride, to generate an
anion which, in the second step, is reacted with the
alkyl iodide. Both steps are carried out in an anhydrous
inert organic solvent such as tetrahydrofuran, diethyl
ether, 1,2-dimethoxyethane, 1,2-diethoxyethane, dieth-
ylacetamide or, preferably, dimethylacetamide, the first
step at —20°—30° C. and the second step at —15° C.-
reflux, preferably not in excess of 80° C. most preferably
20°-30° C. The first step generally takes 15-60 minutes
while the second step generally takes 1-5, usually 2-4,
hours. 1-1.2 moles of the strong base per mole of the
indole of Formula XXI are utilized in the first step, and



Case 3:08-cv-05042-PGS-TJB Document 1 Filed 10/10/08 Page 25 of 73 PagelD: 25

5,354,772

27
1-1.2 moles of the alkyl iodide per mole of said indole
are utilized in the second step. An inert atmosphere is
used for each step.

Reaction R is a three-step Vilsmeier-Haack reaction.
In the exothermic initial step, the phosphorus oxyhalide
of Formula XXIIB, preferably phosphorus oxychloride,
and the N,N-dialkylformamide of Formula XXIIC,
preferably dimethylformamide, are reacted to form an
iminium salt. The reaction temperature is suitably
0°-35° C., preferably 0°~15° C., and the reaction time is
suitably 5-60 minutes, preferably 10-20 minutes. Typi-
cally, 1-5 moles of the phosphorus oxyhalide and at
least 1 mole of the N,N-dialkylformamide of Formula
XXIIC, per mole of the indole of Formula XXIIA to be
utilized in the second step, are used; preferably, how-
ever, 1.2-5 moles of the phosphorus oxyhalide and at
least 1.5 moles of the N,N-dialkylformamide per mole
of the indole of Formula XXIIA are used. If the N,N-
dialkylformamide is a liquid, a large molar excess of it is
utilized, the excess serving as the solvent. Alternatively,
the reaction may be run in a liquid lower alkyl nitrile,
such as acetonitrile, or a mixture thereof with the excess
N,N-dialkylformamide. In the second step, the iminium
salt is reacted with the indole of Formula XXIIA. The
reaction temperature is suitably 60°-120° C., preferably
80°-105° C. (not in excess of reflux in each case) and
while the reaction time is inversely related to the reac-
tion temperature, it is suitably 3-18 hours, preferably
4-16 hours. The second step is carried out in the same
solveat as the first step, both steps being carried out
under anhydrous conditions and an inert atmosphere. In
the third step, the adduct produced in the second step is
decomposed with, for example, at least 4, preferably
4-6, more preferably 4, equivalents of an aqueous base,
preferably aqueous sodium or potassium hydroxide, per
mole of the phosphorus oxyhalide to liberate the alde-
hyde of Formula XIX. Preferably, the exothermic third
step is carried out at —10°—45° C. The third step is
conveniently carried out by slowly adding 4-6 equiva-
lents (per mole of the phosphorus oxyhalide) of, for
example, 15% sodium hydroxide solution to the adduct
of the second step stirred at 10°-25° C., the rate of the
addition being such that the temperature of the reaction
mixture does not exceed 45° C. This reaction and Reac-
tion AA are described in greater detail in application
Ser. No. 06/635,304, filed on Jul. 27, 1984 by Robert E.
Walkup and entitled Process For The Preparation of
2-Formyl-Indoles and now abandoned.

The aldehyde of Formula XIX is reduced to the alco-
hol of Formula XVIII in Reaction S with, preferably, a
metal hydride reducing agent such as lithium aluminum
hydride, diisobutylaluminum hydride or, preferably,
sodium borohydride in an anhydrous inert organic sol-
vent, e.g., an ether such as tetrahydrofuran, diethyl
ether, 1,2-dimethoxyethane or 1,2-diethoxyethane or,
when sodium borohydride is utilized, a mixture of such
an ether and a lower alkanol, preferably a 9-15:1 mix-
ture of tetrahydrofuran and methanol (by volume). The
reaction temperature is suitably —5°—35° C., prefera-
bly 0°-25° C. At least one equivalent of transferable
hydride per mole of the aldehyde of Formula XIX is
utilized. When sodium borohydride is the reducing
agent, preferably 0.25-1, more preferably 0.35-0.5,
moles thereof per mole of the aldehyde of Formula XIX
is utilized. The reaction is preferably carried out under
an inert atmosphere for, for example, 0.5-3 hours.

Reaction T is a conventional phosphorus trihalide,
thionyl halide or oxalyl halide halogenation reaction. It
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is conveniently carried out by reacting the alcohol of
Formula XVIII with an excess of a phosphorus trihalide
of Formula XVIIIA (e.g., one mole of phosphorus tri-
halide), 1-2, preferably 1.2-2, more preferably 1.5-1.8,
moles of a thionyl halide of Formula XVIIIB or 1-1.2,
preferably 1.05-1.1, moles of an oxalyl halide of For-
mula XVIIIC (per mole of the alcohol of Formula
XVII in each case) in an anhydrous inert organic sol-
vent, preferably an ether such as diethyl ether or tetra-
hydrofuran, optionally containing a trace of dimethyl-
formamide, at a temperature of 20°-35° C. for 4-25
hours when a phosphorus trihalide is utilized or a tem-
perature of —10°—20° C,, preferably —10°—10° C.,
more preferably —10°—5° C., for 2-4 hours when a
thiony! halide or oxalyl halide is utilized.

In Reaction U the alcohol of Formula XVTII is re-
acted with 1-2, preferably 1-1.2, moles of triphenyl-
phosphine and at Ieast one mole of carbon tetrachloride
or carbon tetrabromide (per mole of said alcohol in each
case) at a temperature of — 10° C.-reflux, preferably no
higher than 120° C,, for 4-18 hours. The reaction may
be run neat (i.e., using an excess of carbon tetrachloride
or carbon tetrabromide as the solvent) or in an ether or
hydrocarbon solvent, for example, diethyl ether, tetra-
hydrofuran, benzene or toluene. When the reaction is
run neat, the preferred temperature range is 25° C.-
reflux, more preferably no higher than 100° C.

In Reaction V, the halomethylindole of Formula
XXIII is reacted in an anhydrous inert organic solvent,
for example a hydrocarbon such as benzene, toluene or
xylene, or a mixture thereof, with 1-1.25 moles of tri-
phenylphosphine per mole of the halomethylindole.
The reaction temperature is conveniently 60° C.-reflux,
preferably not in excess of 150° C., more preferably
100°-110° C., and, while the reaction time is inversely
related to the reaction temperature, it is conveniently
1-8 hours, preferably 3-6 hours. The reaction is run
under an inert atmosphere.

Reaction W is a two-step reaction. First, the phos-
phonium compound of Formula XXIV is treated with
1-1.1 moles of a strong base such as sodium hydride or
n-butyllithium per mole of phosphonium compound in
an anhydrous inert organic solvent, for example an
ether or hydrocarbon such as tetrahydrofuran, benzene
or toluene, under an inert atmosphere at a temperature
of 0°~25° C. for 5-60 minutes. The resulting intermedi-
ate is, in the second step, reacted with an aldehyde of
Formula XXV. The reaction temperature for the sec-
ond step is conveniently —10° C.-reflux, preferably no
higher than 80° C., more preferably 20°-30° C., the
initial reaction temperature preferably being —10°—0°
C,, e.g., 0° C,, the reaction time conveniently being 2-24
hours. The reaction solvent is conveniently the same as
that utilized in the first step. The molar ratio of the
aldehyde of Formula XXV to the phosphonium com-
pound of Formula XXIV is conveniently 1-1.1:1. The
product is a mixture of the compound having a trans
double bond (the (E) compound) and the compound
having a cis double bond (the (Z) compound), of which
the former predominates. The (E) and (Z) compounds
may be separated by conventional means and separately
employed in the succeeding reactions or the mixture
may be carried through the remaining reactions of Re-
action Scheme V to obtain a mixture of the (E) and (Z)
compounds of Formula XXIX which may be separated
by conventional means, e.g., column chromatography
or high pressure liquid chromatography. Alternatively,
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the (E) and (Z) compounds may be separated after Re-
action X or Reaction Y.

The methoxy group on the tetrahydropyran ring of
the compound of Formula XXVI is hydrolyzed to a
hydroxy group with acid in Reaction X. The hydrolysis
is conveniently carried out in an aqueous inert organic
solvent containing an organic or mineral acid, e.g., a
mixture of 10% hydrochloric acid and tetrahydrofuran
or, preferably, 3:2:1 (by volume) glacial acetic acid/tet-
rahydrofuran/water at a temperature of 10°-100° C.,
preferably 60° C. with the latter acid system. While the
reaction time is inversely related to the reaction temper-
ature, a reaction time of 8-24 hours is generally accept-
able, for example 18-19 hours when the reaction tem-
perature is 60° C. This reaction is accompanied by some
epimerization at the 6-carbon atom of the lactone ring.
The use of aqueouns hydrochloric acid results in more
epimerization than does the use of a mixture of acetic
acid, tetrahydrofuran and water.

In Reaction Y the hydroxypyran of Formula XXV1I
is oxidized to the lactone of Formula XXVIII under
very mild conditions as is known in the art. For exam-
ple, the compound of Formula XXVII is treated with
1-6, preferably 2-6, especially 2-5, moles of anhydrous
N-methylmorpholine-N-oxide per mole of the com-
pound of Formula XXVII and a catalytic amount of
dichlorotris(triphenylphosphine)ruthenium I (e.g.,
0.01-0.1, preferably 0.05-0.07, moles per mole of the
compound of Formula XXVII) at 0°—40° C., preferably
20°-30° C., in an anhydrous inert organic solvent, e.g.,
dimethylformamide or, preferably, acetone, for 5-60
minutes, preferably under an inert atmosphere. (See
Sharpless et al., Tetrahedron Letters 1976, 2503-2506.)
Alternatively, an excess of silver carbonate on Celite ®
may be utilized. Suitable solvents include hydrocarbons
such as benzene, toluene and the xylenes. The reaction
temperature is conveniently 0° C.-reflux, preferably no
higher than 150” C., more preferably 100° C.-reflux, and
the reaction time is conveniently 1-18 hours.

In Reaction Z, the silyl group of the compound of
Formula XXVIII is cleaved under mild conditions
with, for example, a fluoride reagent such as tetra-n-
butylammonium fluoride in an anhydrous inert organic
medium containing glacial acetic acid, preferably tetra-
hydrofuran containing 1.2-1.8 moles of glacial acetic
acid per mole of the fluoride compound. The reaction
temperature is suitably 20°-60° C., preferably 20°-30°
C., and the reaction time is suitably 2-24 hours, particu-
larly when the reaction temperature is 20°-30° C. Con-
veniently, 1-4 moles of fluoride reagent per mole of
compound of Formula XXVIII are utilized.

Reaction AA is also a three-step Vilsmeier-Haack
reaction. In the exothermic initial step, the phosphorus
oxyhalide of Formula XXIIB, preferably phosphorus
oxychloride, is reacted with the 3-dialkylaminoacrolein
of Formula XXIID, preferably 3-dimethylaminoa-
crolein, to form an iminium salt. The reaction tempera-
ture is suitably —10°—25° C,, preferably —10°—5° C,,
and the reaction time is suitably 5-40 minutes, prefera-
bly 10-30 minutes. The reaction is carried out in a lower
alkyl nitrile, preferably acetonitrile. Suitably, 1-5
moles, preferably 2-4 moles, of the phosphorus oxyha-
lide and the 3-dialkylaminoacrolein per mole of the
indole of Formula XXIIA to be utilized in the second
step are utilized. In the second step, the iminium salt of
the first step is reacted with the indole of Formula
XXIIA at, preferably, a temperature of 60°-100° C.,
more preferably 65°-85° C., for, preferably, 5-30 hours,
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more preferably 6-24 hours. The second step is carried
out in the same solvent as the first step, both steps being
carried out under anhydrous conditions and an inert
atmosphere. In the third step, which is very exothermic,
the adduct produced in the second step is decomposed
with, for example, an aqueous base, preferably aqueocus
sodium or potassium hydroxide, preferably at — 15°-45°
C., more preferably — 10°-25° C., in a manner similar to
the third step of Reaction R. As in the case of Reaction
R it is preferable to employ at least 4, more preferably
4-6, and most preferably 4, equivalents of the base per
mole of the phosphorus oxyhalide.

Reactions BB, CC and DD are three-step reactions
for converting the aldehyde of Formula XIX, XXIXB
or XXIXC to the aldehyde of Formula XXIXB,
XXIXC or XXIXD, respectively. In the first step, the
compound of Formula XXIXA is reacted with a strong
base such as phenyllithium, n-butyllithium, sodium hy-
dride or potassium t-butoxide to form
(C6H5)sP—CH-—-OCHj3 in an anhydrous inert organic
solvent, for example, tetrahydrofuran, diethyl ether or
bis-(2-methoxyethyl) ether under an inert atmosphere at
—40°-0° C. for 1.5-4 hours. 1-1.03 moles of the strong
base per mole of the compound of Formula XXIXA are
conveniently utilized. The obtained
(CeH5)3;P=—CH—OCH} is reacted with the aldehyde of
Formula XIX, XXIXB or XXIXC, as the case may be,
in the second step (to obtain an enol ether) in an anhy-
drous inert organic solvent, conveniently the solvent
utilized in the first step at —50°-25° C., preferably
—20°—10° C, for 10-24 hours. Conveniently, 1-1.05
moles of (C¢Hs)3s P—CH—OCH3 per mole of the alde-
hyde of Formula XIX, XXIXB or XXIXC are utilized.
The enol ether product of the second step is hydrolyzed
with an acid to obtain the aldehyde of the Formula
XXIXB, XXIXC or XXIXD in the third step. Suitable
acids include strong inorganic acids such as 70% aque-
ous perchloric acid or concentrated hydrochloric acid;
a large molar excess of the acid is usually employed.
The hydrolysis temperature is conveniently 0°-30° C.,
the hydrolysis time is conveniently 8-24 hours, and the
solvent is conveniently a mixture of the excess aqueous
acid and an inert organic solvent, e.g., diethyl ether or
tetrahydrofuran.

In Reaction EE the lactone of Formula XCIX is
hydrolyzed to the carboxylate salt of Formula C. It is
convenient to react the lactone of Formula XCIX with
0.95-1, preferably 0.97-0.99, equivalent of an inorganic
base of the formula M>®©O0H, preferably sodium hy-
droxide or potassium hydroxide, per mole of the lactone
in an inert aqueous organic solvent, preferably a mix-
ture of water and a lower alkanol, e.g., methanol or,
preferably, ethanol, at, preferably, 20°-75° C., more
preferably 20°-70° C., for, preferably, 1-6 hours, more
preferably 14 hours, to obtain the carboxylate salt. As
is evident to those in the art, a racemic cis lactone of
Formula XCIX yields a racemic threo carboxylate salt
of Formula C and a racemic trans lactone of Formula
XCIX yields a racemic erythro carboxylate salt of For-
mula C. Likewise, if a single enantiomer of the lactone
of Formula XCIX is utilized, a single enantiomer of the
carboxylate salt of Formula C is obtained. For example,
if a 4R,6S lactone is utilized, the product is the 3R,5S8
carboxylate salt.

Reaction FF is conveniently carried out by reacting
the compound of Formula XCIXA with the lactone of
Formula XCIX at 0°-70° C., preferably 0°-25° C. when
R7p is primary alkyl, for 1-12 hours, preferably 1-3
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hours when R7p is primary atkyl, in an anhydrous inert
organic solvent, for example an ether such as tetrahy-
drofuran or, if a liquid, the alcohol of the formula
R75—OH (R75 must be the same as in the compound of
Formula XCIXA). Generally, at least 2, preferably
2-10, more preferably 2.05-2.5, moles of the compound
of Formula XCIXA per mole of the lactone of Formula
XCIX are employed. A racemic trans lactone of For-
mula XCIX vyields a racemic erythro ester of Formula
CA, a racemic cis lactone of Formula XCIX yields a
racemic threo ester of Formula CA, and a chiral lactone
of Formula XCIX yield a chiral ester of Formula CA,
e.g., a 4R,08 lactone yields a 3R,5S ester.

Reactions GG and HH are conventional neutraliza-
tions. Typically, the carboxylic acid of Formula VIII or
XIV is reacted with 0.95-1, preferably 0.96-0.98, equiv-
alent of the base of the formula M, ®SO0H at 0°-25° C,,
preferably 20°-25° C., for 2-10 minutes, in an inert
aqueous organic solvent, e€.g., a mixture of water and a
lower alkanol such as methanol or, preferably, ethanol.

Reactions AB-AG are carried out essentially as de-
scribed in detail in U.S. Pat. 4,474,971 and Reactions
AH and AI may be carried out as described in detail
therein.

However, it is preferable to utilize 70% aqueous tri-
fluoroacetic acid for Reaction AH, the cleavage of the
trityl group. This reaction is preferably carried out in
methylene chloride under an inert atmosphere utilizing
1-1.25, more preferably 1.1-1.2, moles of trifluoroacetic
acid per mole of the compound of Formula CVIIL. The
reaction is commenced at —80°~—350° C., preferably
—55° C., the temperature is allowed to rise to — 10°—0°
C. over a period of 1 hour, and the reaction mixture is
stirred at 0°-10° C. for 3 hours. It is preferred to termi-
nate the reaction when only about 80% of the com-
pound of Formula CVII has reacted in order to mini-
mize byproduct formation.

It is preferred to carry out Reaction Al, the oxidation
of the hydroxymethyl group to the formyl group, with
pyridinium chlorochromate or, especially, chromium
trioxide. When pyridinium chlorochromate is utilized, it
is preferable to utilize 1.5-2.5, more preferably 2, moles
thereof per mole of the compound of Formula CVIII,
and the reaction is preferably carried out in an anhy-
drous halogenated lower alkane such as methylene
chloride under an inert atmosphere, a suitable reaction
temperature being 20°-30° C. and a suitable reaction
time being 2.5-3.5 hours. When chromium trioxide is
utilized, the reaction is carried out under Collins oxida-
tion conditions. It is preferable to utilize 5-10, more
preferably 8, moles of chromium trioxide (preferably
complexed with pyridine, more preferably 2 moles of
pyridine is complexed with one mole of chromium tri-
oxide) per mole of the compound of Formula CVIII,
and the reaction is run in an anhydrous halogenated
lower alkane, such as methylene chloride, optionally
containing some (e.g., 1 mole per mole of chromium
trioxide) pyridine. A suitable reaction time is 2-3.5
hours, preferably 2 hours, and a suitable reaction tem-
perature is 20°-30° C.

The preferred reaction conditions for Reactions
AB-AI are:

AB: (1) sodium, methanol, 20° C., 15 minutes; (2)

mercuric acetate, 25° C., 4 hours.

AC: sodium chloride, sodium borohydride, me-

thanol +isopropanol, 20° C., 4 hours.

AD: triphenylmethyl chloride, pyridine, 35° C., 30

hours.
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AE: (1) sodium hydride, tetrahydrofuran, 20° C., 3
hours; (2) 1-(2',4',6'-triisopropylphenylsulfonyl-
Jimidazole, —30°-—20° C., 2 hours.
AF: lithium aluminum hydride, methy! t-butyl ether,
—10° C., 16 hours.

AG: t-butyldiphenylchlorosilane, imidazole, N,N-

dimethylformamide, 20° C., 18 hours.

AH: 70% aqueous trifluoroacetic acid, methylene

chloride, —55°—0°-10° C., 4 hours.

Al: chromium trioxide/pyridine, pyridine, methylene

chloride, 20°-25° C., 2 hours.

The reaction conditions set forth above for Reactions
AB-AG should be read in conjunction with Steps A-F
of Example 1 of U.S. Pat. No. 4,474,971. Steps A-H of
said Example 1 in columns 9-14 of said patent are
hereby incorporated by reference.

Reaction AJ is a conventional oxidation of an alcohol
to a ketone. Suitable oxidants and reaction conditions
include those set forth above for Reaction Al

Reaction AK is a conventional reduction of a ketone
to an alcohol. Suitable reducing agents and conditions
include those set forth above for Reactions B (non-
stercoselective) and S, sodium borohydride being a
preferred reducing agent. A mixture of the alcohols of
Formulae CVI and CXI is produced. The mixture may
be separated by conventional means, e.g., high pressure
liquid chromatography or column chromatography, or
the mixture may be utilized in the succeeding reactions
(Reactions AG/AG', AH/AH', AJ/AY, W, X, etc.) to
obtain a mixture of products, with the products sepa-
rated by conventional techniques after any reaction, as
may be desired or convenient.

Reactions AG'-AI’ may be carried out as described
above and in U.S. Pat. No. 4,474,971 for Reactions
AG-AI, respectively.

Most of the molar amounts (ratios) set forth above are
merely exemplary and may be varied, as is evident to
one of ordinary skill in the art. For example, in a reac-
tion of two compounds one of which is readily available
and one of which isn’t, an excess of the readily available
compound may be used to drive the reaction further
towards completion (unless the use of an excess would
increase the synthesis of an undesired compound).

Likewise, most of the temperature ranges and reac-
tion times set forth above are merely exemplary, and it
is within the ability of one of ordinary skill in the art to
vary those that are not critical. As is well-known, the
reaction time is often inversely related to the reaction
temperature. Generally, each reaction is monitored by,
for example, thin layer chromatography and is termi-
nated when at least one starting material is no longer
present, when it appears that no more of the desired
product is being formed, etc.

Conventional work-up procedures have generally
been omitted from the preceding discussion, e.g., the
work-up procedure for Reaction FF involves the use of
water.

Aan alternate process for the synthesis of certain com-
pounds of Formulae VI and IXt wherein X is —CH=—
CH— involves the reaction of 2 compound of Formula
XX1V with methyl 3,5-di-(t-butyldiphenylsilyloxy)-6-
oxohexanoate (Compound 8 of Kapa, Tetrahedron Let-
ters 23, 2435-2438 (1984)), the corresponding ethyl
ester or another corresponding ester. The synthesis of
said compound is disclosed therein, and the correspond-
ing esters may be synthesized analogously. Also set
forth therein are reaction conditions for reacting said
deprotected aldehyde ester (Compound 8) with a Wittig
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reagent and for deprotecting the resulting olefin. The
reaction conditions set forth in said publication as well
as those set forth above for Reactions W and Z may be
utilized to obtain racemic compounds of Formula IXt
wherein X is —CH=—CH-— as well as racemic erythro
compounds of Formula VI wherein X is —CH=—CH—
(if the desilylation reaction is carried out at 20°-25° C.).
In each case, the product is a mixture of the (E) olefin
and the (Z) olefin, with the former predominating (usu-
ally by a factor of —8:1) which may be separated by
conventional means.

The compounds of Formulae IVA, IVB, XA, XB,
XIA, XVII, XVIIIA-XVIIIC, XIXA, XXI, XXIIA-
XXIID, XXIXA and CI and the reagents not desig-
nated by a Roman numeral (e.g., 1-(2’,4',6'-triisopropyl-
phenylsulfonyl)imidazole) are known or, if unknown,
may be synthesized by processes analogous to those
described in the literature for similar known com-
pounds. Compound CI is commercially available tri-O-
acetyl-D-glucal. As for the compound of Formula
XXV, one isomer is disclosed in Yang et al., Tetrahe-
dron Letters 23, 4305-4308 (1982), another is disclosed
in U.S. Pat. No. 4,474,971 and in Reaction Scheme IX
and the synthesis of a third isomer is disclosed in Reac-
tion Scheme IX. The isomer of Yang et al. and the
isomer disclosed in U.S. Pat. No. 4,474,971 (and in Re-
action Scheme IX) yield compounds of Formula XXIX
having the 4R,6S configuration and, as a result of epi-
merization in Reaction X, compounds of said formula
having the 4R,6R configuration. Compounds of For-
mula XXIX having the 4S,6R and 4S,6S configuration
may be obtained from the other isomer whose synthesis
is disclosed in Reaction Scheme IX.

Since optically pure compounds of Formula XXV
are avatlable, Reaction Scheme V may be utilized to
obtain optically pure compounds of Formula XXIX
which may be converted into optically pure compounds
of Formulae VI, VII, XIII, etc. by Reaction Scheme
VIII Reactions D, J, K, etc. may be utilized to convert
the obtained optically pure compounds of Formulae VI,
VII, X111, etc. to the corresponding compounds having
another Ry group.

The product of each reaction may, if desired, be puri-
fied by conventional techniques such as recrystalliza-
tion (if a solid), column chromatography, preparative
thin layer chromatography, gas chromatography (Gf
sufficiently volatile), fractional distillation under high
vacuum (if sufficiently volatile) or high pressure liquid
chromatography. Often, however, the crude product of
one reaction may be employed in the following reaction
without purification.

As is evident to those in the art, each of the com-
pounds of Formulae V, X and XI has a single center of
asymmetry and, therefore, may be resolved into two
optically active isomers. When a compound of Formula
V or X1 is converted into a compound of Formula VI or
XII, respectively, an additional center of asymmetry is
generated. Consequently, when a racemic compound of
Formula V or X1 is utilized, four sterecisomers (two
pairs of diastereoisomers) of the resulting compound of
Formula VI or XII are formed, whereas when an opti-
cally pure compound of Formula V or XI is utilized,
two diasterecisomers of the compound of Formula VI
or XII are formed.

The compounds of Formulae I, VI-IX and XII-XVI
have two centers of asymmetry and, therefore, exist in
four stereoisomeric forms. Except where the compound
is formed from an optically pure precursor already
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having both chiral carbon atoms or where the reaction
involves the use of a stereospecific reagent that gives an
optically pure product, the compound is obtained as a
mixture of two (if formed from an optically pure com-
pound having one center of asymmetry) or four @if
formed from a racemic compound having one center of
asymmetry) stereoisomers.

The obtained mixtures of stereoisomers may be sepa-
rated by conventional means. For example, diastereoi-
somers may be separated by fractional crystallization,
column chromatography, preparative thin layer chro-
matography and high pressure liquid chromatography.
Each compound of Formula IX may, for example, be
separated by the high pressure liquid chromatography
technique into its cis and trans components (Formulae
IXc¢ and IXt, respectively), each of which is a racemate
that may be resolved into two optically active enantio-
mers.

Techniques for separating a racemate into its two
optically active enantiomers are known. For example, a
racemic compound having a carboxylic acid group may
be reacted with an optically pure organic base having at
least one center of asymmetry to form a mixture of
diastereoisomeric salts that may be separated by frac-
tional crystallization or it may be reacted with an opti-
cally pure alcohol having at least one center of asymme-
try to form a mixture of diastereoisomeric esters which
may be separated by conventional technigues such as
those set forth above or below. Likewise, a racemic
compound having a carboxylic acid, ester or lactone
group may be reacted with an optically pure organic
base, i.e., an amine, to form a mixture of diastereoiso-
meric amides that may be separated by conventional
means, e.g., fractional crystallization, column chroma-
tography and/or high pressure (performance) liquid
chromatography (HPLC). For example, a racemic lac-
tone of Formula IX or XV may be reacted with an
excess of R-(+)-a-methylbenzylamine (or the corre-
sponding S-(—) compound to form a mixture of two
diastereoisomeric a-methylbenzylamides which may be
separated by, for example, column chromatography on
a silica gel column utilizing 15% acetone/methylene
chloride as the eluant and/or by HPLC using a Partisil
column with 9:1 hexane/isopropanol as the mobile
phase. Often it is desirable to utilize both techniques,
i.e., to partially separate the diastereoisomers by column
chromatography and to purify each fraction by HPLC.
Typically, the a-methylbenzylamides are synthesized
by reacting the racemic lactone with a large molar
excess of the amine at 20°-25° C. for 16-24 hours. The
reaction is run neat with the excess amine serving as the
solvent. After the reaction, the excess amine is removed
by vacuum distillation at 25°-35° C. After separation,
each chiral amide may be hydrolyzed to the corre-
sponding, for example, sodium, salt by, for example,
refluxing with 1.5-3, preferably 2-2.2, equivalents of a
base such as sodium hydroxide for 5-25 hours in a mix-
ture of water and ethanol. The resulting salts may be
converted to the corresponding free acids, esters, lac-
tones and other salts by conventional means such as
Reactions D, E, J, K, EE, FF, GG and HH. On the
other hand, a racemic compound having a hydroxy
group may be esterified with an optically pure carbox-
ylic acid having at least one center of asymmetry to
form a mixture of diastereoisomeric esters or it may be
reacted with an optically pure trisubstituted silyl halide,
preferably  (—)-a-naphthylphenylmethylchlorosilane
(Sommer et al., J. Am. Chem. Soc. 80, 3271 (1958).), to
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form a mixture of two diastereoisomeric silyloxy com-
pounds, which mixture may be separated by conven-
tional techniques. For example, diastereoisomeric (—)-
a-naphthylphenylmethylsilyl derivatives of a lactone of
Formula IX, especially of Formula IXt, may be sepa-
rated on a silica column (e.g., having an internal diame-
ter of 1 cm. and a length of 25 cm.) having covalently
bound L-phenylglycine utilizing, as the eluant, 1:1 (by
volume) n-hexane/acetone. After separation, the opti-
cally pure salts, amides, esters or silyloxy compounds
are reconverted to the corresponding carboxy group-
or hydroxy group-containing compounds with reten-
tion of optical purity. For example, the process condi-
tions disclosed for Reaction Z may be utilized to cleave
(—)-a-naphthylphenylmethylsilyl and other silyl
groups.

The compounds of Formula I (and each and every
subscope thereof) wherein Z is a group of Formula II
and Ry is hydrogen may be converted into the corre-
sponding compounds wherein R7is a cation, e.g., M, or
R75 by conventional means, e.g., Reaction K, FF or GG
(by treatment with a base having M as its cation, e.g., 2
base of the formula M+49OH)4, wherein q is 1, 2 or 3).
Likewise, those wherein Z is a group of Formula II and
R is any cation, e.g., M, may be converted into the
corresponding compounds wherein R7 is hydrogen or
any other cation, e.g., M, by conventional means, e.g.,
Reactions D and J and ion exchange.

Since any compound of Formula I wherein Z is a
group of Formulia IT wherein R7is a cation other than M
may be converted into the corresponding compound
wherein R7 is hydrogen, M, Cj.3alkyl, n-butyl, i-butyl,
t-butyl, etc., the compounds of Formula I wherein Z is
a group of Formula II and Ry is a pharmaceutically
unacceptable cation are also within the scope of this
invention since they are useful as intermediates. How-
ever, such compounds are not compounds of Formuila I
as utilized in this application, except where indicated to
the contrary.

Besides having the utility set forth below, every com-
pound of Formula I is useful as an intermediate in the
synthesis of one or more other compounds of Formula
I utilizing the reactions set forth above. Reactions C-E
and J-L may be utilized to convert compounds of For-
mula I wherein Z is a group of Formula II into the
corresponding compounds wherein Z is a group of
Formula III and, as set forth above, into the corre-
sponding compounds wherein Z is a group of Formula
IT having a different Ry group and Reactions EE and
FF may be utilized to convert compounds of Formula I
wherein Z is a group of Formula III into corresponding
compounds wherein Z is a group of Formula II.

Also within the scope of this invention are the inter-
mediates of Formulae V, X, XI, XII, XX, XXIV,
XX VI-XXVIIT and XXIXB-XXIXD. The preferences
for each variable are the same as those set forth for the
compounds of Formula I, with the preferred groups of
such compounds including those that correspond to
Groups (i)-(xiii), (xxi)-(xxxii), (xxxix)-(Iiv) and (Ixvii)-
(cxlvii) (for Formulae V, X-XII, XX, XXIV and
XXIXB-XXIXD) and Groups (xiv)-(xx), (xxxiii)-
(xxxviii), (Iv)-(Ixvi) and (cxlix)-(cxcviii) (for Formulae
XXVI-XXVIII) to the extent consistent therewith.

The entire specification of great-grand-parent appli-
cation Ser. No. 06/443,668 (particularly pages 1-29,
34-36 and 49-66, especially pages 1-7) and pages 1-7
and 52-59 of great-grand-parent application Ser. No.
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06/548,850 are hereby incorporated by reference as if
completely set forth herein.

The compounds of Formula I are competitive inhibi-
tors of 3-hydroxy-3-methylglutaryl coenzyme A
(HMG-CoA) reductase, the rate limiting enzyme in
cholesterol biosynthesis, and, therefore, they are inhibi-
tors of cholesterol biosynthesis. Consequently, they are
useful for lowering the blood cholesteroi Ievel in ani-
mals, e.g., mammals, especially larger primates, and,
therefore, as hypolipoproteinemic and anti-atheroscle-
rotic agents. The biological activity of the compounds
of Formula I is demonstrated in the following three
tests:

Test A. In Vitro Microsomal Assay of HMG-CoA
Reductase Inhibition:

200 pl. aliquots (1.08-1.50 mg./ml.) of rat liver micro-
somal suspensions, freshly prepared from male Sprague-
Dawley rats (150-225 g. body weight), in Buffer A with
10 mmol. dithiothreitol are incubated with 10 ul. of a
solution of the test substance in dimethylacetamide and
assayed for HMG-CoA reductase activity as described
in Ackerman et al., J. Lipid Res. 18, 408-413 (1977). In
the assay the microsomes are the source of the HMG-
CoA reductase enzyme which catalyzes the reduction
of HMG-CoA to mevalonate. The assay employs a
chloroform extraction to separate the product,
[1*Clmevalonolactone, formed by the HMG-CoA re-
ductase reaction from the substrate, [I4C]JHMG-CoA.
[3H]mevalonolactone is added as an internal reference.
Inhibition of HMG-CoA reductase is calculated from
the decrease in specific activity [14C/3H]mevalonate) of
test groups compared to controls.

Test B. In Vitro Cell Culture Cholesterol Biosynthesis
Screen

The cell culture is prepared as follows: Stock mono-
layer cultures of the FuSAH rat hepatoma cell line
(originally obtained from G. Rothblat; see Rothblat,
Lipids 9, 526-535 (1974)) are routinely maintained in
Eagle’s Minimum Essential Medium (EMEM) supple-
mented with 10% fetal bovine serum (FBS) in 75 cm.2
tissue culture flasks. For these studies, when the cul-
tures reach confluence, they are removed by mild enzy-
matic treatment with 0.25% trypsin in Hanks’ balanced
salt solution {without calcium and magnesium). After
centrifugation of the cell suspension and aspiration of
the enzymatic solution, the cell pellet is resuspended in
an appropriate volume of media for seeding into 60 mm.
tissue culture dishes. The cultures are incubated at 37°
C. in an atmosphere of high humidity and 5% carbon
dioxide. When the cultures are confluent (approxi-
mately 5 days), they are ready for use. The culture
media is aspirated from the dishes and replaced with 3
ml. of EMEM supplemented with 5 mg./ml. of delipi-
dized serum protein (DLSP) prepared by the method of
Rothblat et al., In Vitro 12, 554-557 (1976). Replace-
ment of the FBS with DLSP has been shown to stimu-
late the incorporation of [l4Clacetate into steroi by
removing the exogenous sterol supplied by the FBS,
thereby requiring the cells to synthesize sterol. En-
hanced 3-hydroxy-3-methylglutaryl Coenzyme A re-
ductase (HMG-CoA reductase) activity is measurable
in the cells in response to the lack of exogenous sterol.
Following approximately 24 hours incubation at 37° C.
in the DLSP supplemented media, the assay is initiated
by the addition of 3 pCi of [4Clacetate and the test
substance solubilized in dimethylsulfoxide (DMSO) or
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distilled water. Solvent controls and compactin-treated
controls are always prepared. Triplicate 60 mm. tissue
culture dishes are run for each group. After 3 hours
incubation at 37° C., the cultures are examined micro-
scopically using an inverted phase contrast microscope.
Notations are made of any morphological changes
which may have occurred in the cultures. The media is
aspirated and the cell layer is gently washed twice with
0.9% sodium chloride solution (saline). The cell layer is
then harvested in 3 ml. of 0.9% saline by gentle scraping
with a rubber policeman and transferred to a clean glass
tube with Teflon lined cap. The dishes are rinsed with 3
ml. of 0.9% saline and rescraped, and the cells are com-
bined with the first harvest. The tubes are centrifuged at
1500 r.p.m. for 10 minutes in an IEC PR-J centrifuge,
and the supernatant is aspirated.

The cells are then extracted as follows: One ml. of
100% ethanol is added to the cell pellet followed by
sonication for 10 seconds with a “LO” setting of 50 on
a Bronwell Biosonik IV. One hundred pl. are taken for
protein determination. One ml. of 15% potassium hy-
droxide (KOH) is added, and the samples are thor-
oughly vortexed. Saponification is accomplished by
heating the ethanol-KOH treated samples at 60° C. for
60 minutes in a water bath. Following dilution of the
samples with 2 ml. of distilled water, they are extracted
three times with 7 ml. of petroleum ether. The petro-
leum ether extracts are then washed three times with 2
ml. of distilled water and finally taken to dryness under
a stream of nitrogen.

The obtained samples are then analyzed by thin layer
chromatography (TLC) as follows: Residues from the
petroleum ether extraction are taken up in a small vol-
ume of hexane and spotted on silica gel 60 TLC plates
(E. Merck). Development of the plates is carried out in
a three phase solvent systemn consisting of 150 parts by
volume hexane: 50 parts by volume diethyl ether: 5
parts by volume glacial acetic acid.

Visualization is accomplished in an iodine vapor
chamber. The plates are divided into five sections such
that each section contains the molecules having the
following approximate Rf values: section 1- 0-0.4, sec-
tion 2- 0.4-0.55, section 3- 0.55-0.7, section 4- 0.7-0.9 and
section 5- 0.9-1.0. Section 2 contains the non-saponifia-
ble sterols. The five sections of the TLC plates are
scraped into scintillation vials. Blanks are also prepared
from scrapings of chromatographed non-labelled stan-
dards. ACS@® scintillation cocktail is added, and the
radioactivity is determined in a liquid scintillation spec-
trometer. [4Clhexadecane standards are used to deter-
mine counting efficiencies. The total protein content of
the samples is determined employing the Bio-Rad Pro-
tein Assay System.

The results are reported as disintegrations per minute
per mg. protein (d.p.m./mg. protein) for each of the five
TLC sections. Mean d.p.m./mg. protein=standard
error of the mean are calculated, and drug treated
means are compared for percentage change (%A) and
statistical significance with solvent control means. TLC
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ductase activity inhibition.

Test C. In Vivo Cholesterol Biosynthesis Inhibition
Test

In vivo studies utilize male Wistar Royal Hart rats
weighing 150%20 g. which have been kept for 7-10
days on an altered light cycle (6:30 A.M.-6:30 P.M.
dark) housed two per cage and fed powdered Purina

65
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Rat Chow and water ad libitum. Three hours before the
diurnal maximum of cholesterol synthesis at mid-dark,
the rats are administered the test substances dissolved or
as a suspension in 0.5% carboxymethylcellulose in a
volume of 1 ml./100 g. body weight. Controls réceive
vehicle alone. One hour after receiving the test sub-
stance, the rats are injected intraperitoneally with about
25 pCi/100 g. body weight of sodium [1-14Clacetate 1-3
mCi/mmol. Two hours after mid-dark, blood samples
are obtained under sodium hexobarbitol anesthesia and
the serum separated by centrifugation.

Serum samples are saponified and neutralized, and
the 38-hydroxy sterols are precipitated with digitonin
basically as described by Sperry et al., J. Biol. Chem.
187,97 (1950). The [14C]digitonides are then counted by
liquid scintillation spectrometry. After correcting for
efficiencies, the results are calculated in nCi (nanocu-
ries) of sterol formed per 100 ml. of serum. Inhibition of
sterol synthesis is calculated from the reduction in the
nCi of sterols formed from test groups compared to
controls.

In this test, the test substances (compounds of For-
mula I) are administered at doses of 0.005-200 mg./kg.
body weight.

The following results were obtained:

Test A: Example 1 ICsg = 1.7 pumolar
Example 3 ICso = 1.66 umolar
Example 4 (2) ICs0 = 3.0 pmolar
Example 8 ICs0 = 6 nanomolar
Example 9 ICso = 0.12 pmolar
Example 10 ICso = 1.7 pmolar
Example 12 ICsp = 9.1 pmolar
Example 14D ICso = 5 nanomolar
Example 23 ICsp = 0.09 pmolar
Example 43 ICs¢ = 9.6 umolar
Example 54 ICs0 = 464 pmolar
Example 60 ICsp = 0.12 pmolar
Example 64 ICsp = 0.012 pmolar
Example 75 ICsg = 5.4 nanomolar
Example 89 ICsg = 9.3 pmolar
Example 102 ICsg > 1000 pmolar
Example 113 ICs0 = 0.03 pmolar
Example 132 ICs0 = 1.62 pmolar
Example 142 ICs0 = 1.3 pmolar
Compactin ICs0 = 0.77 pmolar
Mevinolin ICs0 = 0.14 pmolar

Test B: Example 1 ICsp = 0.8 pmolar
Example 3 ICs0 = 0.8 umolar
Example 4 (a) ICs0 = 0.62 pmolar
Example 8 ICsp = 0.05 pmolar
Example 9 ICso = 0.22 pmolar
Example 10 ICsp = 0.42 pmolar
Example 12 —16% at 1 pmolar
Example 21 ICs0 = 0.2 pmolar
Example 23 ICs50 = 0.6 pmolar
Example 43 ICsp = 0.74 pmolar
Example 64 ICsp = 0.03 pumolar
Example 111 1Csp = 0.19 pmolar
Example 132 ~T71% at 10 pmolar
Example 142 ICs0 = 1.5 pmolar
Compactin ICso = 0.06 pmolar

ICso is the concentration of the test substance in the
assay system calculated to produce a 50% inhibition of
HMG-CoA reductase activity (Test A) or sterol biosyn-
thesis (Test B) .

Test C: Example 1 EDsp = 6.2 mg./kg.
Example 3 EDso > 10 mg./kg.
Exampie 4 (a) EDsp = 7.0 mg./kg.
Example 8 EDsp = 0.09 mg./kg.
Example 9 EDsp = 1.4 mg./kg.
Example 10 —47% at 4 mg./kg.
Example 14D EDsp = 0.16 mg./kg.
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-continued
Example 21 EDsp = 12.1 mg./kg.
Example 60 EDsp = 0.87 mg./kg.
Example 64 EDsg = 0.66 mg./kg.
Example 113 EDsg = 0.51 mg./kg.

Example 132
Example 142
Compactin
Mevinolin

—35% at 10 mg./kg:
EDsp = 6.1 mg./kg.
EDsp = 3.5 mg./kg.
EDsp = 0.41 mg./kg.

As set forth above, the compounds of Formula I
(including each and every subgroup thereof set forth in
the specification and/or the claims) inhibit cholesterol
biosynthesis and are useful for lowering the blood cho-
lesterol level in animals, particularly mammals and
more particularly larger primates, and, therefore, as
hypolipoproteinemic and anti-atherosclerotic agents.

The compounds of Formula I may be formulated into
conventional pharmaceutical compositions and admin-
istered by conventional modes of administration. The
compounds of each and every subgroup thereof in the
specification and/or claims may likewise be formulated
into conventional pharmaceutical compositions.

The compounds of Formula I may be combined with
one or more pharmaceutically acceptable carriers and,
optionally, one or more other conventional pharmaceu-
tical adjuvants and administered orally in the form of
tablets, dispersible powders, granules, capsules, elixirs,
suspensions and the like or parenterally in the form of
sterile injectable solutions or suspensions. The composi-
tions may be prepared by conventional means. The
preferred pharmaceutical compositions from the stand-
point of ease of preparation and administration are solid
compositions, particularly tablets and capsules.

The precise dosage of the compound of Formula I to
be employed for inhibiting cholesterol biosynthesis de-
pends upon several factors including the host, the na-
ture and the severity of the condition being treated, the
mode of administration and the particular compound
employed. However, in general, satisfactory inhibition
or reduction of cholesterol biosynthesis (i.e., satisfac-
tory reduction of the blood cholesterol level and satis-
factory treatment of hyperlipoproteinemia and athero-
sclerosis) is achieved when a compound of Formula I is
administered orally at a daily dosage of 0.01-100, pref-
erably 0.1-25, mg./kg. body weight or, for most larger
primates, a daily dosage of 0.1-2000 mg., generally
0.1-300 mg. for the preferred compounds. For the com-
pound of Example 8, the oral daily dosage is indicated
to be 0.01-10 mg./kg. body weight, preferably 0.1-5
mg./kg. body weight, or, for most larger primates, it is
indicated to be 0.1-140 mg. and preferably 5-20 mg.,
and for the compound of Example 14D the oral daily
dosage is indicated to be approximately twice that of
the compound of Example 8.

The daily dosage is usually divided into two to four
equal portions or administered in sustained release form.
A typical oral dosage of the compound of Example 8 is
indicated to be 1 mg. three times per day and a typical
oral dosage of the compound of Example 14D is indi-
cated to be 2 mg. three times per day. Usually, a small
dosage is administered initially, and the dosage is gradu-
ally increased until the optimal dosage for the host
under treatment is determined. For administration by
injection, a dosage somewhat lower than would be used
for oral administration of the same compound to the
same host having the same condition is usually em-
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ployed. However, the above dosages are also typicaliy
used for i.v. administration.

A typical dosage unit for oral administration may
contain 0.5 to 500 mg. of a compound of Formula 1.
Preferred dosage units contain 0.5 to 50 mg., especially
0.5 to 25 mg., of a compound of Formula 1.

The compounds of Formula I (including those of
each and every subgroup thereof) may be formulated
into such pharmaceutical compositions containing an
amount of the active substance that is effective for in-
hibiting cholesterol biosynthesis, such compositions in
unit dosage form and such compositions comprising a
solid pharmaceutically acceptable carrier.

Representative formulations preparable by conven-
tional techniques for encapsulation in a hard gelatin
capsule are:

A. Compound of Formula I, e.g., the compound of 10 mg.
Example 4(a)
Lactose (spray-dried) 90 mg.
B. Compound of Formula I, e.g., the compound of 25 mg.
Example 1
Peanut oil to 0.25 ml.
C. Compound of Formula I, e.g., the compound of 1 mg.
Example 8
Corn starch 248 mg.
Magnesium stearate 1 mg.
D. Compound of Formula 1, e.g., the compound of 10 mg.
Example 14D
Corn starch 239 mg.
Magnesium stearate 1 mg.
E. Compound of Formula I, e.g., the compound of 10 mg.
Example 8
Lactose N.F. 135.15 mg.
Pregelatinized starch N.F. 63 mg.
Colloidal silicon dioxide N.F. 0.6 mg.
Magnesium stearate N_F. 0.75 mg.

Identical formulations containing 1 mg. of the
active ingredient and 144.15 mg. of Lactose N.F.
or 5 mg. of the active ingredient and 140.15

mg. of Lactose N.F. may also be prepared.

Representative formulations suitable for preparing
tablets by conventional means are:

A. Compound of Formula I, e.g., the compound of 25 mg.
Example 3
Gum tragacanth 5 mg.
Powdered lactose 98.5 mg.
Corn starch 12.5 mg.
Talc 7.5 mg.
Magnesium stearate 1.5 mg.

B. Compound of Formula I, e.g., the compound of 2 mg.
Example 8
Polyvinylpyrrolidone USP 5 mg.
Powdered lactose 82 mg.
Corn starch 10 mg.
Magnesium stearate 1 mg.

The following examples show representative com-
pounds encompassed by this invention and their synthe-
sis. However, it should be understood that they are for
purposes of illustration only.
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EXAMPLE 1

Methyl
(E)-3,5-dihydroxy-7-[3’-(4”-fluorophenyl)-1"-methylin-
dol-2"-yl]hept-6-enoate

XXX)

?H—CHZ—(':H—CHQ— COOCH;
OH OH

STEP 1 (REACTION Q)
Ethyl 3-(4'-fluorophenyl)-1-methylindole-2-carboxylate

F

C | \ CO2CoH;s
N

I
CH;j3

(XXXII)

To a solution of 8.0 g. (28 mmol.) of ethyl 3-(4'-
fluorophenyl)indole-2-carboxylate in 30 ml. of dry di-
methylacetamide stirred under nitrogen at —10° C., 1.6
g. (33 mmol.) of sodium hydride is added. The reaction
mixture is stirred at — 10° C. under nitrogen for 45 min.,
4.8 g. (32 mmol.) of methyl iodide is added at —10° C,,
and the reaction mixture is allowed to warm to room
temperature and stirred under nitrogen at room temper-
ature for 2 hrs. The reaction mixture is poured into 400
ml. of ice/water, neutralized with 4 ml. of 2N. hydro-
chioric acid and extracted several times with diethyl
ether. The diethyl ether extracts are combined, washed
with water, washed with saturated sodium chloride
solution, dried over anhydrous magnesium sulfate, fil-
tered and evaporated at reduced pressure. The residue
is purified by column chromatography utilizing a silica
gel column and chloroform as the eluant. The fractions
containing the product are combined and evaporated at

5

10

20

25

30

35

45

50

55

65

42
reduced pressure, and the residue is crystallized from
n-hexane/petroleum ether to obtain the product (7.6 g.
(91%)), m.p. 61°-62° C.

STEP 2 (REACTION M)

3-(4#-Fluorophenyl)-2-hydroxymethyl-1 -methylindole

\

| COyC;H; -DIBAL
N
I
CH3
(XXXII)

CH3
(XXXIID)

To a solution of 20.0 g. (67 mmol.) of Compound
XXXII in 500 ml. of dry tetrahydrofuran stirred at
—78° C. under nitrogen, 80 ml. of 25% (by weight)
diisobutylaluminum hydride/toluene is added, and the
reaction mixture is stirred at —78° C. uader nitrogen for
4 hrs. The reaction mixture is allowed to warm to — 10°
C., an additional 30 mil. of 25% (by weight)
diisobutylaluminum hydride/toluene is added, the reac-
tion mixture is stirred at 0° C. under nitrogen for an
additional 3 hrs., a further 30 ml. of 25% (by weight)
diisobutylaluminum hydride/toluene is added, and the
reaction mixture is stirred at 0° C. under nitrogen for a
further 1 hr. The reaction mixture is treated with satu-
rated ammonium chloride solution and filtered, and the
organic layer is separated, dried over anhydrous magne-
sium sulfate, filtered and evaporated at reduced pres-
sure. The residue is triturated with n-hexane to obtain
the product (17.0 g. (100%)), m.p. 99°~104° C.
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STEP 3 (REACTION N)
3-(4'-Fluorophenyl)- 1-methylindole-2-carboxaldehyde

F F

CH3
(XXXIII)

CH3
XXX1V)

A mixture of 17.0 g. (67 mmol.) of Compound
XXXIII, 90.0 g. (1.03 mol.) of manganese dioxide and
1.2 1. of anhydrous diethyl ether is stirred at room tem-
perature under nitrogen for 14 hrs. The reaction mix-
ture is filtered, and the diethyl ether is evaporated at
reduced pressure. The residue is flash chromatographed
on a silica gel column using methylene chloride as the
eluant, the fractions containing the product are com-
bined and evaporated at reduced pressure, and the resi-
due is triturated with n-pentane to obtain the product
(12.2 g. (72%)), m.p. 75°-79° C.

STEP 4 (REACTION O)

(E)-3-[3'-(4”-Fluorophenyl)-1'-methylindol-2'-
yllpropenaldehyde

OCoHs

c=cC
N
HH H

CHO 5y T Ts0H/H;0

CHO

XXXV)

25 ml. of 1.7M. n-butyllithium/n-hexane (42 mmol.) is
added dropwise to a solution of 14.5 g. (40 mmol.) of
tri-n-butylstannylvinylethoxide in 600 ml. of dry tetra-
hydrofuran stirred at — 78° C. under nitrogen, stirring is
maintained for 2 hrs. under the same conditions, and 9.0
g- (35.6 mmol.) of Compound XXXIV, dissolved in 60
ml. of dry tetrahydrofuran, is added rapidly dropwise.
The reaction mixture is stirred at —78° C. under nitro-
gen for 3.5 hrs., quenched with 60 ml. of saturated am-
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monium chloride solution and extracted several times
with diethyl ether. The diethyl ether extracts are com-
bined, washed with water, washed with saturated so-
dium chloride solution, dried over anhydrous magne-
sium sulfate, filtered and evaporated at reduced pres-
sure. The residue is partitioned between n-hexane and
acetonitrile (to remove the organotin compounds), and
the acetonitrile layer is evaporated at reduced pressure
to obtain an oil. The oil is dissolved in 300 ml. of tetra-
hydrofuran, 50 ml. of water and 30 mg. of p-toluenesul-
fonic acid monohydrate are added, and the reaction
mixture is stirred for 2 hrs. at room temperature and
then extracted several times with diethyl ether. The
diethyl ether extracts are combined, washed with wa-
ter, washed with saturated sodium chloride solution,
dried over anhydrous magnesium sulfate, filtered and
evaporated to dryness at reduced pressure. The residue
is triturated with n-hexane/diethyl ether to obtain the
product (5.3 g.), m.p. 110°~112° C. A subsequent batch
melted at 115°-118° C.

N.M.R. (CDCI3, 3.97 (3H singlet) 90 MHz. 6.55 (1H
doublet of a doublet) 7.10-7.70 (9H multiplet) 9.56 (1H
doublet)

STEP 5 (REACTION A)

Methyl (E)-7-[3'-(4"'-flucrophenyl)
I’-methylindol-2'-yl]-5-hydroxy-3-oxohept-6-enoate

F 1) CH3—CO—CH;—COOCH; +

NaH
2) n-BuLi

3) Compound XXXV

~
>

H
C=H
CHO
H
\ C=C

N H (I:H_CHz—ﬁ—CHz—COOCH‘_’,
(I:Hs OH (o]
XXXVD

3.5 ml. (32.4 mmol.) of methyl acetoacetate is added
dropwise to a suspension of 1.6 g. of 50% (by weight)
sodium hydride (33.3 mmol.) in 400 ml. of dry tetrahy-
drofuran stirred at —15° C. under nitrogen. The reac-
tion mixture is stirred at —15° C. under nitrogen for 20
min., 19 ml of 1.7M. n-butyllithium/n-hexane (31.9
mmol.) is added, the reaction mixture is stirred at — 15°
C. under nitrogen for 20 minutes, a solution of 5.3 g. (19
mmol.) of Compound XXXV in 100 ml. of dry tetrahy-
drofuran is added, and the reaction mixture is stirred at
—15° C. under nitrogen for 30 min. The reaction mix-
ture is quenched with dilute hydrochloric acid and
extracted several times with diethyl ether. The diethyl
ether extracts are combined, washed with water,
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washed with saturated sodium chloride solution, dried
over anhydrous magnesium sulfate, filtered and evapo-
rated to dryness at reduced pressure. The residue is
triturated with n-pentane (to remove excess methyl
acetoacetate) to obtain the crude product as an oil.

The product is a racemate that may be resolved into
its d and 1 components.

STEP 6 (REACTION B)
Methyl
(B)-3,5-dihydroxy-7-[3'-(4"-fluorophenyl)-1’-methylin-
dol-2'-yl]hept-6-encate

?H— CHz—ﬁ—CHrCOOCH:,
CH3

OH
(XXXVI)

\l/ +-BuNH; BH;

CI:H—CHZ—(I:H—-CHZ—COOCH3
OH OH

2.0 g. of borane-t-butylamine complex is added to a
solution of 8.0 g. (20.2 mmol.?) of crude racemic Com-
pound XXXVT in 200 ml. of absolute ethanol stirred at
0° C. under nitrogen. The reaction mixture is stirred at
0° C. under nitrogen for 3 hrs., and saturated sodium
chloride solution is added. The reaction mixture is acidi-
fied with dilute hydrochloric acid and extracted several
times with diethyl ether. The diethyl ether extracts are
combined, washed with water, washed with saturated

sodium chloride solution, dried over anhydrous magne- >°

sium sulfate, filtered and evaporated to dryness at re-
duced pressure. The obtained oil is purified by flash
chromatography using a silica gel column and 1:1 ethyl
acetate/chloroform as the eluant. The product, a mix-
ture of four stereoisomers, is obtained as a yellow oil
6.1 g.).
¢ N.M.R. (CDCl3): 1.5-1.9 (2H multiplet) 2.4-2.6 2H
multiplet) 2.8-3.4 (2H broad peak, exchangeable) 3.7
(3H singlet) 3.8 (3H singlet) 4.26 (1H muitiplet) 4.55 (1H
multiplet) 5.85-6.1 (1H multiplet) 6.7 (1H two doublets)
7.05-7.55 (8H multiplet)

LR. (CHCl3): 1710 and 1210 cm.—! and others

The obtained mixture of stereoisomers may be sepa-
rated by conventional means into two racemic mixtures
each of which may be resolved into two optically pure
enantiomers. The four isomers may be designated as the
3R,5R, 38,58, 3R,5S and 3S,5R isomers. Preferred are
the 3R,5R and 3R,5S isomers and the racemate of
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which each is a constituent, viz., the 3R,5R-3S,5S and
the 3R,5S-3S,5R racemate.

EXAMPLE 2

(E)-3,5-Dihydroxy-7-[3"-(4"’-fluorophenyl)-1 -methylin-~
dol-2'-yl]hept-6-enoic acid

(Reactions C and D)

XXX)

H

cl:H—CHrcl:H— CHz~COOCH;3
OH OH -

XXXVID)

(':H—CHT-C])H—-CHZ—COOQK$
OH OH

XXXVII)

(IZH-—CHT-?H— CHs—COOH
OH OH

2.8 ml. of IN. aqueous potassium hydroxide 2.8
mmol.) is added to a solution of 1.1 g. (2.77 mmol.) of
Compound XXX in 100 ml. of 95% aqueous methanol
stirred at room temperature, and the reaction mixture is
stirred at room temperature for 3 hrs. The solvent is
evaporated at reduced pressure, the residue (crude
Compound XXXVTI, a mixture of four stereoisomers) is
dissolved in water, and the aqueous solution is extracted
with diethyl ether. The aqueous phase is acidified with
dilute hydrochloric acid (pH 6.0) and extracted several
times with diethyl ether. The diethyl ether extracts are
combined, washed with water, washed with saturated
sodium chloride solution, dried over anhydrous magne-
sium sulfate, filtered and evaporated at reduced pres-
sure to give the crude product as a yellow oil. It is a
mixture of four stereoisomers.

If desired, Compound XXXVII or Compound
XXXVIII may be separated into two racemic mixtures
each of which may be resolved into two optically pure
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enantiomers. The four stereoisomers may be designated
as the 3R,5R, 3S,5S, 3R,5S and 3S,5R isomers.
Preferred are the 3R,5R and 3R,5S isomers and the
racemate of which each is a constituent, viz., the 3R,5R- 5
38,58 racemate and the 3R,5S8-3S,5R racemate.

EXAMPLE 3
(E)-6-[2'-[3"-(4"’-Fluorophenyl)-1"-methylindol-2"-

yllethenyl]-4-hydroxy-3,4,5,6-tetrahydro-2H-pyran- 10
2-one
(Reaction E)
axxvap 13
20
H
?H—CHZ—CH—CHZ—COOH
OH OH 25
XXIX
& ) 30
35
40

A solution of 1.1 g. (2.87 mmol.?) of crude Compound
XXXVII in 50 ml. of dry benzene is refluxed for 8 hrs.
The solvent is evaporated at reduced pressure, and the
residue is flash chromatographed on a silica gel column
utilizing 19:1 chloroform/methanol as the eluant to
obtain the product as a mixture of four diastereoisormers
(two cis and two trans) (640 mg.). 5

45

o

N.M.R.
(CDCl3):

1.6-3.0 (SH multiplet)
3.82 (3H two singlets)
4.39 (1H multiplet)

4.78 (1H two cis isomer, C-6 H)

5.30 {

5.82-6.0 (1H two overlapping doublets of a
doublet)

6.69-6.81 (1H two doublets)

7.05-7.6 (8H multiplet)

3600 (m), 3400 (broad), 3000 (s), 2960 (m),
2930 (m), 1736 (s) and 1220 (s) cm.— ! and
others

singlets) (trans isomer, C-6 H)
60

LR. (CHCI3):

65

LR. (CHCI3): 3600 (m), 3400 (broad), 3000 (s), 2960
(m), 2930 (m), 1736 (s) and 1220 (s) cm.—1! and others

48

EXAMPLES 4(a) and 4(b)

(E)-Trans-6-[2-[3"-(4"’-fluorophenyl)-1“-methylindol-
2"-yl]ethenyl]-4-hydroxy-3,4,5,6-tetrahydro-2H-pyran-
2-one and the corresponding cis lactone

E (XL)

and

(XLB)

(a) The mixture of isomers obtained in Example 3 is
separated by high pressure liquid chromatography
using a silica gel column and, as the solvent, 7:2:1
methyl t-butyl ether/n-hexane/acetone to obtain the
racemic trans lactone, m.p. 147°-150° C. A subsequent
batch melted at 150°-154° C.

N.M.R. (CDCl3): 1.7-2.1 (3H multiplet) 2.55-2.85
(2H multiplet) 3.8 (3H singlet) 4.38 (1H multiplet) 5.30
(1H multiplet) 5.9 (1H doublet of a doublet) 6.72 (1H
doublet of a doublet) 7.05-7.6 (8H multiplet)

U. Vi Anax=278 mp 315 mp,

LR. (CHCI3): 3600 (m), 3010 (s), 2910 (broad), 1710
(s) and 1220 (s) cm.—! and others

The obtained racemate may be resolved by conven-
tional means into two optically pure enantiomers, the
4R,65 and 485,6R isomers by, for example, (i) reacting
with (—)-a-naphthylphenylmethylchlorosilane, (ii) sep-
arating the obtained diastereoisomeric silyloxy com-
pounds and (iii) cleaving the silyl groups with tetra-n-
butylammonium fluoride in a mixture of acetic acid and
tetrahydrofuran, as set forth above. The amorphous
solid 4R,6S enantiomer has an [a]p?5= —18.5° (CHCls,
¢=0.2 g.). The 4S,6R enantiomer was also an amor-
phous solid. [a]p?5=-+11.36° (CHCl3, c=0.22 g.)

(b) The racemic cis lactone may also be isolated from
the silica gel column, m.p. 48°-62° C. (dec.). It too may
be resolved by conventional means into two optically
pure enantiomers. The two stereoisomers may be desig-
nated at the 4R,6R and 48,68 isomers, the former being
preferred.

N.M.R. (CDCl3): 1.62-1.78 (1H multiplet) 1.94 (1H
doublet) 2.35-2.4 (1H multiplet) 2.52 (1H doublet of a
doublet) 2.98 (1H doublet of a doublet) 3.87 (3H singlet)
4.3 (1H multiplet) 4.8 (1H multiplet) 5.95 (1H doublet of
a doublet) 6.77 (1H doublet) 7.1-7.6 (8H multiplet)
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EXAMPLE 5 -continued
Methyl
(Z)-erythro-(E)-3,5-dihydroxy-7-[3"-(4"'-fluorophenyl)- P
'-(1""-methylethyl)indol-2’-yl]hept-6- %
1’-(1”-methylethyl)indol-2’-yllhept-6-enoate F CO—CHy—N CHs
F XLD XL ™
CH3
10
562.9 g. (4.08 moles) of N-isopropylaniline is rapidly
added to a solution of the crude product of Step 1 in 500
H ml. of dimethylformamide stirred at 50° C. under nitro-
gen. The reaction mixture is stirred at 100° C. under
15 nitrogen for 10 hours and allowed to cool to room tem-
CH~—CHyCH—CH>~COOCH; perature overnight. The reaction mixture is heated to
A 60° C., 2 1 of water is added, and the mixture is cooled
OH OH to 10° C. The obtained solids are collected, washed
CH3 CHj3 twice with 500 ml. portions of water and dissolved in
20 550 ml. of 95% ethanol at 75° C. The solution is cooled
to 0° C., and the obtained solids are collected, washed
STEP 1 three times with 100 ml. portions of 95% ethanol and
vacuum dried at 35°-40° C. for 4 hours to obtain the
4-Chloroacetyl-1-fluorobenzene 5 95.3% pure yellow product (466 g. (80.2% (two
25 steps))), m.p. 78°-81° C.
STEP 3
AICl3
F + Cl—=CO—CH,Cl ———> 3-(4'-Fluorophenyl)-1-(1"-methylethyl)indole
30
F CO—CH,Cl (XLII)
35 F CO—CH;—N /CH3 ZLCI?%
164 ml. (235.1 g., 2.04 moles) of chloroacetyl chloride CXLII) CH
is added over a 50 min. period to a mixture of 400 ml. CH3
(410 g., 4.22 moles) of fluorobenzene and 300 g. (2.25
40

moles) of anhydrous aluminum chloride stirred at 75° C.
under nitrogen. The reaction mixture is stirred at 80° C.
under nitrogen for 1 hour, cooled to 50° C., 500 ml. of
fluorobenzene is added, and the reaction mixture is
cooled to 0° C. and gradually (over a 30 min. period) 45
siphoned into 1 1. of 6N. hydrochloric acid stirred at 0°
C. (The temperature of the aqueous acid is maintained
at or below 25° C. throughout the addition.) The
quenched, acidified reaction mixture is stirred for 15
min., and the aqueous phase is separated and extracted
with 350 ml. of fluorobenzene. The two organic phases
are combined and washed twice with 500 ml. portions
of 3N. hydrochloric acid and once with 500 ml. of wa-

50

ter. The fluorobenzene is distilied at 30 mm. Hg. and 60° 55
C. and, upon cooling, the obtained oily residue solidi-
fies. The crude solid product need not be purified.

STEP 2 60
N-(4-Fluorobenzoylmethyl)-N-(1-methylethyl)aniline

CeHs
F CO—CH3Cl + H—N —_— 65
(XLID CH(CH3)2

(XL1V)

954 g. (7.0 moles) of anhydrous zinc chloride is added
portionwise to 1.27 1. of absolute ethanol stirred at room
temperature under nitrogen. The addition is exother-
mic. To the resulting hot (70° C.) solution, 271.3 g. (1.0
mole) of Compound XLIII is added, and the reaction
mixture is stirred at 100°-103° C. under nitrogen for 3
hours and cooled to 25° C. 1.5 1. of IN. hydrochloric
acid is added, followed by 1 1. of methylene chloride.
The resulting two-phase system is stirred for 5 min., the
organic phase is separated, and the aqueous phase is
washed twice with 250 ml. portions of methylene chio-
ride. The three methylene chloride phases are com-
bined, the volume is reduced by about 50% by partial
evaporation of the methylene chloride at 140 mm. Hg.
and 40° C,, and 1 L. of 95% ethanol is added. The reac-
tion mixture is distilled at atmospheric pressure until a

o
B

VAN
CH3 CH3
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vapor temperature of 75° C. (pot temperature of 77° C.)
is reached and cooled to 0° C. The obtained solids are
collected, washed three times with 100 ml. portions of
cold ethanol and vacuum dried overnight at room tem-
perature to obtain the 99.9% pure product as a white
powder (195 g. (81% corrected for purity of starting
material)), m.p. 94.5°-95.5° C.

STEP 4 (REACTION AA)

(E)-3-[3'-(4"'-Fluorophenyl)-1'~(1"'-methylethyl)indol-
2'-yl]-prop-2-enal

F
‘ CH3
AN
\ / N\ H P
_ OCl3
‘ veo S B9
N H CHO
1 L
& XLV}
/7
CH3 CHj3
XLIV)
F

c=cC
N s
| u CHO
C
s
CH3 CHj
(XLVID

Initial Procedure

A solution of 50 ml. (49.6 g., 0.5 mole) of 3-N,N-dime-
thylaminoacrolein (Compound XLV) in 200 ml. of dry
acetonitrile is slowly added over a 30 min. period to a
solution of 50 ml. (82.5 g., 0.5392 mole) of phosphorus
oxychloride in 200 ml. of dry acetonitrile stirred at
—10°—0° C. under nitrogen. 45.3 g. (0.1788 mole) of
Compound XILIV is added portionwise over a 2 min.
period to the reaction mixture stirred at 0°-5° C. The
reaction mixture is refluxed for 24 hours under nitrogen,
cooled to room temperature and slowly poured (over a
20 min. period) into a cold (10° C.) stirred mixture of 2
1. of toluene and a solution of 130 g. of sodium hydrox-
ide in 2 1. of water so that the temperature does not
exceed 26° C. The reaction mixture is filtered to remove
the insolubles, and the toluene layer is separated and
washed twice with 1 1. portions of water. The additional
insolubles are removed by filtration, and the toluene
layer is evaporated at reduced pressure and 50°-60° C.
The obtained viscous oil is chromatographed on 550 g.
of silica gel (20-230 mesh A.S.T.M.) using methylene
chloride as the eluant; twenty 100 ml. fractions are
collected over a 2 hour period. The fractions containing
the desired product (as determined by thin layer chro-
matography) are combined and evaporated to dryness
at reduced pressure and 50°-60° C. to obtain the crude
solid product (48.5 g.). The crude product is dissolved
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in 70 ml. of refluxing absolute ethanol, the obtained
solution is cooled to 65° C., 70 ml. of n-heptane is added,
and the resulting solution is cooled to —5°—0° C. for 15
min. The precipitated solids are collected by filtration,
washed with 20 ml. of ice cold n-heptane and vacuum
dried at 50°~55° C. to obtain the yellow product (32.1 g.
(58.4%3)), m.p. 122°-123° C. a second crop may be ob-
tained. A subsequent batch melted at 129°-132° C.

Improved Procedure

A mixture of 190 ml. (2.04 moles) of phosphorus
oxychloride and 760 ml. of dry acetonitrile is stirred at
—3° C,, a solution of 190 ml. (1.85 moles) of 3-N,N-
dimethylaminoacrolein in 760 ml. of dry acetonitrile is
added over a period of 45 minutes, while maintining a
temperature of —3°—3° C., with stirring, the reaction
mixture is stirred at this temperature for 5 minutes, 173
g. (0.68 mole) of Compound XLIV is added over a
period of 5 minutes with stirring at about 0° C., and the
reaction mixture is refluxed for 24 hours and cooled to
20° C., the reaction mixture being maintained under
nitrogen throughout. The reaction mixture is slowly
poured onto a mixture of 322 g. of sodium hydroxide,
4.5 1. of water, 4.5 1. of toluene and 1.0 kg. of crushed
ice, during the course of which the temperature rises
from —15° C. to 10° C. The obtained solution is filtered
through 220 g. of Celite ®), the filter cake is washed
twice with 200 ml. portions of toluene, and the wash-
ings are combined with the filtrate. The organic phase is
separated and washed four times with 2.0 1. portions of
water. The organic phase is filtered through 93 g. of
Celite ®), the filter cake is washed twice with 150 ml.
portions of toluene, and the washings are combined
with the filtrate. The toluene is distilled at a pressure of
30-50 mm. Hg. and a temperature of 40°-45° C., and the
resulting oil is dissolved in 700 ml. of methylene chlo-
ride and filtered through 700 g. of 70-230 mesh
A.8.T.M. silica gel previously wet with methylene
chloride. The filter cake is washed six times with 500
ml. portions of methylene chloride, and the washings
are combined with the filtrate. The methylene chloride
is distilled at 30-50 mm Hg. and a maximum tempera-
ture of 50° C., 370 ml. of isopropanol is added to the
residue, and the distillation is continued until a vapor
temperature of 80° C. is obtained. The mixture is per-
mitted to slowly cool to 31° C., coooled to 13° C. and
maintained at 13° C. for 10 minutes. The solid is col-
lected by filtration, washed three times with 100 ml.
portions of cold (10° C.) isopropanol and vacuum dried
at 40°-45° C. for 16 hours to obtain the 96.7% pure
product (147 g. (68%)), m.p. 128°-129° C.
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STEP 5 (REACTION A)

Methyl
(£)-(E)-7-[3"-(4""-fluorophenyl)-1'-(1"-methylethyl)in-
dol-2'-yl}-5-hydroxy-3-oxohept-6-enoate

F

CJ

1) CHy-CO-—-CHyCOOCH3 -+

\ H NaH
| __/ 2)n-BuLi
N /C— \ 3 Compound XLVIT >
IH CHO
CH
Ve
cfi; cH;
(XLVID
F
H

CH—CH;— ICI:—CI-Iz—COOCHg
OH

/s
CH3

CH3
(XLVIID)

Initial Procedure

4.6 ml. (43 mmol.) of methyl acetoacetate is added
dropwise to 1.7 g. of n-pentane-washed 60% (by
weight) sodium hydride/mineral oil (43 mmol.) in 500
ml. of dry tetrahydrofuran stirred at 0° C. under nitro-
gen. The reaction mixture is maintained for 20 min., 27.5
ml. of 1.6M. n-butyllithium/n-hexane (44 mmol.) is
added dropwise, the reaction mixture is maintained for
20 min., a solution of 8.0 g. (26 mmol.) of Compound
XLVII in 200 ml. of dry tetrahydrofuran is rapidly
added dropwise, and the reaction mixture is maintained
for 30 min., the reaction mixture being stirred at 0° C.
under nitrogen throughout. The reaction mixture is
quenched with 20 ml. of concentrated hydrochloric
acid, poured into 500 ml. of ice cold water and extracted
with about 600 ml. of diethyl ether. The diethyl ether
extract is washed three times with saturated sodium
chloride solution, dried over anhydrous magnesium
sulfate and evaporated at reduced pressure to an orange
oil. The oil is triturated with n-pentane, the n-pentane is
decanted, and the oil is vacuum dried to obtain the
crude product (12.2 g. (112%)). Yellow seed crystals of
the product were obtained from the n-pentane used in
the trituration, m.p. 95°-97° C.

Improved Procedure

27 g. of 80% sodium hydride/mineral oit (0.9 mole) is
added to 600 ml. of dry tetrahydrofuran stirred at —10°
C., a solution of 108 g. (0.92 mole) of methyl acetoace-
tate in 300 ml. of dry tetrahydrofuran is added dropwise
at a rate such that the temperature does not exceed 5°
C., the reaction mixture is stirred at 0°-5° C. for 1 hour
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and cooled to —10° C., 550 ml. of 1.65M. n-butyllithi-
um/n-hexane (0.91 mole) is added at a rate such that the
temperature does not exceed 0° C., the reaction mixture
is stirred at 3° C. for 5 minutes and cooled to —10° C,,
a solution of 153.5 g. (0.5 mole) of Compound XL VII in
800 ml. of dry tetrahydrofuran is added dropwise at a
rate such that the temperature does not exceed 0° C.,
and the reaction mixture is stirred at 0°-5° C. for 15
minutes, the reaction mixture being maintained under
nitrogen throughout. The reaction mixture is poured
into a mixture of 1.5 1. of saturated ammonium chloride
solution and 150 ml. of concentrated hydrochloric acid,
the mixture is stirred for 15 minutes, and the organic
layer is separated, washed twice with 500 ml. portions
of saturated sodium chloride solution, dried over 900 g.
of anhydrous sodium sulfate, filtered and concentrated
at reduced pressure and a temperature not in excess of
45° C. The oily residue is dissolved in 400 ml. of toluene,
about 100 ml. of solvent is distilled (to remove any
residual tetrahydrofuran), and the obtained solution is
seeded and cooled at 0° C. for 5 hours. The obtained
crystals are collected by filtration, washed with 250 ml.
of 1:2 (by volume) toluene/hexane, washed with 200 ml.
of hexane and vacuum dried at 50° C. for 3 hours to
obtain the product (184 g. (86%)), m.p. 99°-100° C.

The product is a racemate that may be resolved into
its R and S components.

STEP 6 (REACTION B)

Methyl(Z)-erythro-(E)-3,5-dihydroxy-7-[3'-(4""-fluoro-
phenyl)-1'-(1"-methylethyl)indol-2'-yl]hept-6-enoate

F
/H
\ c=cC XLVIID)
Ve
NH ?H—cnz—fl:-—cm—coocn;
éH OH le}
7 N\
CHj3 CH3
1) B(C;Hs); + O2
2) NaBHy4
3) CH30H
F
H
XLI)
CH—CH~CH—CH;—COOCH;
A
CH OH OH
7 N\
CH; CHj3
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Initial Procedure

(a) 30 ml. of 1M. triethylborane/tetrahydrofuran (30
mmol.) is added dropwise to a solution of 12.2 g. (26
mmol. assuming 100% vyield) of crude Compound
XLVHI from Step 5 in 400 ml. of dry tetrahydrofuran
(distilled over lithium aluminum hydride) stirred at
room temperature, 55 ml. of air (at 760 mm. Hg. and 25°
C.) is bubbled through over 5 min., and the reaction
mixture is stirred at room temperature under nitrogen
for 2 hours. The reaction mixture is cooled to —80° C.,
1.3 g. (34 mmol.) of sodium borohydride is added, and
the reaction mixture is stirred overnight at —80° C.
under nitrogen. The reaction mixture is allowed to
warm to —10°—0° C., quenched by the dropwise addi-
tion of sufficient 2N. hydrochloric acid to lower the pH
to 2 and extracted with diethyl ether. The diethyl ether
extract is washed twice with saturated sodium chloride
solution, dried over anhydrous magnesium sulfate and
evaporated at reduced pressure to a yellow oil, the
crude ethylborate ester. 400 ml. of anhydrous methanol
is added, and the reaction mixture is stirred at room
temperature for 2.5 hours. The methanol is evaporated
at reduced pressure and 40° C., and the residue is dis-
solved in 4:1 (by volume) chloroform/ethyl acetate and
" chromatographed on a silica gel column (3” diame-
ter X 8" height) using the same solvent as the eluant.
The fractions containing the relatively pure product are
combined and evaporated at reduced pressure to obtain
the product as an oil (6.7 g. (61% overall yield from the
Initial Procedure of Step 5 and this part of this step)).

(b) An impure chromatography fraction (containing
some product) is evaporated at reduced pressure, and
the residue is triturated with diethyl ether and n-pen-
tane and seeded with a crystal that formed upon addi-
tion of the methanol to the ethylborate ester to obtain
the product as a white powder (0.7 g. (6%)), m.p.
122°-124° C.

The product is a racemate which may be resolved
into two optically pure enantiomers, the 3R,5S and
38,5R isomers, of which the former is preferred. It
contains a small amount of the corresponding threo
racemate (2—4%).

Modified Procedure:

(c) A suspension of 22.7 g. (0.6 mole) of sodium boro-
hydride powder in 1 L. of isopropanol is stirred at —15°
C., a solution of 141 g. (0.333 mole) of Compound
XLVIII in 2.1 of ethyl acetate is added with stirring
over a period of 1.5-1.65 hours, the temperature being
maintained below —15° C., and the reaction mixture is
stirred at a temperature below —15° C. for 15 minutes,
the reaction mixture being stirred under nitrogen
throughout. The reaction mixture is slowly poured into
a mixture of 1.4 1. of saturated ammonium chloride
solution and 50 ml. of concentrated hydrochloric acid
stirred at 20°-25° C., and the obtained mixture is stirred
at the same temperature for 10 minutes (until no more
gas is evolved). The organic layer is separated, washed
with 500 ml. of saturated sodium chioride solution and
evaporated at reduced pressure and a temperature not
in excess of 50° C., the obtained yellow-orange oily
residue is dissolved in 2 1. of isopropanol, 20 g. (0.323
mole) of boric acid is added, and the mixture is heated to
reflux temperature and filtered. The filtrate is allowed
to cool to 20° C. with gentle stirring and is gently stirred
at this temperature for 3 hours. The obtained crystals
are collected by filtration, washed twice with 200 ml.
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portions of isopropanol (the erythro:threo ratio of the
obtained 2-(1"-methylethoxy)-1,3,2-dioxaborinane is
about 7:3, with that of the product remaining in the
mother liquor being about 1:10) and dissolved in 2.6 1.
of isopropanol by refluxing for 2-10 minutes. The solu-
tion is cooled to 20°-25° C. with gentle stirring and is
gently stirred at this temperature for 3 hours. The ob-
tained crystals are collected by filtration and washed
twice with 200 ml. portions of isopropancl (the ery-
thro:threo ratio of the obtained 2-(1'-methylethoxy)-
1,3,2-dioxaborinane is about 5.25-7.33:1, with that of
the product remaining in the mother liquor being about
1:9). The recrystallization procedure is repeated (the
erythro:threo ratio of the obtained 2-(1'-methylethoxy)-
1,3,2-dioxaborinane is about 11.5-19:1, with that of the
product remaining in the mother liquor being about
1:5). The recrystallization procedure is repeated again,
and the solid is vacuum dried at 70°-80° C. for 3-4
hours to obtain methyl 6-[2'-[3"-(4""-fluorophenyl)-1"'-
(1""-methylethyl)-1H-indol-2"-yl]ethenyl]}-2-(1’-
methylethoxy)-1,3,2-dioxaborinane-4-acetate (Com-
pound XL VIIIA) (50.8 g. (30%)), m.p. 153°-156° C.
The erythro:threo ratio of the product is at least 39:1,
with that of the product remaining in the mother liquor
being about 1:1.

A suspension of 63 g. (0.1277 mole) of Compound
XLVIIIA in 650 ml. at methanol is refluxed under nitro-
gen for 45 minutes, the obtained solution is filtered and
evaporated to dryness at reduced pressure, and the oily
residue is dissolved in 200 ml. of ethyl acetate. 700 ml.
of n-hexane is added, the mixture is kept 20°-25° C. for
at least 4 hours, and the obtained crystals are collected
by filtration, washed with 200 ml. of n-hexane and vac-
uum dried at 60° C. for 3 hours to obtain the product (47
g- (87%)), m.p. 122°-124° C.

The product is the erythro racemate. It may be re-
solved by conventional means to obtain the 3R,5S and
3S,5R enantioners, of which the former is preferred,
and contains a maximum of 2% of the corresponding
threo racemate.

EXAMPLE 6

Erythro-(z)-(E)-3,5-dihydroxy-7-[3'-(4"’-fluoro-
phenyl)-1"-(1”-methylethyl)indol-2'-ylJhept-6-enoic
acid

(Reactions C and D)

H
Na2& eOH;
CH—CHs~CH—CHz>—~COOCH3
. A A (XLD)
OH OH
/7
CHj3 CHj3
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-continued

Reactions C and D

H®
..9
CH—CHz~ CH—CHz—COOSNa®
A A (XLIX)

OH OH
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hours, and the methanol is evaporated at reduced pres-
sure to obtain crude racemic Compound XLIX.

(b) 4.5 ml. of IN. sodium hydroxide solution “.5
mmol.) and 2.0 g. (4.7 mmol.) of Compound XLI (from
Example 5) are stirred in 150 ml. of ethanol at room
temperature for 2 hours, the solvent is evaporated at
reduced pressure, and the residue is dissolved in 50 ml.
of water. The aqueous solution is gently extracted with
diethyl ether, the traces of ether in the aqueous layer are
removed at reduced pressure, and the aqueous layer is
freeze dried to obtain racemic Compound XLIX (1.8 e.
(88%)), m.p. 194°-197° C.

(c) The crude Compound XLIX from Part (a) is dis-
solved in water, and the solution is acidified to pH 2
with 2N. hydrochloric acid and extracted with diethyl
ether. The diethyl ether extract is washed three times
with saturated sodium chloride solution, dried over
anhydrous magnesium sulfate and evaporated at re-
duced pressure to obtain crude solid racemic Com-
pound L (6.9 g.).

Pure Compound L (containing less than 29% of the
corresponding threo racemate) may be obtained from
Compound XLIX of comparable purity (Example 8) by
the process of this part of this example. M.p. 127°-128°

25 C.
CH—CH;—CH~—CH;—COOH Compounds XLIX and L may both be resolved into
A A @© two optically pure enantiomers , the 3R,5S and 3S,5R
OH OH isomers , of which the former is preferred.
CHs  CHs 20 EXAMPLES 7(a) and 7(b)

(a) 17.3 ml. of IN. sodium hydroxide solution (17.3
mmol.) is added dropwise to a solution of 6.7 g. (15.7
mrnol.) of Compound XL1I (from Step 6, Initial Proce-
dure, Part (a) of Example 5) in 300 ml. of methanol, the
reaction mixture is stirred at room temperature for 2

(E)-(£)-Trans-4-hydroxy-6-[2'-[3""-(4'"'-fluorophenyl)-
1”-(1"”"-methylethyl)indol-2"-yilethenyl]-3,4,5,6-tet~
rahydro-2H-pyran-2-one and the corresponding cis

lactone (Reaction E)

CH—CH;—CH—CH—COOH

A
OH

@
OH

CHz / \
N
N=C=N—CH;CH>—N

\_/

09058 CH3
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F
H
o}
]
le]

(@) 6.9 g. (15.7 mmol. assuming 100% yield) of crude
Compound L (from Part (c) of Example 6) and 7 g. (16.5
mmol.) of N-cyclohexyl-N'-[2-(N""-methylmorpholini-
um)ethyl]carbodiimide p-toluenesulfonate are stirred in
300 ml. of methylene chloride at room temperature for
3 hours. The reaction mixture is extracted with water,
dried over anhydrous magnesium sulfate and evapo-
rated at reduced pressure. The residual oil is chromato-
graphed on a silica gel column (3" diameter X 6" height)
utilizing 7:2:1 (by volume) methyl t-butyl ether/n-hex-
ane/acetone as the eluant. The initial fractions, contain-
ing the racemic trans lactone, are combined and evapo-
rated at reduced pressure to obtain the product as a
foam (2.6 g.).

N.M.R. (CDCI3): 1.68 (6H doublet) 1.75-2.05 (3H
multiplet) 2.55-2.82 (2H multiplet) 4.38 (1H multiplet)
4.82 (1H quintet) 5.25 (1H multiplet) 5.72 (1H quartet)
6.75 (1H doublet) 7.05-7.6 (8H multiplet)

I.R. (CHCI3): 3600 (m), 3480 (broad), 2980 (m), 2930
(m), 1720 (s) and 1225 (s) cm.—! and others

The product is a racemate that may be resolved by,
for example, the process set forth above into two opti-
cally pure enantiomers, the 4R,6S and 4S,6R isomers, of
which the former is preferred.

CHj3
L’n

CH3

EE | Na®©O0H
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(b) The chromatography fractions from Part (a) of
this example containing the cis lactone are combined
and evaporated at reduced pressure to obtain the solid
product (0.22 g.), m.p. 170°-175° C. (dec.).

N.M.R. (CDCl3): 1.58 (1H multiplet) 1.68 (6H dou-
blet) 2.05 (1H doublet) 2.22 (1H multiplet) 2.52 (1H
quartet) 2.95 (1H quartet) 4.3 (1H multiplet) 4.8 QH
multiplet) 5.72 (1H quartet) 6.78 (1H doublet) 7.1-7.6
(8H multiplet)

LR. (CHC3): 3600 (), 3480 (broad), 2980 (m), 2930
(m), 1720 (s) and 1225 (s) cm.—! and others

The product is a racemate that may be separated into
two optically pure enantiomers, the 4R,6R and 4S,6S
isomers of which the former is preferred. The cis lac-
tone results from a small amount of the threo isomer of
Compound XLI formed in the Initial Procedure of Step
6 of Example 5 and not separated therefrom which is
carried through Reactions C and D (Parts (a) and (c) of
Example 6) and Reaction E (Part (a) of this example).

Example 8
Sodium
erythro~(=%)-(E)-3,5-dihydroxy-7-[3’-(4" -fluorophenyl)-
1’-(1"-methylethylindol-2'-yllhept-6-enoate

F
H
\ CcC=cC
v
~NH CH— CHy— CH—CH>—COOCH;
I A
CH OH OH
/s
CH3 CH3
LD
o] Na®OOoH
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H

(A:H——CHZ—fH—CHZ—cooeNaéB (XLIX)

OH OH

EXAMPLE 9
Sodium

Reaction EE

() 2.6 g. (6.6 mmol.) of Compound LI (from Part (a)
of Example 7), 12.6 ml . of 0.5N. sodium hydroxide
solution (6.3 mmol.) and 200 ml. of absolute ethanol are
stirred for 2 hours at room temperature, the solvent is
evaporated at reduced pressure, and the residue is dis-
solved in 150 mi. of water. The aqueous solution is
gently washed with diethyl ether and freeze dried to
obtain the solid racemic product (2.7 g.).

N.M.R. (CDCIl3-+CD30D): 1.55 (1H multiplet) 1.6
(6H doublet ) 2.2-2.45 (3H multiplet) 4.08 (1H multi-
plet) 4.42 (1H multiplet) 4.9 (1H quintet ) 5.75 (1H dou-
blet of a doublet) 6.68 (1H doublet) 7-7.2 (4H multiplet)
7.48-7.58 (4H multiplet)

LR. (KBr): 3413 (broad s), 2978 (m), 2936 (m), 1572
(s) and 1216 (s) cm.—1! and others

The racemic product may be resolved into two opti-
cally pure enantiomers, the 3R,5S and 3S,5R isomers, of
which the former is preferred. See Example 14.

Reaction C

(b) 107.6 ml. of IN. sodium hydroxide solution
(0.1076 mole) is added to a suspension of 46.7 g. (0.11
mole) of Compound XLI (containing not more than
about 2% of the corresponding threo racemate) in 800
ml. of methanol stirred at 20°-25° C. under nitrogen,
and the reaction mixture is stirred under the same condi-
tions for 2.5 hours. The solvent is distilled at reduced
pressure and 40° C. until a precipitate begins to form.
400 ml. of water is added, and the balance of the metha-
nol is distilled at reduced pressure and 40° C. The solu-
tion is cooled to 20°-25° C. and extracted six times with
250 ml. portions of methyl t-butyl ether, and the resid-
ual methyl b-butyl ether is evaporated from the aqueous
phase at reduced pressure. The aqueous solution is di-
vided in half, and each half is shell-freezed and lyophi-
lized for 24-36 hours at —65°-—60° C. and 100
mTorr— about 5 um.Hg,, i.e., until the pressure reaches
about 5 pm.Hg. and the temperature reaches 20°-25° C.
utilizing an aluminum foil-wrapped flask to obtain the
product (Compound XIL1X) as an amorphous colorless
powder (44.2 g. (94.8%)), m.p. 212°-213° (dec.) (yel-
lows at 110°-125° C., turns orange-red at about 190° C.
and softens at about 206° C.).

The product is a racemate that may be resolved by
conventional means to obtain the 3R,5S and 3S,5R en-
antiomers, of which the former is preferred. It contains
a small amount (about 1.59%) of the corresponding threo
racemate and, possibly, a small amount of water.
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threo-(==)-(E)-3,5-dihydroxy-7-[3'- 4" -fluorophenyl)-1’-
(1”-methylethyl)indol-2'-ylJhept-6-enoate

(Reaction EE)

F

J/ I
CHj; CH3
Na®SOH

(LIID)

CH—CH;— CH—CH;—COOSNa®

OH

OH

CH3

0.24 ml. of IN. sodium hydroxide solution (0.24
mmol.) is added to a suspension of 100 mg. (0.25 mmol.)
of Compound LII in 10 ml. of ethanol, the resulting
solution is stirred for 1 hour at room temperature, and
the solvent is evaporated at reduced pressure. The resi-
due is dissolved in chloroform, and the solution is tritu-
rated with diethyl ether to obtain the solid product (83
mg. (73%)).

N.M.R. (D20): 1.05 (6H doublet) 1.28 (2H multiplet)
2.18 (2H doublet) 3.95 (1H multiplet) 4.2 (1H multiplet)
4.5 (1H multiplet) 5.4 (1H doublet of a doublet) 6.4 (1H
doublet) 6.5-7.2 (8H multiplet)

The racemic threo compound may be resolved by
conventional means into its 3R,5R and 38,58 Compo-
nents.
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EXAMPLE 10 STEP 2 (REACTION S)
(E)-Trans-6S-[2'-[3"-(4""-fluorophenyl)-1""-methylin- 3-(4'-Fluorophenyl)-2-hydroxymethyl-1-methylindole
dol-2"-yl]ethenyl]-4R-hydroxy-3,4,5,6-tetrahydro-2H-
pyran-2-one 5 F

XLA)

XXXIV)

(o]
20
STEP 1 (REACTION R)

3-(4'-Fluorophenyl)-1-methylindole-2-carboxaldehyde

F
F F 25 I \ CH,0H
N
]
CHj3
(XXXTID)

O \ POCIs/DMF C \ A solution of 160 g. (0.6324 mole) of Compound
I —_— I CHO XXXIV in 650 ml. of tetrahydrofuran is added over a 20
N N min. period to a mixture of 9.6 g. (0.25 mole) of sodium

i | borohydride, 650 ml. of tetrahydrofuran and 65 ml. of

CHj3 CH3 35 methanol stirred at 0° C. under nitrogen, the tempera-

(L) (XXXIV) ture of the reaction mixture not being allowed to exceed

14° C. The reaction mixture is stirred under nitrogen at
5°-10° C. for 30 min., and the tetrahydrofuran and
methanol are distilled at atmospheric pressure. 1 1. of
toluene is added to the oily residue (200-300 ml.) and
the residual tetrahydrofuran is distilled at atmospheric
pressure until the temperature reaches 108°-110° C. The
toluene solution is cooled to 40° C., 1.3 L. of 0.5N. so-
dium hydroxide is rapidly added, and the two phases are

78.5 ml. (0.84 mole) of phosphorus oxychloride is
added dropwise over a 20 min. period to 213 ml. of
dimethylformamide stirred at 0° C. under nitrogen, the 40
temperature of the reaction mixture not being allowed
to exceed 10° C. The reaction mixture is heated to 80°
C., a solution of 163.5 g. (0.727 mole) of 3-(4'-fluoro-
phenyl)-1-methylindole in 270 ml. of dimethylformam-
ide is added at a rate such that the temperature of the 45 ., ) .
reaction mixture is maintained at 81°-83° C., the reac- mlzced aand separated. The organic phase is heated to
tion mixture is maintained at 80°-81° C. for 5 hours and 50°-55 C.,a 1.1 L. of n-hexar.le. is added, the solution is
cooled to 10° C., and 1 1. of 15% sodium hydroxide cooled to 5° C.,, anc} the precipitated cplorless product is
solution is added dropwise at a rate such that the tem- collected by filtration and vacuum dried for 16 hours at
perature of the reaction mixture is maintained at 35°~40° 50 room temperature. (136 g. (84.3%)), m.p. 110°-1 1 rc
C., the reaction mixture being stirred under nitrogen A less pure second crop (20 g.) may also be obtained.

throughout. The reaction mixture is cooled to 25° C., STEP 3 (REACTION T)
and the solids are collected by filtration, washed three
times with 500 ml. portions of water and dissolved in
500 ml. of methylene chloride. The methylene chloride
solution is filtered through 500 ml. of silica gel (70-230 F

mesh A.S.T.M.) and the silica gel is carefully washed l

2-Chloromethyl-3-(4'-fluorophenyl)- 1-methylindole
55

with 2 1. of methylene chloride. The methylene chloride
solutions are combined and concentrated to a volume of €0
300 ml. at reduced pressure, 300 ml. of absolute ethanol

is added, and the reaction mixture is distilled until the

internal temperature reaches 78° C. The reaction mix- I \ CH,0H SOCIz >
ture is cooled to 0° C. and the precipitated bright yellow

product is collected by filtration and vacuum dried at ¢s5 N

room temperature (153.9 g. (84%)), m.p. 80.5°-81.5° C. CH;

A slightly less pure second crop may be obtained from KXXIID

the mother liquor.
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-continued

5

29.5 ml. (0.404 mole) of thionyl chloride is added 15
over a 10 min. period to a solution of 63.8 g. (0.25 mole)
* of Compound XXXIII in 650 ml. of dry tetrahydrofu-
ran (dried over molecular sieves) stirred at —7° C.
under nitrogen. The reaction mixture is stirred at
—5°—0° C. under nitrogen for 2.5 hours, 350 ml. of
toluene is added (with cooling to keep the temperature
of the reaction mixture at or below 5° C.), tetrahydrofu-
ran and excess thionyl chloride are distilled at 0.5-2
mm. Hg. and 0°~10° C. until the volume of the reaction
mixture is about 400 ml., an additional 350 mi. of toluene
is added and another 100 ml. of solvent is distilled at
0.5-1 mm. Hg. and 10°-20° C. to obtain a solution of the
product in toluene.

STEP 4 (REACTION V)

3-(4-Fluorophenyl)-1-methyl-2-triphenylphosphoni-
ummethylindole chloride

20

30

35

C,

cmcr CENP

45

50

CgHs

\ 55
I CHZ—@]I’—Cﬁﬂs cie

N CeHs

|

CHj3

LVD) 60

A solution of 66.2 g. (0.25 mole) of triphenyiphos-
phine in 1 1. of toluene is added over a 3 min. period to
the solution of Compound LV obtained in Step 3 stirred
at 15°-20° C. under nitrogen, and the reaction mixture is 65
stirred at 108°-110° C. under nitrogen for 5 hours and
cooled to 25° C. The product is collected by filtration,
washed twice with 50 ml. portions of toluene and once

66

with 50 ml. of n-heptane and vacuum dried, 93 g. (710%),
m.p. 270°-271° C. (dec.).

STEP 5 (REACTION W)

(E)-48R-(1',1'-dimethylethyl-diphenylsilyloxy)-6aS-
[2°-[3"-(4"""-fluorophenyl)-1”-methylindol-2"'-yl]e-
thenyl]-28-methoxy-3,4,5,6-tetrahydro-2H-pyran and
the corresponding (Z) compound

F

Cels
CH;— GBl|>-C¢5Hs

Cl® (LVID)

(LVID)

(L.VIII) and

OCH;
F
H H CsH
NN _ >
] c=c R O—Sli-E-C4H9 @LVIIIA)
N s H  CgH;s
) o
CH3
OCH;

6.0 ml. of 1.3M. n-butylithium/n-hexane (7.8 mmol.)
is added dropwise over a 7 min. period to a slurry of 4.0
g- (7.47 mmol.) of Compound LVI (stripped from tolu-
ene at reduced pressure and dried under high vacuum
prior to use) in 100 ml. of dry tetrahydrofuran (freshly
distilled from sodium and benzophenone) stirred at
room temperature under nitrogen. The reaction mixture
is cooled to 0° C., and 2.98 g. (7.48 mmol.) of Com-
pound LVII (stripped from toluene at reduced pressure
and dried under high vacuum prior to use) in 20 ml. of
dry tetrahydrofuran is added dropwise over a 5 min.
period, an additional 10 ml. of dry tetrahydrofuran is
added, and the reaction mixture is maintained at about
0° C. for 45 min., allowed to warm to room temperature
and maintained at room temperature for 17 hours, the
reaction mixture being stirred under nitrogen through-
out. The reaction mixture is poured into 500 ml. of
water and extracted four times with 250 ml. portions of
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diethyl ether. The diethyl ether extracts are combined
and dried over anhydrous magnesium sulfate and then
over anhydrous sodium sulfate and evaporated at re-
duced pressure. The last traces of diethyl ether are
removed under high vacuum to obtain a semi-solid
residue. The residue is subjected to medium pressure
liquid chromatography utilizing a silica gel column and
methylene chloride as the eluant, with those fractions
containing one product and one or more contaminants
or a mixture of the products (with or without one or
more contaminants) as determined by thin layer chro-
matography being recycled, to obtain 1.83 g. (39.6%) of
the (E) (i.e., trans) olefin (Compound LVIII) as an
orange foam and 0.671 g. (14.5%) of the (Z) (i.e., cis)
olefin (Compound LVIIIA) also as an orange foam.

STEPF 6 (REACTION X)
(E)-4BR-(1'1"-dimethylethyl-diphenylsilyloxy)-6aS-[2'-
[3”-(4"-fluorophenyl)-1"-methylindol-2"-yljethenyl]-2-

hydroxy-3,4,5,6-tetrahydro-2H-pyran and the
corresponding 68R compound

F

(LVIID

H CsHs
v
/c=c S R O—Sli-E-Ca,Hg
NH H CeHs
i o]
CH3
OCH;3
3:2:1 AcOH/THF/H;0
60° C.
F (LIX)
C6H| 5
R 4 O—Si-t-C4Hy
H |
CeHs
and
LX)

[

1.18 g. (1.9 mmol.) of Compound LVIII is dissolved
in 56 ml. of glacial acetic acid, 37.2 ml. of tetrahydrofu-

10

15

20

25

68

ran is added, and 18.6 ml. of distilled water is slowly
added, the reaction mixture being stirred at room tem-
perature throughout. The reaction mixture is stirred at
60° C. for 18.5 hours and allowed to cool. The tetrahy-
drofuran is evaporated at reduced pressure, and the
reaction mixture is poured into 500 ml. of distilled water
and extracted four times with 300 ml. portions of di-
ethyl ether. The diethyl ether extracts are combined,
washed with saturated sodium bicarbonate solution
(until no gas is evolved upon shaking), dried over anhy-
drous magnesium sulfate and then over anhydrous so-
dium sulfate and evaporated to dryness at reduced pres-
sure. The last traces of solvent are removed under high
vacuum to obtain a yellow foam. Flash chromatogra-
phy of the foam utilizing 250 g. of silica gel and 1:1 (by
volume) dicthyl ether/n-hexane as the eluant yielded
329.9 mg. (28.6%) of Compound LIX and 366.7 mg.
(31.7%) of Compound LX.

STEP 7 (REACTION Y)
(E)-4BR-(1',1"-dimethylethyl-diphenylsilyloxy)-6aS-
[{2’-[3”-(4""-fluorophenyl)-1"-methylindol-2"-yl]e-
thenyl]-3,4,5,6-tetrahydro-2H-pyran-2-one

60

65

F (LIX)
OH
N-methylmorpholine-N-oxide +
RuCl(P(C¢H5)3)3/CH3COCH3:
(LXD)

A solution of 236.8 mg. (0.391 mmol.) of Compound
LIX in 8 ml of acetone (passed through a column of
Activity I alumina immediately prior to use) is added to
137.5 mg. (1.174 mmol.) of N-methylmorpholine N-
oxide (obtained by heating ‘N-methylmorpholine N-
oxide hydrate at 90° C. for 2-3 hours under high vac-
uum), the reaction mixture is stirred at room tempera-
ture under nitrogen until the solid dissolves, 23.5 mg.
(0.025 mmol.) of dichlorotris(triphenylphosphine)ra-
thenium (II) is added, and the reaction mixture is stirred
under nitrogen for 55 min. 10 ml of diethyl ether is
added, and the resulting solid is washed several times
with diethyl ether. The diethyl ether washings are com-
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bined, the diethyl ether is evaporated at reduced pres-
sure to near dryness, and the residue is dissolved in 100
ml . of diethyl ether. The diethyl ether solution is
washed twice with 100 ml. portions of ice-cold 2.5%
hydrochloric acid, twice with 100 ml. portions of satu-
rated sodium bicarbonate solution and once with 100
ml. of saturated sodium chloride solution, dried over
anhydrous sodium sulfate and evaporated to dryness at
reduced pressure to obtain the crude product as a yel-
low oil (243.4 mg.).

STEP 8 (REACTION Z)

(E)-Trans-6S-[2'-[3"-(4'""-flucrophenyl)-1"'-methylin-
dol-2"-yl]ethenyl}-4R-hydroxy-3,4,5,6-tetrahydro-2H-
pyran-2-one

LXD

CeHs

F (XLA)

113 pul. of glacial acetic acid is added dropwise to a
solution of 237.5 mg. (0.391 mmol.) of crude Compound
LXI (from Step 7) in 18 ml. of dry tetrahydrofuran
stirred at room temperature under nitrogen followed by
the dropwise addition of 1.564 ml. of 1M. tetra-n-
butylammonium fluoride/tetrahydrofuran. The reac-
tion mixture is stirred at room temperature under nitro-
gen for 2 hours, poured into 200 ml . of ice-cold water
and extracted four times with 75 ml. portions of diethyl
ether. The organic phases are combined, washed once
with 300 ml. of saturated sodium bicarbonate solution
and once with 300 ml. of saturated sodium chloride
solution and dried over anhydrous sodium sulfate. The
solvent is evaporated at reduced pressure, with the last
traces being evaporated under high vacuum to obtain a
yellow oil which is triturated with diethyl ether to ob-
tain the product as a pale yellow solid. Additional prod-
uct is obtained from the mother liquor by repeating this
procedure three times. A total of 83.5 mg. (58.5%), m.p.
139°-140° C, is obtained. [a]lp?3=—~5.21°
(CHCl2,c=0.82 g.)

N.M.R. (CDCl3): 1.7-2.1 (3H multiplet) 2.71 QH
multiplet) 3.87 (3H singlet) 4.42 (1H multiplet) 5.31 (1H

70

multiplet) 5.93 (1H doublet of a doublet; J;=16 Hz,
J2=6 Hz.) 6.79 (1H doublet; J=16 Hz.) 7.1-7.6 (8H
multiplet)

LR. (CHCI 3): 3612, 3466, 3039, 3002, 2933, 1736,

5 1543, 1369 and 1256 cm.—! and others

A second batch, obtained by resolution of the race-
mate by the procedure described above, had an
[a]p?5= —18.5° (CHCI3, c=0.2 g.) See Example 4(q).

EXAMPLE 11

10
(E)-Cis-6R-[2"-[3"(4""-fluorophenyl)-
1”-methylindol-2’ 'y1]etheny1]—4R—hydroxy-3,4, 5,6-tet-
rahydro-2H-pyran-2-one
15 F (LXID
20
25

The product is obtained as an oil from Compound LX
30 (Step 6 of Example 10} by the processes of Steps 7 and
8 of Example 10 and is purified by chromatography on
silica gel utilizing 1:1 (by volume) ethyl acetate/methy-
lene chloride as the eluant.

N.M.R. (CDCI3): 1.71 (1H multiplet) 2.05 (1H multi-
plet) 2.31 (1H multiplet) 2.52 (1H doublet of a2 doublet,
J1=17.5 Hz,, J»=8 Hz.) 2.95 (1H doublet of a doublet),
J1=17.5 Hez., J2=5.5 Hz. 3.85 (3H singiet) 4.31 (IH
multiplet) 4.81 (1H multiplet) 5.97 (1H doublet of a
doublet, J1=16 Hz., Jo=6 Hz.) 6.77 (1H doublet, J=16
Hz.) 7.09-7.72 (8H multiplet)

LR. (CH2Cl3): 3601, 3034, 3026, 2962, 1742, 1366 and
1230 cm.—1 and others [a]p?S=-1.14° {CH,Cl,
c=1.05g)

35

45 EXAMPLE 12
(2)-Trans-65-[2'-[3""-(4""-fluorophenyl)-1’ "-methylin-
dol-2"-yljethenyl]-4R-hydroxy-3,4,5,6-tetrahydro-2H-
pyran-2-one
50 (LXIID)
55
60

The product is obtained as an oil from Compound

LVIIIA (Step 5 of Example 10) by the processes of

65 Steps 6-8 of Example 10. [a]p?5= + 136.935° (CH,Cl,,
c=124g) .

N.M.R. (CDCl3): 0.75 (1H multiplet) 1.14 (1H multi-

plet) 1.49 (1H multiplet) 2.48 (2H multiplet) 3.76 (3H
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singlet) 4.1 (1H broad singlet) 5.1 (1H muiltiplet) 5.89
(1H doublet of a doublet, J1=10.5 Hz. J,=10 Hz.) 6.7 -continued

(1H doublet, J=10.5 Hz.) 7.09-7.73 (SH multiplet)
LR. (CH2Cl): 3604, 3084, 3026, 2930, 1739, 1364 and

1224 cm.—! and others 5 CHs coci
CH3Li
EXAMPLE 13 >
(E) -Trans-6S-[2'-[3""-(4'""- Et0
fluorophenyl)-1”-(1""-methylethyl)indol-2"-yl]ethenyl]- ch
4R-hydroxy-3,4,5,6-tetrahydro-2H-pyran-2-one 10 (CXXsll)
F (LXIV)
' CH;3 CO~—CHj;
15 CuBr2
CH3
(CXX1D)
20
CHj3 CO—CH;Br
CsHs—NH-i-C3H7
AN
CH; CH3 25
The product may be obtained from Compounds c>(c:>g3v
XLIV and LVII by the processes of Steps 1-8 of Exam- ¢ )
ple 10. [a]p?5=—25.3° (CHCl3, ¢=0.12 g.). M.p.
147°-151° C. 30
EXAMPLE 14 ZnCly
CH3 CO—CHz—N! _—
Sodium 2 Q Eron
erythro-(E)-3R,5S-dihydroxy-7-[3'-(4"'-fluorophenyl)- /CI{
1'-(1"-methylethyDindol-2'-ylJhept-6-enoate 35 CH3 CH3
CH3 -
F @xv) (CXXV)
40
CH3 O CH3 CH;
~
N H
H VAN s
v 1) CH3 c=c\ +
N 45 H CHO
CH—CH,; —CH—CH,— COOSNa® \ POCI3/CH3CN
A S 'y R 2) Compound CXXVI
g OH OH Ilq
CH3 CH3
CH
0 7 N\
The product may be obtained from Compound LXIV ng{x VCH3
by the process of Example 8 or Example 9. ¢ D
[alp?3=—16.4° (CHCls3, c=0.58 )
[alp??= +23.8°x0.6° (CH30H, c¢=04 g.). M.p.
181°-182° C. (dec.) 55 CH3 CH3
EXAMPLE 14A ‘
Ethyl
erythro-(=£)-(E)-3,5-dihydroxy-7-[3'-(3",5"-dimethyl- Hl) CH3-CO—CHz—COOC;Hs +
phenyl)-1'<(1”-methylethyl)indol-2'-ylJhept-6-enoate 60 \ /' :;I:Li
/C=C\ 3) Compound CXXVII
CHj3 COOH Iqu CHO
SOChL
—_— CH
a 65 /7 \
. CHj3 CH3
(CXXVID)

CH3
(CXXI)
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-continued

CH3 CHj3
g :

H 1) (C2Hs5)3B + air
_ 7 2) NaBH4
¢=cC 3) CH30H [
~NH (l:H—CHz—-h:—CHz—-coocsz 10
(I:H OH
7 N\
CH3 CH3
(CXXVIII)
15
CH3 ‘ CH3
20

H
\ /
C=C
e N
NH CH—CH;—CH-—CH—COOC;H;s
'y A

H OH OH 25
/N
CH3 CH3
(CXXIX)
STEP 1 30

3,5-Dimethylbenzoyl chloride (Compound CXXII)

2.0 kg. (16.3 moles) of thionyl chloride is added drop-
wise over a period of 45 minutes to a suspension of 2.0
kg. (13.32 moles) of 3,5-dimethylbenzoic acid in 8 1. of 35
toluene stirred at 65° C. under nitrogen during the
course of which the temperature is kept below 80° C.
The reaction mixture is stirred at 110°-115° C. under
nitrogen for 5 hours and cooled, and the toluene and
excess thionyl chloride are vacuum distilled at 55°-60°
C. to obtain 2.247 kg. of crude product. A small sample
is purified by vacuum distillation. B.p. 52°-57° C./0.25
mm Hg.

STEP 2

3,5-Dimethylacetophenone (Compound CXXIII)

145 g. (0.41 mole ) of tris (acetylacetonato) iron (I1I)
is added to a solution of 2.247 kg. (=13.32 moles) of
crude Compound CXXII containing some residual tolu-
ene (from Step 1) in 4.0 1. of dry tetrahydrofuran (dried
over 3 A. molecular sieves) at 20°-25° C., the reaction
mixture is cooled to —15° C. with stirring under nitro-
gen, a solution of 1.096 kg. (14.65 moles) of methylmag-
nesium chloride in tetrahydrofuran (2.9M.) is added
over a 2.5 hour period at a rate such that the tempera-
ture of the reaction mixture does not exceed 0° C. with
stirring under mnitrogen, and the reaction mixture is
stirred at —10°—0° C. for 2 hours under nitrogen and
quenched by portionwise siphoning into a mixture of 3
1. of saturated ammonium chloride solution and 250 ml.
of concentrated (12M.) hydrochloric acid precooled to
5° C. The reaction vessel is washed sequentially with 1
1. of saturated ammonium chloride solution and 1 1. of
tetrahydrofuran, the washes are combined with the
reaction mixture, and the organic phase is separated.
The aqueous phase is washed with 1 1. of tetrahydrofu-
ran, and the washing is combined with the organic
phase. The combined organic solution is washed with 2

45

S0

55

65

74

L. of saturated sodium chloride solution, dried over 2.0
kg. of anhydrous sodium sulfate and filtered. The filter
pad is washed three times with 500 ml. portions of tetra-
hydrofuran, the washings are added to the filtrate, and
the solvent is evaporated at reduced pressure and 45° C.
The resulting red oil is fractionally vacuum distilled
through a 15 cm. Vigreux column to yield the 98.74%
pure product as a colorless oil (896 g.). B.p. 68°-69°
C./0.65 mm. Hg. Also obtained is 232 g. of 86.8% pure
product. B.p. 60°~68° C./0.65 mm. Hg. Total yicld,
Steps 1 and 2, 55%.

STEP 3

1-Bromoacetyl-3,5-dimethylbenzene (Compound
CXX1IV)

A solution of 468 g. (2.93 moles) of bromine in 800 mi.
of dichloromethane is added dropwise over a period of
3 hours to a mixture of 400 g. (2.664 moles) of Com-
pound CXXIII and 2 1. of dichloromethane stirred at
20°-25° C. under nitrogen. The reaction mixture is
stirred at 20°-25° C. under nitrogen for 2 hours, and the
solvent is distilled at 40°~45° C. and reduced pressure to
obtain the crude product as an oil (662 g). A small
sample is purified by vacuum distillation. B.p. 91°-98°
C./0.1 mm. Hg.

STEP 4

N-(3,5-Dimethylbenzoylmethyl)-N-(1-methylethyl)ani-
line (Compound CXXV)

720 g. (5.33 moles) of N-isopropylaniline is added in
one portion to a solution of 662 g. (=2.664 moles) of
crude Compound CXXIV (from Step 3) in 2.0 1. of
isopropanol stirred at 50° C. under nitrogen, the reac-
tion mixture is refluxed under nitrogen for 5 hours and
cooled to 20°-25° C,, 2 1. of dichloromethane and 6 1. of
water are added sequentially, the two phase mixture is
stirred for 5 minutes and the organic phase is separated.
The solvent is distilled at 40°-45° C. and reduced pres-
sure, and 1.0 1. of absolute ethanol is added to the result-
ing green oil with stirring. The mixture is cooled to 0°
C. and maintained at that temperature for 15 minutes,
the solids are collected by filtration, washed twice with
200 ml. portions of ice-cold absolute ethanol and vac-
uum dried at 45° C. for 3 hours to obtain the bright
yellow product (445 g.), m.p. 95°~96° C. Yield, Steps 3
and 4, 59.4%. i

N-isopropylaniline is synthesized as follows: A mix-
ture of 233 g. (2.5 moles) of aniline, 5 1. of tetrahydrofu-
ran and 250 ml. of acetone is stirred at 24°-25° C. under
nitrogen for 2 hours and coooled to 10° C., 675 g. (4.06
moles) of phthalic acid is added rapidly, the resulting
suspension is stirred at 10° C. under nitrogen, and 100 g.
(2.64 moles) of powdered 98% sodium borohydride is
added over a period of 25 minutes with stirring under
nitrogen, during the course of which the temperature
rises to 28° C. The reaction mixture is stirred under
nitrogen at 28° C. for 15 minutes and at 60°-61° C. for 2
hours, cooled to 25° C. and siphoned portionwise into
2.0 L. of 20% sodium hydroxide solution at a rate such
that the temperature does not exceed 20° C. The or-
ganic phase is separated, 1.0 kg. of anhydrous potassium
carbonate is added, the mixture is stirred at 20°-25° C.
for 20 minutes, the solid is removed by filtration and
washed twice with 250 ml. portions of tetrahydrofuran,
the washings are combined with the filtrate, and the
tetrahydrofuran is distilled at 20-100 mm. Hg. and a
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maximum temperature of 55° C. The resulting residual
oil is fractionally distilled through a 35 cm. Vigreux
column to obtain the 97.4% pure product (295 g.
(84.4%)). B.p. 62°-64° C./1 mm. Hg.

STEP 5

3-(3',5’-Dimethylphenyl)-1-(1’-methylethyl)indole
(Compound CXXVTI)

1.90 kg. (13.94 moles) of granulated anhydrous zinc
chioride is added rapidly to 3.85 1. of n-propanol ini-
tially stirred at 20°-25° C. under nitrogen at a rate such
that the internal temperature does not exceed 55° C.
(the addition being exothermic), the mixture is stirred
under nitrogen until a clear solution is obtained, 560 g.
(1.99 moles) of Compound CXXYV is added in one por-
tion, and the reaction mixture is refluxed under nitrogen
for 4 hours, cooled to 20°-25° C. and quenched with 5.9
1. of IN. hydrochloric acid (5.9 equivalents). 1.48 1. of
methylene chloride is added, the two phase system is
mixed for 5 minutes, and the organic phase is separated,
washed with 3 1. of water, washed with 3 1. of 15%
ammonium hydroxide solution, washed with 3 1. of
saturated sodium chloride solution and concentrated at
50° C. and reduced pressure to a volume of about 600
ml. 1.8 1. of isopropanol is added, and the solution is
concentrated at 50° C. and reduced pressure to a vol-
ume of about 1.5 1, allowed to cool to 20°-25° C. with
stirring, seeded with a few crystals obtained from a
previous batch and allowed to slowly crystallize with
stirring. The solid is collected by filtration, washed
three times with 200 ml. portions of ice-cold isopropa-
nol and vacuum dried at 20°-25° C. to constant weight
(about 12 hours) to obtain the 98.89 pure product as a
tan solid (357 g. (67.3%)), m.p. 60°-62° C.

Seed crystals may be obtained by drying a small por-
tion of the isopropanol solution over anhydrous magne-
sium sulfate, evaporating the solution to dryness, flash
chromatographing the residue on 230—400 mesh silica
gel utilizing 1:1 (by. volume) methyl t-butyl ether/n-
hexane as the eluant, combining the fractions containing
the product and evaporating them to dryness and re-
crystallizing the residue from absolute ethanol to obtain
the white crystalline product. M.p. 64°-65° C.

STEP 6 (REACTION AA)

(B)-3-[3'-(3",5”-Dimethylphenyl)-1'-(1"-methylethyl-
)indol-2'-yl]prop-2-enal (Compound CXXVII)

16.6 ml. (167 mmoles) of 3-dimethylaminoacrolein is
slowly added to a solution of 15.5 ml. (167 mmoles) of
phosphorus oxychloride in 100 mil. of acetonitrile
stirred at —5° C. under nitrogen, the temperature of the
reaction mixture being maintained at —5°—0° C. The
reaction mixture is stirred at 0° C. for 30 minutes, the
cooling bath is removed, a solution of 11.0 g. (41.8
mmoles) of Compound CXXVI in 125 ml. of acetoni-
trile is quickly added dropwise during the course of
which the reaction mixture is heated to reflux, and the
reaction mixture is refluxed for 16 hours and allowed to
cool to 20°-25° C., the reaction mixiure being stirred
under nitrogen throughout. The reaction mixture is
poured into a mixture of 75-100 ml. of 2N. sodium
hydroxide solution and 200 ml. of ice (the mixture must
be basic), and the mixture is extracted three times with
diethyl ether. The diethyl ether extracts are combined,
washed three times with water, dried over anhydrous
magnesium sulfate, filtered and evaporated at reduced
pressure. The residue is flash chromatographed on
230-400 mesh silica gel utilizing methylene chloride as
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the eluant, the fractions containing the product are
combined and evaporated at reduced pressure, and the
residue is recrystallized from n-hexane to obtain the
product as yellow crystals (9.1 g.). M.p. 121°-123° C.

STEP 7 (REACTION A)
Ethyl(=+)-(E)-7-[3"-(3",5"-dimethylphenyl)-1"-(1"'-
methylethyl)indol-2'-yl1]-5-hydroxy-3-oxohept-6enoate
(Compound CXXVIII)

0.86 g. of 60% sodium hydride/mineral oil (21.5
mmoles) is rinsed with hexane, the sodium hydride is
dried and suspended in 100 ml. of dry tetrahydrofuran,
the suspension is cooled to 0° C., 2.7 ml. (21.2 mmoles)
of ethyl acetoacetate is added dropwise with stirring at
0° C., the reaction mixture is stirred at 0° C. for 20
minutes, 13.0 ml. of 1.65M. n-butyllithium/hexane (21.4
mmoles) is added dropwise slowly with stirring at 0° C.,
the reaction mixture is stirred at 0° C. for 20 minutes and
cooled to —78° C,, a solution of 4.0 g. (12.6 mmoles) of
Compound CXXVII in 100 ml. of dry tetrahydrofuran
is rapidly added dropwise with stirring at —78° C., and
the reaction mixture is stirred at —78° C. for 1 hour, the
reaction mixture being stirred under nitrogen through-
out. The reaction mixture is quenched at —78° C. with
sufficient 2N. hydrochloric acid to give a pH of 4, suffi-
cient water is added to dissolve all of the solids (about
150 ml.), and the mixture is extracted twice with diethyl
cther. The diethyl ether extracts are combined, washed
three to five times with saturated sodium chloride solu-
tion (until the washing is neutral), dried over anhydrous
magnesium sulfate, filtered and evaporated at reduced
pressure to obtain the crude product as a yellow oil (5.5
).

The product is a racemate that may be resolved to
obtain the SR and 5S enantiomers.

STEP 8 (REACTION B)

Ethyl
erythro-(=%)-(E)-3,5-dihydroxy-7-[3"-(3",5""-dimethyl-
phenyl)-1'-(1”-methylethylindol-2'-yi}hept-6-enoate
(Compound CXXIX)

(a) 15.1 ml. of 1IM. triethylborane/tetrahydrofuran
(15.1 mmoles) is added dropwise to a solution of 5.5 g.
(=12.3 mmoles) of crude Compound CXXVIII from
Step 7 in 100 ml. of dry tetrahydrofuran stirred at
20°-25° C., 20 ml. of air (at 760 mm. Hg. and 20°-25° C)
is added via syringe, the reaction mixture is stirred at
20°-25° C. for 1 hour and cooled to —78° C., 0.72 g.
(18.9 mmoles) of sodium borohydride is added in one
portion with stirring at —78° C., and the reaction mix-
ture is stirred at —78° C. for 4 hours and allowed to
warm to —20° C., the reaction mixture being main-
tained under nitrogen throughout. The reaction mixture
is acidified to pH 6 with 2N. hydrochloric acid at —20°
C. and extracted twice with diethyl ether. The diethyl
ether extracts are combined, washed three times with
saturated sodium chloride solution, dried over anhy-
drous magnesium sulfate, filtered and evaporated at
reduced pressure to obtain the crude cyclic ethylborate
ester as a yellow-orange oil (6 g.).

(b) A solution of the crude product of Part () in 150
ml. of HPLC grade methanol is stirred at 20°-25° C.
under nitrogen for 3.5 hours and evaporated at reduced
pressure, and the residue is dissolved in diethyl ether.
The diethyl ether solution is washed twice with satu-
rated sodium chloride solution, dried over anhydrous
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magnesium sulfate, filtered and evaporated at reduced
pressure. The residue is flash chromatographed on
230-400 mesh silica gel utilizing 2:1 (by volume) methyl
t-butyl ether/n-hexane as the eluant. The fractions con-
taining the product are combined and evaporated at
reduced pressure to obtain the product as a yellow-
orange foam (5.06 g.).

The product is a racemate which may be resolved
into two optically pure enantiomers, the 3R,5S and
3S,5R isomers of which the former is preferred. It con- 10
tains a small amount of the corresponding threo race-
mate which may be separated therefrom and resolved to
obtain the 3R,5R and 3S,5S enantiomers.

N.M.R. (CDCl3): 1.37 (3H triplet) 1.54 (2H multiplet)
1.65 (6H doublet) 2.31 (6H singlet) 2.46 (2H doublet)
3.48 (1H singilet (slightly split)) 3.75 (1H singlet (slightly
split)) 4.17 2H quartet) 4.24 (1H multiplet) 4.49 (1H
multiplet) 4.85 (1H quintet) 5.71 (1H doublet of a dou-
blet) 6.68 (1H doublet) 6.88 (1H singlet) 7.00-7.34 (4H
multiplet) 7.55 (2H doublet of a doublet).

EXAMPLE 14B

Erythro-(=£)-(E)-3,5-dihydroxy-7-[3'-(3",5"-dimethyl-
phenyl)-1'-(1”"-methylethyl)indol-2’-ylJhept-6-enoic
acid

15
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25

(Reactions C and D)

30

CHj3 ‘ CH3

H
NaOQ ; 35

CH—CHz—~CH—CH;—CO0OC>Hs5s
A (CXXIX)

OH OH

45

Filed 10/10/08 Page 50 of 73 PagelD: 50

172

78

-continued
(Reactions C and D)

CH3

CH—CH~CH-—CH—COOH
(CXXX)

OH OH

CHj3

27.8 ml. of 1IN, sodium hydroxide solution (27.8
moles) is added dropwise rapidly to a solution of 11.0 g.
(25.3 mmoles) of Compound CXXIX in 200 ml. of
HPL.C grade methanol stirred under nitrogen at 20°-25°
C., and the reaction mixture is stirred at 20°-25° C.
under nitrogen for 1.5 hours and evaporated at reduced
pressure. Sufficient water is added to dissolve most of
the resulting orange oil, and the mixture is acidified to
PH 2 with 2N. hydrochloric acid. The solution is ex-
tracted three times with diethyl ether, and the extracts
are combined, washed three to five times with saturated
sodium chloride solution (until the washing is neutral),
dried over anhydrous magnesium sulfate and evapo-
rated at reduced pressure to obtain the product as an
orange foam (8.3 g.).

The product is a racemate which may be resolved
into two optically pure enantiomers, the 3R,5S and
38,5R isomers, of which the former is preferred. It
contains a small amount of the corresponding threo
racemate which may be separated therefrom and re-
solved to obtain the 3R,5R and 3S,5S enantiomers.

N.M.R. (CDCls): 1.56 (2H multiplet) 1.66 (6H dou-
blet) 2.35 (6H singlet) 2.53 (21t doublet) 4.25 (1H multi-
plet) 4.50 (1H multiplet) 4.84 (1H quintet) 5.72 (1dou-
blet of a doublet) 6.68 (1H doublet) 6.89 (1H singlet)
6.98-7.22 (4H multiplet) 7.55 (2H doublet of a doublet)

EXAMPLE 14C

(E)-(£)-Trans-6-[2'-[3"-(3"",5""'-dimethylphenyl)-1"-
(1""indol-2"-yl]ethenyl]-4-hydroxy-3,4,5,6-tetrahydro-
2H-pyran-2-one

(Reaction E)

<_>_

CH3 / \
N
N=C=N-—CH;CH;—N

N/

09038 CH3

CH—CH»-CH—CH;—COOH

OH OH

(CXXX)

\'4
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(Reaction E)

8.71 g. (20.7 mmoles) of N-cyclohexyl-N'-[2-(N"-
methylmorpholinium)ethyl]carbodiimide p-toluenesul-
fonate is added to a solution of 8.3 g. (19.7 mmoles) of
Compound CXXX in 200 ml. of HPLC grade methy-
lene chloride stirred at 20°-25° C., and the reaction
mixture is stirred at 20°-25° C. under nitrogen for 2
hours and extracted with 150 ml. of water. The methy-
lene chloride phase is separated, and the aqueous phase
is extracted twice with methylene chloride. The three
methylene chloride phases are combined, washed twice
with water, dried over anhydrous magnesium sulfate,
filtered and evaporated at reduced pressure. The resi-
due is flash chromatographed on 230-400 mesh silica
gel utilizing 7:2:1 (by volume) methyl t-butyl ether/n-
hexane/acetone as the eluant. The initial fractions
which contain the racemic trans lactone are combined
and evaporated at reduced pressure. The residue is
triturated with n-hexane containing a trace of methyl
t-butyl ether to obtain the product as a pale yellow
powder (4.0 g.), m.p. 146°-149° C.

N.M.R. (CDCl3): 1.65 (6H doublet) 1.70 (2H multi-
plet) 2.36 (6H singlet) 2.70 (2H multiplet) 4.30 (1H trip-
lIet) 4.83 (1H quintet) 5.25 (1H multiplet) 5.70 (1H dou-
blet of a doublet) 6.75 (1H doublet) 6.9-7.6 (7H multi-
plet) 6.9-7.6 (7H multiplet)

The product is a racemate that may be resolved by,
for example, the process set forth above into two opti-
cally pure enantiomers , the 4R,6S and 4S,6R isomers,
of which the former is preferred.

EXAMPLE 14D
Sodium
erythro-(+)-(E)-3,5-dihydroxy-7-[3’-(3",5"-dimethyl-
phenyl)-1'-(1"-methylethyl)indol-2’-yl]hept-6-enocate

(Reaction EE)
CH3
/H
c=c,, OH Na® SOH >
(o]
I
o
(CXXXI)
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CH3z

CH3

(CXXXD)

-continued

(Reaction EE)

CH—CHz—CH—CHz~COOSNa®
A

OH OH

(CXXXII)

CH3

7.0 ml. of IN. sodium hydroxide solution (7 mmoles)
is added to a solution of 2.95 g. (7.32 mmoles) of Com-
pound CXXXT in 100 ml. of absolute ethanol stirred at
20°-25° C., the reaction mixture is stirred at 20°14 25° C.
under nitrogen for 1 hour and evaporated at reduced
pressure, and the residue is dissolved in the minimum
amount of water. The solution is gently washed with
diethyl ether, subjected to reduced pressure for $ min-
utes to remove the traces of diethyl ether and vacuum
freeze-dried for 16 hours to obtain the product as a pale
yellow power (3.1 g.), m.p. 183°-186° C.

N.M.R. (CD30D/CDCl3): 1.52 (2H multiplet) 1.67
(6H doublet) 2.23 (2H mutltiplet) 2.34 (6H singlet) 3.35
(1H multiplet) 4.08 (1H multiplet) 4.90 (1H quintet) 5.75
(1H doublet of a doublet) 6.67 (1H doublet) 6.9-7.6 (7H
multiplet)

The product is a racemate that may be resolved by
conventional means to obtain the 3R,5S and 3S,5R. en-
antiomers, of which the former is preferred.
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Examples 15-82 and 143-165
The following compound of Group IAa may be synthesized by the processes set forth above:

R Ry Rj3 R4 Rs Rs5q X Re¢ Ry m.p. Isomer(s)
Ex. 15 CH3 H H H H H H H CH3 D
=C
H
Ex. 16 CHs H H H H H H H CzH5 V_iscous D
c=c ol
H
Ex. 17 CHs H H H H H H H Na D
C=C
H
Ex. 18 CH3 H H H H H H H H D
c=C
H
Ex. 19 CHj H H H H H H H Na Amorphous E
c=c solid
H
Ex. 20 CHs H H H H H H H Na Amorphous T
c=c solid
H
Ex. 21 CH3 6-OCH2C¢Hs H 4-F H H H H C2Hs5 Solid D
c= foam
H
Ex.22 CH3 6-OCHCg¢Hs H 4-F H H H H K D
C=C
H
Ex. 23 CHj 6-OCHzCgHs H 4-F H H H H Na Amorphous D
Ca=cC solid
H
Ex. 24 CH3 6-OCH2C¢Hs H 4-F H H H H H D
C=C
H
Ex.25 CHj3 H H 4F H H DB H CH3 D
Ex. 26 CHj H H 4-F H H DB H Na D
Ex. 27 CHs3 H H 4-F H H DB H H D
Ex.28 CH;j; H H 3-CH3 4-CHz H H H CHs Oil D
C=C
H
Ex.29 CH3 H H 3-CH; 4CH3; H H H K D
C=C
H
Ex. 30 CHj H H 3-CH;3 4CH3 H H H H D
C=C
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TABLE I-continued

Examples 15~-82 and 143-165
The following compound of Group 1Aa may be synthesized by the processes set forth above:

R) Rz R3 R4 Rs Rsq X R¢ R7 m.p. Isomer(s)
Ex 31 i-C3Hy H H 4-F H H H H CoHj5 D
c=C
H
Ex. 32 i-C3Hy H H 4-F H H H H CH3 Viscous D
o=cC oil
H
Ex. 33 i-C3Hy H H 4-F H H H H K D
Cc=C
H
Ex. 34 i-C3Hy H H 4-F H H H H H D
c=C
H
Ex. 35 CHa 4-OCH2Ce¢Hs H 4-F H H H H C2Hs Viscous D
c=c oil
H
Ex. 36 CH3 4-OCH2Ce¢Hs H 4-F H H H H K D
N 7
c=C
H
Ex. 37 CH3 4-OCHC¢Hs H 4-F H H H H H D
c=C
H
Ex. 38 CHj; H H 3-CH; 5-CHz H H H CaH;s Viscous D
c=c oll
H
Ex. 39 CH; H H 3-CH3z 5-CH3 H H H K D
C=C
H
Ex. 40 CH3 H H 3-CH; 5-CH3 H H H H D
C=C
H
Ex. 41 CHj H H 3-CH3z 5-CH3; H H H Na Amorphous E
—c solid
H
Ex. 42 CH3 H H 3-CH3 5-CH; H H H Na  Amorphous T
c=c solid
H
Ex. 43 CHj 5-ClL H 4-F H H H H CH5 96°-105° C. D
C=C
H
Ex. 44 CHj; 5-Cl H 4-F H H H H K D
C=C
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TABLE I-continued

Examples 15-82 and 143-165
The following compound of Group IAa may be synthesized by the processes set forth above:

R; Rz R3 R4 Rs Rsq X Rg Ry m.p. Isomer(s)
Ex. 45 CHj 5-Cl H 4-F H H H H H D
c=cC
H
Ex. 46 CH3 5-OCH3 H 4-.F H H H H C2Hs Viscous D
c=c oil
H
Ex. 47 CH3 5-OCH3 H 4-F H H H H Na D
C=C
H
Ex. 48 CHj3 5-OCH3 H 4-F H H H H H D
Cc=C
H
Ex.49 CH3 H H 4-F H H H H Na 193°- E
_ 196° C.
C=C (dec.)
H
Ex. 50 CHj 7-OCH2C¢Hs H 4-F H H H H C;Hs 78°-82°C. D
Cc=C
H
Ex.51 CH;3 7-OCHCgHs H 4-F H H N H H Na D
c=C
N
H
Ex. 52 CHj; 7-OCHCe¢Hs H 4-F H H H H H D
C=C
H
Ex. 53 CHj 7-OCH2CeHs H 4-F H H H H Na Amorphous E
solid
C=C
H
Ex. 54 CHj3 7-OCH2CgHs H 4-F H H H H Na Amorphous T
solid
Cc=C
H
Ex. 55 CHj 5-0CHCsHs H 4.F H H H H C2Hs Viscous D
c=c oil
H
Ex. 56 CHj 5-OCHC¢Hs H 4F H H H H Na D
c=C
H
Ex. 577 CHj 5-OCH2CgHs H 4-F H H H H H D
Cc=cC
H
Ex. 58 C¢Hz—~CH,CHx— H H 4-F H H H H CH3 OQil D
Cc=C



Case 3:08-cv-05042-PGS-TJB Document 1 Filed 10/10/08 Page 55 of 73 PagelD: 55

5,354,772
87 88

TABLE I-continued

Examples 15-82 and 143-165
The following compound of Group 1Aa may be synthesized by the processes set forth above:

R Ry R3 Ry Rs Rsq X Re¢ R7 m.p. Isomer(s)
Ex. 59 CeHz— CH,CHy H H 4-F H H H H Na  Amorphous E
1id
c—=c soli
H
Ex. 60 CyHs H H 4-F H H H H CzHs Viscous D
oil
C=C
H
Ex. 61 CHs H H 4-F H H H H Na Amorphous E
solid
=C
H
Ex. 62 CyHs H H 4-F H H H H Na Amorphous T
solid
C==C
H
Ex. 63 i-C3Hy 4-CH3 6-CH3z 4-F H H H H C2Hs 107°- D
110° C.
C=
H
Ex. 64 i-C3Hy 4-CH3 6-CH3 4-F H H H H Na  Solid foam E
C==C
H
Ex. 65 i-C3H7 4-CHj3 6-CHj3 4-F H H H H H E
C=C
H
Ex. 66 i-C3Hy 4-CHj3 6-CH3 4-F H H H H Na Solid foam T
C==C
H
Ex. 67  1-C3Hy H H 3-CH; 5-CH3 H H H CH3 Viscous D
oil ET =
C=C ~3:2
H
Ex. 68 i-C3Hy H H 3-CH; 5-CH3 H H H Na 183°- E
_ 186° C. Same as
=C Ex. 14D
H
Ex. 69 i-C3H7 S-cyclo- H 4F H H H H CH3; Viscous D
hexyl oil
C=C
H
Ex. 70 i-C3H7 5-cyclo- H 4-F H H H H Na  Solid E
hexyl foam
c=C
H
Ex. 71 i-C3Hy 5-cyclo- H 4-F H H H H Na  Solid T
hexyl foam
c=C
H
Ex. 72 cyclohexyl H H 4-F H H H H CH3 Solid foam D
Cc=cC
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Examples 15-82 and 143-165
The following compound of Group IAa may be synthesized by the processes set forth above:

R1 Rz R3 Ry Rs Rsq X Re¢ R7 m.p. Isomer(s)
Ex. 73 cyclohexyl H H 4-F H H H H Na Amorphous E
solid
Cc=cC
H
Ex. 74 cyclohexyl H H 4-F H H H H Na  Amorphous T
solid
C==C
H
Ex. 75 i-C3H7y 6-OCH2CgHs H 4.F H H H H C2Hs Solid foam D
C=cC
H
Ex. 76 i-C3Hy H H 3-CH3 4-F 5-CH3 H H C2H;5 Viscous D
C=cC oil
H
Ex. 77 i-CsHy H H 2-CH3; H H H H Na  Amorphous E
e solid
Cc=C
AN
H
Ex. 78 i-C3Hy H H 2-CH; H H H H Na  Amorphous T
solid
C=C
H
Ex. 79 i-C3Hy H H 3-CHz 4-F H H H Na Amorphous E
solid
=C
H
Ex. 80 1-C3H7 H H 3-CH3 4-F H H H Na Amorphous T
AN solid
C=C
Ve
H
Ex. 81 i-C3Hy H H 3-CH; 4-F 5-CH3 H H Na  Amorphous E
solid
C=C
H
Ex. 82 i-C3Hy 6-OCH2C¢Hs H 4-F H H H H Na 180°- E
_ 182° C.
Cc=C (dec.)
H
Ex. 143 i-CqHy H H 4-F H H H H Na 140°- E
- 160° C.
C=C (dec)
H
Ex. 144 i-C3H7 H H 2-CH; 4-F H H H CH3 Oil D
N / (ET =
Cc=cC ~4:1)
H
Ex. 145 i-C3H7 H H 2-CH3 4-F H H H Na  155°- E
_ 168° C.
H
Ex. 146 i-CgHg H H 4-F H H H H CH3 Solid foam D
ET =
C=cC ~3:2)
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TABLE I-continued

Examples 15-82 and 143-165
The following compound of Group IAa may be synthesized by the processes set forth above:

Ry Ro R3 R4 Rs Rsq X Rg Ry m.p. Isomer(s)
Ex. 147 i-C3Hy 4-i-C3H7 6-i-C3H7 4-F H H H H CzHs 123°- E
125° C.
C=C
H
Ex. 148 i-C3Hy H 4-F H Na Ampor D
_ phous (T:E =
Cc=C solid ~4:1
H
Ex. 149 i-C3H7 H 4-F H Na  Amorphous D
solid (ET =
Cc=cC ~4:1)
H
Ex. 150 i-C3H7 H 4F H Na  Amorphous 3R,5R
. N solid
c=C
s
H
Ex. 151 i-C3H7 H 4-F H Na Amorphous 3S,5R
solid
Cc=C
H
Ex. 152 i-C3H7y H 4-F H Na  Amorphous 35,58
solid
c=cC
H
Ex. 153 i-CsH7 H 4F Na Amorphous 3R,5S
solid
c=C
H H
Ex. 154 i-CsH7 6-i-C3H7 4-F Na >100° C. E
(dec.)
c=cC
H
Ex. 155 i-C3H7 H 4-CF3 H CH3z Oil E
Cc=cC
H
Ex. 156 i-C3H7y H 4-CF3 H Na Amorphous E
solid
C=C
H
Ex. 157 CH3 H 3.CF3 H CoHs 88°-90°C. D
T =
Cc=C (f :1)
H
Ex. 158 CHjs H 3-CFs3 H Na >100° C. E
(dec.)
C=
H
Ex. 159 i-C3Hy H 4-F —CH,CH>— Na 182°— E
190° C.
Ex. 160 i-C3H7 6-CH3 4-F H CH; 112°- E
113° C.
c=C
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Examples 15-82 and 143-165
The following compound of Group IAa may be synthesized by the processes set forth above:

R Rz R3 R4 Rs Rsq X R¢ R7 mp. Isomer(s)
Ex. 161 (CzHs)CH— H H 4-F H H H H CzHs Oil D
N _ Ve (ET =
c=C ~3:2)
e AN
H
Ex. 162 i-C3Hy H H 4-F H H —CH,CH— H Na Amorphous 3R,5R
solid
Ex. 163 i-C3H7 H H 4F H H —CH,CH>CH— H Na Solid foam 3R,5R
Ex. 164 i-C3Hy H H H H H N /H CH3 CH3 118°- E
121° C. ~5
C=C (=37 T
e AN
Ex. 165 i-C3Hy H H H H H H H Na >150° C. E
c=c (dec.) (~5% T)
H
25
30
35
40
45
50
55
60

63
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TABLE III

108

Examples 123-134 and 179-182
The following compounds of Group IBa may
be synthesized by the processes set forth above:

R Ry R3 Rs Rs Rsg X Re R7 m.p. Isomer(s)
Ex. 123 CHj3 H H 4F H H HH CzHs D
C=C
H
Ex. 124 CH3 H H 4F H H HH K D
Cc=C
H
Ex. 125 CHj3 H H 4F H H HH H D
Cc=C
H
Ex. 126 C;Hs 5-OCHz; H 3-CH3 H H —CH;CH;— CH3 CH3 D
Ex 127 CHs 5-OCH;3; H 3-CH; H H —CH;CH -~ CH3 K D
Ex. 128 C;Hs 5-OCH3 H 3-CH3: H H —CH;CH;~— CH3; H D
Ex. 129 i-C3H; H H 4F H H /H H CaHs D
C=
7/ AN
H
Ex. 130 i-C3Hy H H 4F H H HH K D
C=C
H
Ex. 131 i-C3H7 H H 4F H H HH H D
Cc=C
H
Ex. 132 CH3 H H H H H HH CaHs Viscous oil D
C=C
H
Ex. 133 CHj3 H H H H H HH Na D
C=C
H
Ex. 134 CHj3 H H H H H HH H D
N
=C
H
Ex. 179 i-C3H7 H H 4-F H H HH CoHs Oil DET = ~3:2)
C=C
H
Ex. 180 i-C3H7 H H 4F H H HH CHj3 103°-104° C. E
C=C
H
Ex. 181 i-C3H7 H H 4F H H HH Na  Amorphous solid D (E:F = ~3:2)
C=C
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DB = direct bond

D = mixture of diastereoisomers (four sterecisomers)
E = erythro e (two isomers)

T = threo racemate (two stereoisomers)

Each of the compounds of Tables I and III denoted 55
by a D in the Isomer(s) column is a mixture of four
stereocisomers which may be separated. The four opti-
cally pure enantiomers that may be obtained may be
designated as the 3R,5R, 3S,5S, 3R,5S and 38,5R iso-
mers. Except in the case of Examples 126-128, pre- 60
ferred are the 3R,5R and 3R,5S isomers and the race-
mate of which each is a constituent, viz., the 3R,5R-
38,58 (threo) racemate and the 3R,5S-3S,5R (erythro)
racemate, of which the latter is preferred. The preferred
isomers of Examples 126-128 are the 3R,5R and 3R,5S
isomers and the racemate of which is a constituent, viz.,
the 3R,5R-3S,5S (erythro) racemate and the 3R,5S-
3S,5R (threo) racemate, of which the former is pre-
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TABLE II-continued
Examples 123-134 and 179-182
The following compounds of Group 1Ba may
be synthesized by the processes set forth above:
R Ry R3 Ry R5 Rsp X Rg R7 m.p. Isomer(s)
Ex. 182 i-CsHy H H 4.F H H /H H Na Amorphous solid E
C=C
N
H
TABLE IV
Examples 135-142
The following compounds of Group IBb may
be synthesized by the processes set forth above:
R) R R3; Ry Rs Rs, X R¢ m.p. Isomer(s)
. Ex. 135 CH3 H H 4-F H H H H cis
C=C
H
Ex. 136 CH;3 H H 4F H H H H trans
N e
Cc=C
/s N
H
Ex. 137 CyHs S5OCH3; H 3-CH3; H H —CH;CHz— CHj3; cis
Ex. 138 CHs 5OCH; H 3-CH3; H H —CH;CH2— CH;3 trans
Ex. 138A iC3H; H H 4F H H H H 130°-132° C.  mixture:
\C__ v ~60% trans
= —40 .
. N % cis
H
Ex. 139 iC3H; H H 4F H H H H cis
Cc=C
H
Ex. 140 i-C3H; H H 4F H H H H trans
=C
H
Ex. 141 CHj3 H H H H H H H Solid foam cis
c=C
H
Ex. 142 CHj3 H H H H H H H Viscous oil trans
C=C
H
In Tables I-IV,

ferred. Each of the compounds of Tables I and III de-
noted by an E in the Isomer(s) column except Example
159 is the erythro racemate which may be resolved to
obtain the 3R,5S and 3S,5R enantiomers by, for exam-
ple, (i) lactonization, (ii) conversion to a mixture of two
diastereoisomeric silyloxy compounds, (jiii) chromato-
graphic separation of the diastereoisomeric silyloxy
compounds, (iv) cleavage of the silyl group and (v)
hydrolysis of the obtained optically pure lactone, as set
forth in more detail above, the 3R,5S isomer being pre-
ferred. The racemate of Example 159 may be resolved
to obtain the 3R,5R and 3S,5S enantiomers, of which
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111
the former is preferred. Each of the compounds of Ta-
bles I and III dencted by a T in the Isomer(s) column is

112
erosclerosis and hyperlipoproteinemia. The dosages are
those set forth supra.

TABLE V

The following compounds of Formula XX may be obtained
by the process set forth above.

R R, R R3 m.p.
Ex. Va 3,4-di-CH3—CgH3— CHj3 H H 97°-99° C.
Ex. Vb 4F—CgHy— CeHsCH2CH— H H 86°-88° C.
Ex. Ve 4-F—CgHg— i-C3H7 S-cyclohexyl H 162°-167° C.
Ex. Vd 2-CH3—CgHs— i-C3Hy H H 150°-193° C.
Ex. Ve 3,5-di-CH3—CgHa— CH;, H H 117°~118.5° C.
Ex. Vf 4-F—CgHy— CH3 5-OCHj3 H 137°-138.5° C.
Ex. Vg 4F—CgHg— CH; 6-OCH;C¢Hs H 128.5°-131° C.
Ex. Vh 4-F—CgHy— CH3 4+0OCH2C¢Hs H 162.5°-164° C.
Ex. Vi 4F—CgHs— CH3 5-Cl H 169.5°-170.5° C.
Ex. Vj CgHs— CH3 H H 141.5°-142.5° C.
Ex. Vk 4-F—CgHy— CH3 7-OCH2CsHs H 140°-14%1° C.
Ex. VI 4-F—CgHy— CH3 5-OCH2C¢Hs H 124.5°-125° C.
Ex. Vin 3-CF3—CgHa— CH3 H H 124°-124.5° C
Ex. Vn 4-F—CgHs— CoHs H H 103°-105° C.
Ex. Vo 4-F—CgHs— i-C3Hy 4-CH3 6-CHj3 189°-190° C.
Ex. Vp Cg¢Hs— i-C3Hy H H 111°-112° C.
Ex. Vq 3,5-di-CH3-4-F—CgH,— i-C3Hy H H 114.5°-115° C.
Ex. Vr 4F—CgHs— i-C3H7 6-OCH2CeHs H 118.5°~120° C.
Ex. Vs 4-F—CgHy— i-CaHy 4-i-C3H7 6-i-C3H7 162°-163° C.
Ex. Vt CH3 CeHs— H H crude amor-
phous solid
the threo racemate which may be resolved by, for ex-
ample, the same procedure to obtain the 3R,5R and TABLE VI

38,5S enantiomers, of which the former is preferred.

The following compound of Formula XXIV may be

The small amount of impurity in examples such as 30 obtained by the processes set forth above
Example 164 may be separated therefrom to obtain the *
N . R Ro Rz R3; Y© m.p.
pure erythro and threo racemates, if desired. - S —
Each of the compounds of Tables II and IV denoted Ex Via 4F Cella— ©CH; H H CIS 236-239° C.
by cis in the Isomer(s) column is the cis racemate and
each of the compounds of these tables denoted by trans 35  Throughout the examples, the term “reduced pres-

in the Isomer(s) column is the trans racemate, cis and
trans referring to the relative positions of the hydrogen
atoms (or methyl group and hydrogen atom) in the 4-
and 6-positions of the lactone ring. The cis racemates of
Examples 88 and 137 may be resolved to obtain the
4R,6S and 4S,6R enantiomers and each of the other cis
racemates of Table II and IV may be resolved to obtain
the 4R,6R and 48S,6S enantiomers, of which the 4R,6S
and 4R,6R enantiomers are preferred. The trans race-
mates of Examples 89 and 138 may be resolved to obtain
the 4R,6R and 48,68 enantiomers, and each of the other
trans racemates of Tables IT and IV may be resolved to
obtain the 4R,6S and 4S,6R enantiomers, of which the
4R,6R and 4R,6S enantiomers are preferred. The cis

40

45

sure” denotes aspirator pressure, and where no solvent
is specified in connection with a solution, the solvent is
water. All N.M.R. spectra were taken at ambient tem-
perature on a 200 MHz. N.M.R. spectrometer (except
where otherwise indicated) and all chemical shifts are
given in p.p.m. (8) relative to tetramethylsilane. Where
a single & value is given for anything other than a sharp
singlet, it is its center point. All solvent mixtures are by
volume. Where the use of nitrogen is specified, usually
dry nitrogen is utilized to maintain anhydrous condi-
tions. The concentration (c) in the optical rotation data
is given in grams/100 ml., and 21l optical rotations are
uncorrected.
‘What is claimed is:

and trans racemates may be resolved in Steps (ii)—(iv) of 50 1. A compound of the formula
the procedure outlined in the second preceding para-
graph. R. R
The mixtures of Examples 85, 104, 121, 138A, 69 and 4
170 may be separated by conventional means to obtain 5 \
the cis and trans racemates each of which may be re- 55 X=—Z,
solved as set forth above. The mixture of Example 173 6
may be separated to obtain the two individual diastereo- If
isomers. ' R3 R,
Each of the compounds of Examples 2, 6, 8, 9, 14 and
14D and the examples of Tables I and III wherein R7is 60 wherein one of R and R, is and the other is

a cation may be converted into the corresponding free
acid and into the corresponding compounds wherein
Ry is a different M by conventional means.

Each of the compounds of Examples 1-182 (includ-
ing each of the possible optical isomers) may be admin-
istered to an amimal, e.g., a larger primate, to inhibit
cholesterol biosynthesis and thereby lower the blood
cholesterol level for, for example, the treatment of ath-

65

Ry

Rs
Rsa
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and the other is primary or secondary Cj.galkyl not
containing an asymmetric carbon atom, Ci.3cy-
cloalkyl or phenyl-(CH2)m—,

wherein R4 is hydrogen, Ci-3alkyl, n-butyl, i-butyl, t-
butyl, Cj.3alkoxy, n-butoxy, i-butoxy, trifluoromethyl,
fluoro, chloro, phenoxy or benzyloxy,

Rs is hydrogen, Ci.zalkyl, Ciialkoxy, trifluoro-
methyl, fluoro, chloro, phenoxy or benzyloxy,

Rsg is hydrogen, Cizalkyl, Cj.2alkoxy, fluoro, or
chloro, and

m is 1, 2 or 3, with the provisos that both Rsand Rs,
must be hydrogen when Ry is hydrogen, Rs, must
be hydrogen when Rsis hydrogen, not more than
one of R4 and Rs is trifluoromethyl, not more than
one of R4and Rsis phenoxy, and not more than one
of R4 and Rs is benzyloxy,

Rzis hydrogen, Cj.zalkyl, n-butyl, i-butyl, t-butyl,
Cs.¢cycloalkyl, Cj.zalkoxy, n-butoxy, i-butoxy,
trifluoromethyl, fluoro, chloro, phenoxy or ben-
zyloxy,

R3is hydrogen, Cisalkyl, Cj.zalkoxy, trifluoro-
methyl, fluoro, chloro, phenoxy or benzyloxy,
with the provisos that R3 must be hydrogen when
Rz is hydrogen, not more than one of R; and Rs is
trifluoromethyl, not more than one of Ry and Rsis
phenoxy, and not more than one of Ry and R3 is

benzyloxy,
X is —(CH3)p,— or —CH—CH—, whereinn is 0, 1,
2 or 3, and
Zis
R¢ OH
LR s
—(IIH—CHZ—-CI:—CI-Iz—COOR-/ or —(I:H (I:—'RG s
OH OH o_ 1
C
|
o

wherein
Rg is hydrogen or Ci3alkyl, and Ryis hydrogen, C;.
3alkyl, n-butyl, i-butyl, t-butyl, benzyl, or M,
wherein M is a cation.
2. A compound according to claim 1 wherein M is a
pharmaceutically acceptable cation.
3. A compound according to claim 2 having the for-
mula

Rsg
Ry Rs
Ry
Te
! \ X—([:H—-CH;—C—CHZ—COOR7,
N OH OH
|
R3 Ry
wherein

R} is primary or secondary Cj.zalkyl not containing
an asymmetric carbon atom, Csgcycloalkyl or
phenyl-(CH3),,~—, wherein m is 1, 2 or 3,

Ry is hydrogen, Ciaalkyl, n-butyl, i-butyl, t-butyl,
Cs.scycloalkyl, Cj.zalkoxy, n-butoxy, i-butoxy,

10

15

20

25

30

35

45

50

55

60
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trifluoromethyl, fluoro, chloro, phenoxy or ben-
zyloxy,

R3 is hydrogen, Ciaalkyl, Ci.alkoxy, trifluoro-
methyl, fluoro, chloro, phenoxy or benzyloxy,
with the provisos that R3 must be hydrogen when
R2 is hydrogen, not more than one of R and R3is
trifluoromethyl, not more than one of Rz and R is
phenoxy, and not more than one of Ry and Rj is
benzyloxy,

R4 is hydrogen, Ci.zalkyl, n-butyl, i-butyl, t-butyl,
Ci-salkoxy, n-butoxy, i-butoxy, trifluoromethyl,
fluoro, chloro, phenoxy or benzyloxy,

Rs is hydrogen, Cialkyl, Cj.3alkoxy, trifluoro-
methyl, fluoro, chloro, phenoxy or benzyloxy,

Rsq is hydrogen, Ciaalkyl, Cj.zalkoxy, fluoro or
chloro, with the provisos that both Rsand Rs;must
be hydrogen when Ry is hydrogen, Rs, must be
hydrogen when Rs is hydrogen, not more than one
of R4 and Rs is trifluoromethyl, not more than one
of R4 and Rs is phenoxy, and not more than one of
R4 and Rs; is benzyloxy,

Rg is hydrogen or Cli-zalkyl,

R7 is hydrogen, Ci.zalkyl, n-butyl, i-butyl, t-butyl,
benzyl or M, wherein M is a pharmaceutically
acceptable cation, and

X is —(CHz)»— or —CH=—=CH—, wherein n is 0, 1,
2 or 3.

4. A compound according to claim 3

wherein

R is primary or secondary Ci.salkyl not containing
an asymmetric carbon atom,

R; is hydrogen or Cj-zalkyl,

Ra3is hydrogen or Cli.zalkyl, with the proviso that R3
must be hydrogen when R; is hydrogen,

R4 is hydrogen, Cjalkyl, trifluoromethyl or fluoro,

R;s is hydrogen or methyl,

Rsgis hydrogen or methyl with the proviso that both
Rsand Rs; must be hydrogen when Ry is hydrogen
and Rs must be hydrogen when Rs is hydrogen,

R is hydrogen or methyl,

R7is hydrogen, Cialkyl or M, wherein M is a phar-
maceutically acceptable cation, and

X is —CH>CH>— or —CH—CH-——.

5. A compound according to claim 3

wherein

R; is primary or secondary Cj.ealkyl not containing
an asymmetric carbon atom,

Ry is hydrogen, Ciaalkyl, Ci.aalkoxy, trifluoro-
methyl, fluoro, chloro, phenoxy or benzyloxy,

R3 is hydrogen, Cialkyl, Cioalkoxy, fluoro or
chloro, with the proviso that R3 must be hydrogen
when Rj is hydrogen,

R4 is hydrogen, Ciaalkyl, Cjsalkoxy, trifluoro-
methyl, fluoro, chloro, phenoxy or benzyloxy,

Rs is hydrogen, Ciaalkyl, Cisalkoxy, fluoro or
chloro,

Rsq is hydrogen or methyl, with the provisos that
both Rs and Rs, must be hydrogen when Ry is
hydrogen and Rs, must be hydrogen when Rs is
hydrogen,

Re is hydrogen or Cjalkyl,

R7yis hydrogen, Cj.3alkyl or M, wherein M is a phar-
maceutically acceptable cation, and

X is —(CH3);,— or
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e
c=c_ ,
H 5

wherein m is 1, 2 or 3.
6. A compound according to claim §
wherein
R is Ci.3alkyl,
Ry is hydrogen, Cj_3zalkyl, methoxy, fluoro, chloro or
4-, 5- or 6-benzyloxy,
Riis hydrogen or Ci-3alkyl, with the proviso that R3
must be hydrogen when R; is hydrogen,
R4 is hydrogen, methyl, methoxy, fluoro or chloro, 15
Rsis hydrogen, methyl, methoxy, fluoro or chloro,
R, is hydrogen or methyl, with the proviso that both
Rs5and Rs; must be hydrogen when Rqis hydrogen
and Rs, must be hydrogen when Rs is hydrogen,

Re is hydrogen, 20
R7is hydrogen, Cjzalkyl or M, wherein M is a phar-
maceutically acceptable cation, and
X is —CH2CH2— or
H 25
c=C
H
7. A compound according to claim 6 having the for- 30
mula
35
H 40
CH—CH;—CH—CH>—CO0SM®,
A i
OH OH
45

CHj3

wherein M@ is a pharmaceutically acceptabie cation.
8. A compound to claim 7 in racemic erythro form.
9. The compound according to claim 7 having the
formula

55
H

60
5 3
CH—CH;—CH—CH;—COOSNa®.
A
OH OH

CH;3 CH3 65

10. The compound according to claim 9 having the
3R,5S configuration.

116

11. The compound of the formula

F

CH~—CHz~CH—CHy~COOSNa®
A

OH OH

CH3
in racemic erythro form.

12. A compound according to claim 2 having the
formula

Rsg

Rs

R

H
\ OH>
| X
R¢
ll\I O
R3 Rl

wherein :

R is primary or secondary Cj.¢alkyl not containing
an asymmetric carbon atom, Cj.¢cycloalkyl or
phenyl-(CH2),,—, wherein mis 1, 2 or 3,

Ry is hydrogen, Ci.zalkyl, n-butyl, i-butyl, t-butyl,
Cs.¢cycloalkyl, Cisalkoxy, n-butoxy, i-butoxy,
trifluoromethyl, fluoro, chloro, phenoxy or ben-
zyloxy,

R3 is hydrogen, Ci-zalkyl, Cj.zalkoxy, trifluoro-
methyl, fluoro, chloro, phenoxy or benzyloxy,
with the provisos that R3 must be hydrogen when
R2is hydrogen, not more than one of Rz and R3 is
trifluoromethyl, not more than one of R; and Rjis
phenoxy, and not more than one of Rz and R3 is
benzyloxy,

R4 is hydrogen, Ci.zalkyl, n-butyl, i-butyl, t-butyl,
Cj.3alkoxy, n-butoxy, i-butoxy, trifluoromethyl,
fluoro, chloro, phenoxy or benzyloxy,

Rs is hydrogen, Cjzalkyl, Cj.zalkoxy, trifluoro-
methyl, fluoro, chloro, phenoxy or benzyloxy,

Rsg is hydrogen, Ci.oalkyl, Ci.jalkoxy, fluoro or
chloro, with the provisos that both Rsand Rs,must
be hydrogen when R4 is hydrogen, Rs, must be
hydrogen when Rs is hydrogen, not more than one
of R4 and Rs is triflnoromethyl, not more than one
of Rqand Rsis phenoxy, and not more than one of
R4 and Rjsis benzyloxy,

Rg is hydrogen or Cj 3alkyl, and

X is —(CHz2)p— or —CH==CH-—, wherein nis O, 1,
2 or 3.

13. A compound according to claim 12

wherein

R is primary or secondary Cj.¢alkyl not containing
an asymmetric carbon atom,

Rz is hydrogen, Cjalkyl, Ci.zalkoxy, trifluoro-
methyl, fluoro, chlore, phenoxy or benzyloxy,
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R3 is hydrogen, Ci.zalkyl, Cj.palkoxy, fluoro or
chloro, with the proviso that Rz must be hydrogen
when R; is hydrogen,

R4 is hydrogen, Ci.zalkyl, Ci.zalkoxy, trifluoro-
methyl, fluoro, chloro, phenoxy or benzyloxy, 5

Rs is hydrogen, Ci.zalkyl, Cj-zalkoxy, fluoro or
chloro,

Rsg is hydrogen or methyl, with the provisos that
both Rs5 and Rs, must be hydrogen when Ry is
hydrogen and Rs, must be hydrogen when Rs is
hydrogen,

Re¢ is hydrogen or Ci.palkyl, and

X is

10

15

4
c=c_ ,
H

. . 20
wherein m is 1, 2 or 3.
14. A compound according to claim 2 having the
formula
25

Rz R;

| \

N

Rg
X—-(IDH—CHz—(Il— CH>~COOR3,

OH OH

30
R3

Rs

Rsa 35
wherein

R is primary or secondary Ci-¢alkyl not containing
an asymmetric carbon atom, Cjzecycloalkyl or
phenyl-(CH2),,—, wherein m is 1, 2 or 3,

R; is hydrogen, Ci.zalkyl, n-butyl, i-butyl, t-butyl,
Cs.ecycloalkyl, Cj.zalkoxy, n-butoxy, i-butoxy,
trifluoromethyl, fluoro, chloro, phenoxy or ben-
zyloxy,

R3 is hydrogen, Ci.zalkyl, Cj.zalkoxy, trifluoro-
methyl, fluoro, chloro, phenoxy or benzyloxy,
with the provisos that Rz must be hydrogen when
R is hydrogen, not more than one of Ry and Rz is
trifluoromethyl, not more than one of Rz and R3 is
phenoxy, and not more than one of Rz and R3 is
benzyloxy,

R4 is hydrogen, Cizalkyl, n-butyl, i-butyl, t-butyl,
Cj.zalkoxy, n-butoxy, i-butoxy, trifluoromethyl,
fluoro, chloro, phenoxy or benzyloxy,

Rs5 is hydrogen, Ci.zalkyl, Ci.zalkoxy, trifluoro-
methyl, fluoro, chloro, phenoxy or benzyloxy,

Rs, is hydrogen, Cjialkyl, Cjalkoxy, fluoro or
chloro, with the provisos that both Rsand Rs,must
be hydrogen when Ry is hydrogen, Rs, must be
hydrogen when Rj5 is hydrogen, not more than one
of R4 and Rsis trifluoromethyl, not more than one
of R4 and Rsis phenoxy, and not more than one of
R4 and Rs is benzyloxy,

R¢ is hydrogen or Cj_zalkyl,

R~ is hydrogen, Cj_zalkyl, n-butyl, i-butyl, t-butyl,
benzyl or M, wherein M is a pharmaceutically
acceptable cation, and

45

50

55

60

65
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X is —(CH32)n— or —CH=CH—, wherein nis 0, 1,
2 or 3.
15. A compound according to claim 14
wherein

R is primary or secondary Cj.galkyl not containing
an asymmetric carbon atom,

R> is hydrogen, Cizalkyl, Cjsalkoxy, trifluoro-
methyl, fluoro, chloro, phenoxy or benzyloxy,

R3 is hydrogen, Ci.salkyl, Cj.alkoxy, fluoro or
chloro, with the proviso that Rz must be hydrogen
when R; is hydrogen,

R4 is hydrogen, Ci.alkyl, Cisalkoxy, trifluoro-
methyl, fluoro, chloro, phenoxy or benzyloxy,

Rs5 is hydrogen, Cizalkyl, Cjalkoxy, fluoro or
chioro,

Rsq is hydrogen or methyl, with the provisos that
both Rs5 and Rs; must be hydrogen when Ry is
hydrogen and Rs, must be hydrogen when Rs is
hydrogen,

Re¢ is hydrogen or Cjalkyl,

R7is hydrogen, Ci.3alkyl or M, wherein M is a phar-
maceutically acceptable cation, and

Xis

—(CHz)m— or
H

Ve
=C R
N

wherein m is i, 2 or 3.
16. A compound according to claim 2 having the
formula

Rz Ry
H
| \ OH
X
Re ,
N o
R3 1l
(o)
Ry R4

Rsq

wherein

R, is primary or secondary Cj.alkyl not containing
an asymmetric carbon atom, Cjiscycloalkyl or
phenyl-(CH3)»—, wherein m is 1, 2 or 3,

R is hydrogen, Ci.zalkyl, n-butyl, i-butyl, t-butyl,
Cs.ecycloalkyl, Cjp.jalkoxy, n-butoxy, i-butoxy,
trifluoromethyl, fluoro, chloro, phenoxy or ben-
zyloxy,

R3 is hydrogen, Cjaalkyl Cisalkoxy, trifluoro-
methyl, fluoro, chloro, phenoxy or benzyloxy,
with the provisos that R3 must be hydrogen when
Rz is hydrogen, not more than one of R; and R3 is
trifluoromethyl, not more than one of R, and Rs is
phenoxy, and not more than one of R; and Rj is
benzyloxy,

R4 is hydrogen, Cjalkyl, n-butyl, i-butyl, t-butyl,
Ci-zalkoxy, n-butoxy, i-butoxy, trifluoromethyl,
fluoro, chloro, phenoxy or benzyloxy,

Rsis hydrogen, Cj.zalkyl, Ci.zalkoxy, trifluoro-
methyl, fluoro, chloro, phenoxy or benzyloxy,

Rs; is hydrogen, Cijalkyl, Cjjalkoxy, fluoro or
chloro, with the provisos that both Rsand Rs, must
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be hydrogen when R4 is hydrogen, Rs, must be
hydrogen when Rsis hydrogen, not more than one
of R4 and Rsis trifluoromethyl, not more than one

of Rqand Rsis phenoxy, and not more than one of 5

R4 and Rsis benzyloxy,

Rg is hydrogen or C;3 alkyl, and

X is —(CH2),— or —CH—CH—, wherein nis 0, 1,
2 or 3.

17. A compound according to claim 16

wherein

R, is primary or secondary Cij.¢alkyl not containing
an asymmetric carbon atom,

R> is hydrogen, Cisalkyl, Cj.zalkoxy, trifluoro-
methyl, fluoro, chloro, phenoxy or benzyloxy,

R3 is hydrogen, Cj.salkyl, Cjalkoxy, fluoro or
chloro, with the proviso that R3 must be hydrogen
when R; is hydrogen,

R4 is hydrogen, Cj.aalkyl, Ci.zalkoxy, trifluoro-
methyl, fluoro, chloro, phenoxy or benzyloxy,

Rs is hydrogen, Ci-alkyl, Cjjalkoxy, fluoro or
chloro,

Rsq is hydrogen or methyl, with the provisos that
both Rs and Rs; a must be hydrogen when Ry is
hydrogen and Rs; must be hydrogen when Rs is

hydrogen,
Re¢ is hydrogen or Cialkyl, and
Xis
H
(CH>), \C C/
- m= or = ,
? /TN
H

wherein m is 1, 2 or 3.

18. A pharmaceutical composition comprising an
effective amount of a compound according to claim 2
and a pharmaceutically acceptable carrier, said effec-
tive amount being an amount sufficient to inhibit choles-
terol biosynthesis in a mammal.

19. A pharmaceutical composition according to claim
18 wherein the compound is a compound of the formula

CH—CHz—CH—CH5—CO0®M®,
A

A

OH OH

wherein M® is a pharmaceutically acceptable cation.
20. A pharmaceutical composition according to claim
19 wherein the compound is a compound of the formula

15

20

25

30

35

45

50
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CH—CHz~CH—CHy—COOSM®,

OH OH

wherein M® is a pharmaceutically acceptable cation, in
racemic erythro form.

21. A pharmaceutical composition according to claim
20 wherein the compound is the compound of the for-
mula

CH—CHZ—(A:H—CHQ—COOeNa@

OH OH

CH3
in racemic erythro form.

22. A method of inhibiting cholesterol biosynthesis
comprising administering to a mammal in need of such
treatment an effective amount of a compound according
to claim 2, said effective amount being an amount effec-
tive for inhibiting cholesterol biosynthesis.

23. A method of inhibiting cholesterol biosynthesis
according to claim 22 wherein the compound is 2 com-
pound of the formula

CH—CHs CH— CHs~COOEM®,
'y

OH OH

CH3

CH3

wherein M@ is a pharmaceutically acceptable cation.

24. A method of inhibiting cholesterol biosynthesis
according to claim 23 wherein the compound is a com-
pound of the formula
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phenoxy, and not more than one of R; and Rj is
benzyloxy,
R4 is hydrogen, Ci3alkyl, n-butyl, i-butyl, t-butyl,
5 Cisalkoxy, n-butoxy, i-butoxy, trifluoromethyl,
fluoro, chloro, phenoxy or benzyloxy,
- Rs is hydrogen, Cj.zalkyl, Ci.zalkoxy, trifluoro-
methyl, fluoro, chloro, phenoxy or benzyloxy,
10 Rs, is hydrogen, Cjjalkyl, Cj-zalkoxy, fluoro or
CH—CHz~CH—CHz~COO®M®, chloro, with the provisos that both Rsand Rs, must
oy OH be hydrogen when R4 is hydrogen, Rs, must be
Cl{g CH; - hydrogen when Rs is hydrogen, not more than one
15 of R4 and Rs is triftuoromethyl, not more than one
wherein M® is a pharmaceutically acceptable cation, in of R4 and Rs is phenoxy, and not more than one of
racemic erythro form. ) R4 and Rs is benzyloxy,
25. A method of inhibiting cholesterol biosyn.thesm Rg is hydrogen or Ci.3alkyl
according to claim 24 wherein the compound is the . ’ .
compound of the formula 20 R7 is hydrogen, C1-3all.<yl, n-Fmtyl, i-butyl, t-l?utyl,
benzyl or M, wherein M is a pharmaceutically
F acceptable cation, and
X is —(CH2),~— or —CH—CH— wherein n is 0,1,2
or 3.
25 28. A method of treating atherosclerosis according to
claim 27 wherein the compound is a compound of the
H formula
CH—CHs~CH—CHs—-COOSNa® 39 B
A A
OH OH
V4
CH3 CHj3
in racemic erythro form.
26. A method of treating atherosclerosis comprising 35 H
administering to a mammal in need of such treatment an
effective amount of a compound according to claim 2,
said effective amount being an amount effective for the CH—CHy~CH—-CHzCOOOM®,
treatment of atherosclerosis. A A
27. A method of treating atherosclerosis according to 49 CH OH OH
claim 26 wherein the compound is 2 compound of the CI-{;:, CH;
formula
R wherein M® is a pharmaceutically acceptable cation.
3e a5  29. A method of treating atherosclerosis according to
claim 28 wherein the compound is a compound of the
R4 Rs formula
R
\ e 50
I X—(I:H—CHZ-—C—CHZ—COOR7,
N OH OH
R3 llll
55 H
wherein
R is primary or secondary Ci.galkyl not containing
an asymmetric carbon atom, Cj.gcycloalkyl or - CH—CHy~CH—CH5—COOSM®9,
phenyl-(CH3),,—, wherein m is 1, 2 or 3,
Rz is hydrogen, Ci.zalkyl, n-butyl, i-butyl, t-butyl, 60 % OH OH
Csecycloalkyl, Cj.alkoxy, n-butoxy, i-butoxy, CH; CH;
trifluoromethyl, fluoro, chloro, phenoxy or ben-
zyloxy, wherein M@ is a pharmaceutically acceptable cation, in
Rz is hydrogen, Ci.zalkyl, Cj.3alkoxy, trifluoro- racemic erythro form.
methyl, fluoro, chloro, phenoxy or benzyloxy, 65

with the provisos that R3 must be hydrogen when
R is hydrogen, not more than one of Ry and Rs is
trifluoromethyl, not more than one of R; and R3 is

30. A method of treating atherosclerosis according to
claim 29 wherein the compound is the compound of the
formula
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CH—CHz-CH—CHz~COO0®Na® 4

OH OH

/ N\
. CHs CH3
In racemic erythro form.
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