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[Docket No. 77N-0240; DES I 128361

Dipyridamole; Drugs for H.man Use; Dr’Jg Efficac>’ StUdY
,.

Implementation; Withdrawal of Approval of Abbreviated New Drug

Applications

AGENCY: Food and Drug Administration, HHS.

ACTION : Notice.

SUMMARY : The Food and Drug Administration (FDA) is

certain dipyrldamole drug produc~s. FDA is also declaring

three unapproved dipyridamole ur~g products unlawful. FDA is

withdra-twing approval ‘because =h.e~e is a lack of s’J-os~antlal

evidence that these drugs are effective for long–term therapy

of chronic angina pectoris.

EFFECTIVE DATE: (Insert da~e 30 davs after date of cmblication

in the FEDERAL REGISTER) .

ADDRESSES: Requests for opinion of the applicability of this

notice to a specific product should be identified with Docket

No . 77N-0240 and reference number DESI 12836 and directed to

the Division of Prescription Drug Compliance and Surveillance

(HFD-330), Center for Drug Evaluation and Research, Food and

Drug Administration, 7500 Standish Pi., Rockville, MD 20855.
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FOR FLTRTHER INF’ORXATION COh7’TACT:

Mary E. Cazchings,

Center for Drug Evaluation anc~ Research (HFD-7),

Food

5600

and Drug Administration,
/

Fishers Lane,

Rockville, MD 20857,

301-594-2041.

SUPPLEMENTARY INFORMATION: In a notice publ~.shed in the

Federal Re~ister of January 15, 1987 (52 FR 1663), FDA revoked

the temporary exemption for the drug prod’tictsclescribed in

this doc~m,ent that permitted these products to remain on the

market beyond the time limits scheduled for implementation of

the Drug afficacy Study. The notice also offered an

opportur.ity to request a hearing on a proposal to withdraw

approval of the conditionally approved r.ew drug applications

for these products insofar as they provide for the indication,

long-term therapy of chronic angina pectoris. The proposal

was based on the conclusion that the data submitted in support

of this indication did not constitute substantial evidence of

effectiveness as required by section 505(e) of the Federal

Food, Drug, and Cosmetic Act (21 U.S.C. 355(e)) and 21 CFR

314.126. In a notice published in the Federal Re~ister of

February 23, 1987 (52 FR 5501), FDA amended the January 15,

1987, notice by adding 16 conditionally approved applications.
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1996, FDA requested the applicants to inform the agency in

writing whether they were still in~erested in pursuing the

hearing request and advised the applicants that the agency

would cor.sider a lack of response in 30 clays to constitute
,

withdrawal of the hearing request. Some of the applicants

requested withdrawal of the hearing request, withdrawal of

approval of the ANDA’s, or both. The remaining applicar,ts

withdrawing the conditional approvals of the ANDA’ s and

gertlnen.t parts of other .WDA’ s that lack suklstar.cial evidence

of effec~iveness for r.he :or,g–cerT.Eh.crap-yof chronic angina

pectoris (chronic angina pectoris indication) .

The following 13 AllDA’s have also been approved for the

indicat~on “as an adjunct to coumarin anticoagulants in the

prevention of postoperative thromboe.mbolic complications of

cardiac valve replacements” (cardiac valve indication). This

notice withdraws approval of only those parts of the

applications that provide for the chronic angina pectoris

indication.

1. ANDA 86-944; Dipyridamole Tablets containing 25

milligrams (mg) of the drug per tablet; Geneva Pharmaceuticals
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(f~~~,~y~:<, ‘CorvL :a~orati:r:.es, IT.c.J, L::<: ‘,;es~:::.~-:,-a-,:Sj-.-:j.,

Byoclmfield, CO 3::2:.

‘-,-. ~TDA 87-160; Oipyriclam.ole Tablets ~i)~=~~~~~~ 50 T,g of

the dr$~g per tablet; Chelsea Laboratories, I:lc., 2.0. Box

1515g6, 8606 ‘koading Rd. , Cincinnati, OH 45215.

3, ANDA 87-184; Dipyrldamole Table:,s cor,ta~nir.g 25 .mg of

the firug per tablet; Barr Laboratories, Inc., 2 Qu’al:erRd.,

P.o. Box 2900, Pomona, NY 10970.

4. ANDA 87-561; Dipyridarr,ole Tablets containing 75 mg of

the drl.~gper tablet; Geneva Pharmaceuticals.

= 3\q~.A~:–~~:; ,.
---- + ~>p:,-z;c:a:y.oleTa-Dle:s c<:~r.zai~.;r~g51 T.g ,0?

t~le ~rlJg per tab~e~; ~e~eva ~~Aa~T,ace,~~~~a~s.

6. ~TDA 87-716; Dip’]ridalmole Ta’blets containing 50 mg of

the dr~g per tab~et; 3aXK Laboratories, :P.c.

/, A!JDA 87-717; ~ipl~~-~danole Tablets ccncaining 75 mg of

the drug per tablet; 3arr Laboratories, Inc .

8. ANDA 88-999; Dipyridamole Tablets containing 25 mg of

the drug per tablet; Lede~le laborazo~ies, ~0~ North Midd~eto~

Rd., Pearl River, NY 10965.

9. ANDA 89-000; Dipyridamole Tablets containing 50 mg of

the drug per tablet; Lederle Laboratories.

10. ANDA 89-001; Dipyridamole Tablets containing 75 mg

of the drug per tablet; Lederle Laboratories.

11. ANDA 89-425; Dipyridamole Tablets containing 25 mg

of the drug per tablet; l?urepac Pharmaceutical Co., 200 Elmora

Ave. , Elizabeth, NJ 07207.
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-,. . ,-7. ~~_~,l~; ~:,~.;~::~
-.. . .+’4.J.~.a ./ aT.3:e -:5.i:.e:s Co:-.:di:.:T.c:32 :-.:;

of ::-Ledr’~g per ~a’biet; plJ~~~~,c3’na.:.w3p .=1.~~ - ,-!_
. ... .,..L&+&L ca— Ld.

:7-J. ANDA 89-427; Di.pyridamole ?a’blets co~.tainir.g 75 .mg

of the drug per tablet; Purepac Pharmaceutical CO,

The fol’”lowing26 ANDA’s have not been approvecl for the

cardiac valve indication, and t~leproducts lack substantial

evidence of effectiveness for the angina indication.

Therefore, this document withdraws approval of the entire

application for the products.

1
—. .ANDA S6-908; D:l?yri?,a?.o:eTablets con:ainincf 25 p,g Of

the ckug per tablez; Eon Labs ::anl:~ac~’c~:nqf :ric. (Eon’,er:;’

held by Lemmon Co, ), 227-15 NorLh Conduit Ave., La’~zelton, NY

l14i3.

7u. :AN9A 37-039; Dip::rida~.ole Tablets con~dining 25 mg of

the drug per tablet; Chelsea ~a”~oratories, Inc.

3. ANDA 87-492; Dipyridamole Tablets containing 25 mg of

the drug per tablet; Barr Laboratories, Inc.

4. ,\NIIA87-533; Zl:g-]ridamole TableEs containing 25 mg of

the drug per tablet; Mylan Pharmaceuticals, Inc., P.O. Box

4293, Morgantown, WV 26505.

5. ANDA 87-676; Dipyridamole Tablets containing 25 mg of

the drug per tablet; Mylan Pharmaceuticals, Inc.

6. ANDA 87-754; Dipyridamole Tablets containing 25 mg of

the drug per tablet; Superpharm Corp., 1769 Fifth Ave.,

Bayshore, NY 11706.





9. A!YDA 87-882; Dipyridarr,ole Tablets cor.taining 50 mg of

the drug per tablet; Mylan Pkarr,aceuticals, Inc.

lC. ANbA 87-883; Dipyridamole Tablets co~~aining 75 mg

of the drug per tablet; MyIan Pharmaceuticals, Inc.

11. ANDA 88-018; Dipyridamcle Taklets c.~ntaining 50 mg

of the drug per tablet; Barr Laboratories, Inc.

12. ANDA 88-019; Dipyridamole Tablets containing 75 mg

of the drug per tablet; Barr Laboratories, Inc.

:3. ANJDA 88-300; I):pyr:danoje TahZeLs concain>ng 52 r,g

of the drug per table~; Unit Dose Laboratories, P.C), Box

10319, Rockford, IL 61131.

14. ANDA 5’8-301; Dipyri.damole Tablets containing 75 mg

of the drug per tablez; ‘:~++ ~ose Laboratories.“...&b

15. ANDA 88-413; Dipyridamole Tablets containing 50 mg

of the drug per tablet; Superpharm.

16. ANDA 88-442; Dipyridamole Tablets con~aining 25 mg

of the drug per tablet; Duramed Pharmaceuticals, Inc. , 5040

Lester Rd., Cincinnati, OH 45213.

17. ANDA 88-443; Dipyridamole Tablets containing 50 mg

of the drug per tablet; Duramed Pharmaceuticals, Inc.

18. ANDA 88-444; Dipyridamole Tablets containing 75 mg

of the drug per tablet; Duramed Pharmaceuticals, Inc.

19. ANDA 88-822; Dipyridamole Tablets containing 50 mg

of the drug per tablet; Rosemont Pharmaceutical Corp.
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-., . Oip:?r:cla:.ole TabLs:s ccln~ai~.inc~25 y,~f.~;D-:.J33-~53;

of ~he drug per uabiec; Si.dii.akLaboz~zo.Ties, :nc.r 2.0. 30X

371, East Hanover, NJ 07936.

21. ANDA 88-684; Dipyridamole Tablets containing 50 mg

of the drug ‘~er tablet; Sidmak Laboratories, :rlc.

~~ AFNDA 88-685; Dipyridamole Tablets containing 75 mg

of the drug per tablet; Sidmak Laboratories, Inc .

23. ANDA 88-945; Dipyridamole Tablets cor.taining 25 mg

of the drug per tablet; Danbury Pharmacal.

24. ANDA 89-378: Dipyridamole Tablets containing 25 mg

of K>.edLr’~gper tablet; lv!u~’:ai~l~.ary,ace..:zica~Co ~~lc./ “:30.rJ-

Ortlcodox S:., ?kiladelphia, PA ~91~4,

~~. AIJDA 89-373; Dlp’yrlda.mole Tablets containir.g 50 mg

of the drug per tablet; l.~.~t~~alPharm.ace~tical Co ., Inc .

?.-0. .A.IWDA89-380; ZliPYridamo~e Tablets cor.taining 75 mg

of the drug per tablet; Mutual Pharmaceutical Co. , Inc.

Warner Lambert Co. requested a hearing for the three

unapproved drug products described as follows, but later

withdrew the applications.

1. ANDA 89–551; Dipyridamole Tablets containing 25 mg of

the drug per tablet; Warner Lambert CO., 201 l’abor Rd., Morris

Plains, NJ 07950.

2. ANDA 89-552; Dipyridamole Tablets containing 50 mg of

the drug per tablet; Warner Lambert Co.

3. ANDA 89-553; Dipyridamole Tablets containing 75 mg of

the drug per tablet; Warner Lambert Co.
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.
opportunity ‘for a hearing.

1A. APJDA 86-884; Dipyridamole Tablets

the drug per tablet; Chelsea Laboratories,

2. ~“DA 87-719; Dipyridamole Tablets

containing 25 mg of

Inc .

containing 25 mg of

the drug per tablet; Geneva Pharmaceuticals.

3. ANDA 87-830; Dipyridamole Tablets containing 75 mg of

t~.e ~r.~g per Eablet; Boelkri:.ger–=~.geIiheir,P;harY,aceutica2s,

Inc ., 90 East Ridge, Ricigefield, CT 06877.

4. ANDA 87–831; Dipyriciamole Tablets containing 50 rr.gof

tb.e drug per tablet; Boeh~i~.ger- Ingelhei,m Pharmaceuticals,

Inc .

The effectiveness conclusions stated in the January 15,

1987, notice also applied to the 24 drug prodl~c~s described as

follows. Although FDA ‘,vithckewapproval of the products based

on the written requests of the applicants who no longer market

them, this notice constitutes FDA’s final conclusions on the

effectiveness of the products for the chronic angina pectoris

indication.

1. ANDA 87-008; Dipyridamole Tablets containing 25 mg of

the tablet per drug; Zenith Laboratories Inc., 140 Legrand



.

)V@rLkL~/s1e ;:~:A’v’e . , 7
-!- =3- .-<--

:’:g> 22ci2yi2er ?(see . .. . ..’:.Y. : :,

1997) .

7-. AINDA 9’7-094; Dipyridamoie Tablets cor.tair.i.ng 25 m,g of

the dr~g per tablet; Par Pharm.ace~Eical, Inc., One Ram ~l~ge

.

Rd., Spring ‘Valley, NY 10977 (see 57 FR 7934, March 5, 1992) .

3. ANDA 87-161; Dipyridamole ?’abiets containing 75 mg of

the drug per tablet; Chelsea Laboratories, Inc. (see 59 FR

29298, June 6, 1994) .

4. PJNDA 87-316; Dipyridamole Tablets containing 50 mg of

EP,e drug per tablet; Zenith Laboratories, Inc. (see 62 FR

‘54335, DeceThec ~, 19?7j .

5. ANDA 87-320; Dipyridamoie Tablezs containing 75 .mg Of

tP.e drl~g per tablet ; Zenizk Labora:ori.es , I12c . (see 62 YR

64385, Decerber 5, 1997) .

6. AN3A. 87-36!2; Xpyriciap.ole Tab:e!:s co~.t.aining 75 m,g of

the drug per table~; Par Pharmaceutical, Inc. (see 57 FX 7934,

March 5, 1992) .

; .LN3.A3?-412; ~ip’~ridanole Tablets Contair,ing 25 mg of

the drug per tablet; Danbury Pharmacal, 13] ~Jest St., Danb~rY,

CT 06810 (see 63 FR 64266, November 19, 1998).

8. ANDA 87-432, Dipyridamole Tablets containing 75 mg of

the drug per tablet; Danbury Pharmacal (see 63 FR 64266,

November 19, 1998) .

9. ANDA 87-650; Dipyridamole Tablets containing 50 mg of

the drug per tablet; Par Pharmaceutical, Inc. (see 57 FR 7934,

March 5, 1992) .
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of the drug ‘per ~ablet; Halse’y Dzug Co. Inc . (see 61 FR 5562,

February 13, 1996) .

12. ANDA 97-843; Dipyridamole Tabiets cbntalning 25 rrig

of the drug per tablet; Lederle Laboratories (see 55 FR 49427,

November 28, 1990) .

13. ANDA 88-033; Dipyridarr.ole Tablets containing 25 mg

of :he cir’~g:per Ee.b:et; -~.-.>;.~a~~: .bc_-~-~~-”-,ar~~u:z:c,~-::). (see ~,~~?,

9956, Xarch 8, 1991) .

14. .NND.A98-315; Dipyridarr.o~e Tablets containing 25 ~.g

of the drug per Lable:; ;:i~ >ose LabozaLoz~es ;see 56 FR

9956, ~ra~-c~~8, 1~~~) .

15. ~TDA 88-362; Oipyridamole ‘Tablets containing 50 mg

of the drug per tablet; Lederle Laboratories (see 55 FR 49427,

November 2S, 139G) .

16. ANDA 88-363; Dipyridainole Tablets containing 75 mg

of the drug per tablet; Lederle Laboratories (see 55 FR 49427,

November 28, 1990) .

17. ANDA 88-416; Dipyridamole Tablets containing 25 mg

of the drug per tablet; Barr Laboratories, Inc. (see 61 FR

40649, August 5, 1996) .
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2 ..~n.

.-L \ J’ .-~.
:2 ‘~-; 31p’)’-Y:ciaT.c:5 :Zm:c’:s CcT.:?i:.:::.g :: T.g-..,. .J —-t-

of Ehe d.r’dgper za’blet; 3arr :.abo:a:or:esl ~~.c. (CJ(5~;: ~?,

40549, A’tigust5, 1996) .

19. ANDA 88-418; Dipyridamoie Tablets contal~,ir~g 75 mg

.
of the drug “per tablet; Barr Laboratories, Inc. (see 61 FR

40649, August 5, 1996) .

20. ANDA 88-466; Dipyridam.ole Tablets containing 50 x’,g

of the drug per tablet; Halsey Drug Co. (see 61 FR 5562,

February 13, 1996) .

21. ANDA 88-800; ~ipyridanole Tablets containing 50 T,g

,7
[of ::-Aedz-u~ per zao~ez ; Oan’bur’,-2:-.a=aca-“ (see 53 ??. 64265,

Noverber 19, 1998) .

7? 2%\KlA39–343;--- i)ip;’ridal~.oleTablets co~~aining 25 m,g

~~La~ma~eUti(;a~L Corp. (see ~~of cke dr~g per :able~; ?.ose~,onu ..

FR 30741, July ~~, 1~~~) .

‘3L. . ANDA 89-349; Dipyrida~,ole ‘Tablets containing 50 mg

of the drug per tablet; p,ose~,orl~pl-.ay~,aceuzicdl CorP. (see 52

FR 30741, ~Ui”y 10, 1992) .

24. ANDA 89-350; Dipyridarcole Tablets containing 75 mg

of the drug per tablet; Rosemont Pharmaceutical Corp. (see 52

FR 30741, July 10, 1992) .

Wy drug product that is identical, related, or similar

to the drug products named above and is not the subject of an

approved new drug application is covered by the applications

listed above and is subject to this notice (21 CFR 310.6).
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CFR 5.82), fir!ds th!at,
.

drugs and the evid~~ce

approved, there is a lack

products named above will

represented to have under

of substantial evidence that

have the effects they plurport or are

the conditions of use prescribed,

indication

application will then be

~–””

December

1.

Dated: /+!’1 ,s

4, 1998

\ ,.

“’-.-~anetWoodcock
Director
Center for Drug Evaluation and

12

Research
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