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Dace Received: Cecember 27, 198%
Date t5 Chemist: January 2, 1928
2. Amendment3:

May 30, 1986 Summaries and lakceling.

Novemcer 16, 1986 Chemistcsy, manufacturing and ccntrols
iaformation.

October 24, 1986 . Response to deficiencies. _ L

July 20, 1987 Resccnse to deficiencies in methcds
validaticn.

December 17, 1987 Change in brandiag fcr all strengths.

November 22, 1988 Safety update and draft labeling.

December 21, 1988 Resvonse to information request.

November 17, 198% Draft labeling for physician and pharmacy
sample packages.

May 11, 1990 Revision in DESCRIPTION section of package
insert.

Novumber 28, 1990 Revised draft labeling.

December 12, 1990 Final printed labels and lcoeling.

3. upoorting INDs, NDA DMFs and ters o uthorization:

IND
IND
IND
IND
IND
DMF
DMF
DMF
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. Facsl:ties (Creraztizn. T.=m 3anc Add-egs!:

New drug substance is maaufactured by Sandez L., Basle,
Switzerland.

Drug product is marclactured and packaged at Sandoz
Pharmaceuticals, Iac., East Hancver. NJ.

Alternate facilizies that m.s be used fcr rackaging:

Rerarks:
Isradipi.: is a calcium channel blccking agent which has been shown to

have potent vasodilating prcperties and should be an effective
antihypertensive agent,

November 26, 1986 amendment included trade and generic names assignment
to the product.

October 24, 1986 arendment included responses to deficiencies.

July 20, 1987 amendment responded to the deficiencies noted in method
validation
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Jdewreme: T 22, 1980 amendment iacliuded aridctatad laceiing, 3dzaic o,
sackage ingsert anv draZs ccocntainer iacels. ::3-- lacels fcr 2.2 ag axd
2 mg strengths in iC'3 8C°3 and 10C'3 and 3andc? sliztars and »l:.3=ar
saz<on3 wer2 incl.dac. Fackage inzers was sa:;s'JC’c:; 22- DESCRIZTIC
Se BCW STPPLIED @eczicns. Cnly 2.3 mg and 3 xc dcsace 3trangIas wera
~.3ted. AT roe Zz2sent time on‘v TaCC? 3TrengTias N.ll Te mariatad.

Wwevencer 23, 19¢C amendment includes tne ravised craft €SPy Ln casponse
<2 FTA's “markup” «zzy recewved Ty tae firm. DISCRIZ2TICN and ECW
ST?PLIED sectTicns a2 sati3lactiry.

December 12, 1990 arencdmernz= included final prinred lacels and lakeling
fcr 2.5 mg and 5 mg strengths.

£ fcr all the facilirieg listed under Faci.liti:2s was acceptable ¢n
4/7/86. Additioral "I recuesiad on August 6, 13$C. No regort as of

December 14, 1990.

Methods validaticne were performed by St. Louls and NY Distric

-TaC

laboratories. Hec:cds are sacisfactory fcxr regulatory pu:,oses.
R = little or nc affect un the envircament 13 exnected.
D, Conclusions and/or Reygommendations:
Responses to deficlancies were satisfacto r;.
Next printing of tha labeling, we reccmmend addizion of the drug

stbstance solubilicy information to the DESCRIPTION section of the
package insert.
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NDA 19-3486

E. Review Notesg:

December 12, 1990 amendments

Container labels (60°'s and 100's) for 2.5 mg and 5 mg strengths -
satigfactory. Unit-dcse ccntainers (both strengths) - gatisfacesry. 8liscars
do not have lot # and expiration cdate on the blistar, but the information are
provided on the unit-dose containers.

-

Pakcage inser= - DYN-Z1 Decemker 1, 1990 - satisfactcry f£or DESCRIDTICN and
ECW SUPPLIED sections.

We recomnend that on next griating, solubilizy information for the drug

hstance be added to the ZESCRIPTION section of the insers.
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DIVISION OF CARDIN-RENAL DRUG PRODUCTS
CHEMIST'S REVIEW # 7

Date Completed: December 27, 1988

NDA 19,546

Sponsor: Sandoz Pharmaceuticals Corp,
Route 10
East Hanover, MNJ 07936

AF#: 19-463

Product Name (s): PN 200-110 Capsules

Amendment 11/26/85 - Dynacirc {isradipine) Capsules
Proprietary: Not yet established.
Amendment 11/26/86 - Dynacirc

Nonproprietary: Mot vet astablished,

Amendment 11/26/86 - Isradipine

USAN: Nona,

Amendment 11/26/86 - Isradipine
Compendium: Nona,

Code Name and/or Number: PM 200-110 n
AW 200-110 n
202-110 n
200-110
200-110 bhase
200-110 b
PN 200-110
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International Nonproprietary (INN,W40): Isradipine

Patent Information: USP 4,446,972, expires August 21, 2001,

CAS Registry Number: 75695-93-1

3. Dosage Form and Route of Administration:
2.5 mg., 5.0 mg., 7.5 mg. and 10 mg. capsules, for oral
administration, Rx.

4, Pharmacological Category and/or Principal Indications:
Antihypertensive,

5. Structural Formula and Chemical Name:

Chemical names:
3,5-Pyridinedicarboxylic acid, 4-{4-benzofurazany? -1, -dihvdro-
2,5-dimethyl-, methyl J-methylethvl ester,

Isopropyl 4-(2,1,3-benzoxadiazol-4-y1)-1,4-dihydro-5-methoxycarhonyl~ - -
2 ,6-dimethyl-3-pyridinecarboxviate.

4-(2,1,3--Benzoxadiazol-3-y1)-1 d=dihydro-2,6-dime<" " -7 5-~vridine
dicarboxylic acid, 3-methvl-F./1_methviethyllaster,

3,5-Pyridinedicarboxylic acid, A-{l-henzofyrazaav? - . l-4idrg-
2,6-dimethyl-, 3-methyl-5-(1-methylethyl)ester,

Isopropyl methyl A-(4-benzofurazanyl)-1,4-dihvdro-2,5-+imethvy1-3,5-
pyridinedicarboxylate.

4-(4-Benzofurazanyl)-1,4-dihvdro-2,5-dimethyl-3 5= idine_dicar-
boxylic acid, 3-methvl-5-(1-me<hvlethv])-ester,
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Empirical Formula: CjgHoiN30sg
Molecular Weight: 371.39

MP: 166,0-170.00C

B. 1. Initial Submission: December 27, 1985

Received CDB: December 27, 1985
Assigned: January 21, 1986

2. Amendments:
May 30, 1985 (summaries and labeling).
Movember 26, 1986 (chemistry, manufacturing and controls;
non-clinical toxicology; human pharmacokinetics/bioavailability;
clinical trials).
October 24, 1985 - response to deficiencies.
July 20, 1987 - responses to deficiencies in methods validation.
December 17, 1987 - change in branding for all strengths,
November 22, 1988 - Safety update and draft Yaheling.
December 21, 1988 - response to requested information.

3. Supporting INDs, NDAs, MFs and Letters of Authorizaton:

IND
IND
IND
IND
IND
DMF
DMF -
DMF
DiF
DNF
DHF
DHF
DiHF
DHF
DMF
DMF
DHF

Bl




NDA 19-546 Rev, 7 -4-

DMF
DMF
DMF
DMF
DMF
DMF
DMF
DMF
DMF
DMF
DMF

4. Related Docnments (INDs, NDAs, etc.):

7.

None.

Remarks:

PN 200-110 n is a calcium-channel blocking agent which has been shown to
have potent vasodilating properties and should be an effective
antihypertensive agent.

Additional stability data submitted with 11/26/86 amendment. Trade and
generic names have been assigned. Labeling is satisfactory for bottle and

blisters, and for DESCRIPTION and HOY SUPPLIED sections for the package
insert,

October 24, 1986 amendment - contained answers to deficiencies listed in
Chemist Review # 1.

July 29, 1937 anendment responded to deficiencies in methods validation,

December 17, 1987 amendment - change -in- branding for-all strengths;——— ———- - -

Original branding consisted of the trade name of the drug, the dosage
strength, an? 3 -J2sign band featuring the Sandoz logo (a capital S
inscribed insiie a triangle). The new branding will feature an additional
logo speci®icz1"y davelped for Dwnacirc. Dynacirc and Dynacirc logo will

be on ane 21+, and tha straenath and Sandoz Togo on the other end of
capsules,

.

November 22, 1323 amandment - included annotated labeling, draft of

package insert and draft container labels. Safety update was omitted from
chemist's ~opv,

Praft Tabels for 2.5 mg and 5 mg strengths in 30's, 60’'s and 100's and
Sandopak Hlis*zrs and hlister carton are included,



- Methods validation satisfactoryv, done by St. Louis and NY-DO.

cc:
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MDA 19-546 Rev, 7 -5-

30's and 60's container labels do not have expiration date.
Blisters - do not have Lot # or expiration date.
Sandopak carton - does not have expiration date.

Package insert - Satisfactory for DESCRIPTINN and HOW SUPPLIED
sections. Only 2.5 mg and 5 mg dosage forms are listed.

12/15/88 - called Mr. Douglas W, Bitz (201-503-8604) - about the above

be used as one of the packagers. On December 21, 1988 the requested
information was received.

The expiration date will be printed "on line" directly below preprinted
Quality Control No. on container/carton labels. The individual blisters
will have both the lot no. and expiration date printed "on line" (December

21, 1988 correspondence).
At the present time only 2.5 mg and 5 mg dosage forms will be marketed.

Conclusions and/or Recommendations:

Deficiencies due to methods validation were answered in the amendment of
July 20, 1987. Previous deficiencies were answered satisfactorily in the
amendment of Nctober 24, 1985.

EI is acceptable for all with the 2xception of e ——

= was notified. - will not be used (December 21,
1938 corresroncence}.

EIAR - little or no effect on environment expnected. *

Paputc 4

Danute G. Cunningfam

Gr‘ik. '
HEN-110
WFN=TT07CS0 g

4YFN-110/DGCunningham
Joc. # 0248c
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DIVISION OF CARDIO-RENAL NEW DRUG PgigUCTS
REVIEW AND EVALUATION OF MANUFACTURING CONTROLS DATA
CHEMIST'S REVIEW # 6

Date Completed: February 4, 1988

NDA 19,546

Sponsor: Sandoz Pharmaceuticals Corp.
Route 10
East Hanover, NJ 07936

AF#: 19-463

Product Name (s): PN 200-110 Capsules

Amendment 11/26/86 - Dynacirc (isradipine) Capsules
Proprietary: Not yet established.

Amendment 11/26/86 - Dynacirc

Nonproprietary: Not yet established.
Amendment 11/26/86 - Isradipine
USAN: None.

Amendment 11/26/86 - Isradipine

Compendium: None.

Code Name and/or Number: PN 200-110 n

AW 200-110 n

200-110 n

200-110
-200=110 base —  ———— —
200-110 b

PN 200-110




S,
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International Nonproprietary (INN.WHO): Isradipine

Patent Information: USP 4,446,972, expires August 21, 2001.

CAS_Reqistry Number: 75695-93-1

3. Dosage Form and Route of Administration:
2.5 mg., 5.0 mg., 7.5 mg. and 10 mg capsules, for oral
adm1n1strat10n RX.

4. Pharmacological Category and/or Principal Indications:
Antihypertensive.

5. Structural Formula and Chemical Name:

~ =ik
0
X =N ,:”5
. - —-c—C
H;C‘c %\ ] I 7y \CHB

Hy, C 7N}~ CH
Chemical names: 8
3,5-Pyridinedicarboxylic acid, 4-(4-benzofurazanyl)-1,4-dihydro-
2,5-dimethyl-, methyl 1-methylethyl ester.

Isopropyl 4-(2,1,3-benzoxadiazol-4-y1)-1,4-dihydro-5-methoxycarbonyl-
2,6-dimethyl-3-pyridinecarboxylate.

4-(2,1,3--Benzoxadiazol-4-y1)-1,4-dihydro-2,6-dimethyl-3,5- pyr1d1ne -

d1carboxyl1c acid, 3-methyl=5-(1-methylethyl)ester.

3,5-Pyridinedicarboxylic acid, 4-(4-benzofurazanyl)-1,4-dihydro-
2,6-dimethyl-, 3-methyl-5-(1-methylethyl)ester.

Isopropyl methyl 4-(4-benzofurazanyl)-1,4-dihydro-2,6-dimethyl-3,5-
pyridinedicarboxylate.

4-(4-Benzofurazanyl)-1,4-dihydro-2,6-dimethy1-3,5-pyridine-dicar-
boxylic acid, 3-methyl-5-(1-methylethyl)-ester.
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Empirical Formula: CygHpyN30g
Molecular Weight: 371.39
MP: 166.0-170.00C

Initial Submission: December 27, 1985

Received CDB: December 27, 1985
Assigned: January 21, 1986
Amendments:

May 30, 1986 (summaries and labeling).
November 26, 1986 (chemistry, manufacturing and controls;

non-cTinical toxicology; human pharmacokinetics/bioavailability;
clinical trials).

October 24, 1986 - response to deficiencies.

July 20, 1987 - responses to deficiencies in methods validation.
December 17, 1987 - change in branding for all strengths.

Supporting INDs, NDAs, MFs and lLetters of Authorizaton:

IND
_IND
IND
IND °
IND
DMF
DMF
DMF
DMF
DMF
DMF
DMF
DMF
DMF
DMF
DMF
DMF
DMF
DMF
DMF
DMF
DMF
DMF
DMF
DMF
DMF
DMF
DMF
DMF
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4. Related Documents (INDs, NDAs, etc.):

None.

Remarks:

PN 200-110 n is a calcium-channel blocking agent which has been shown to
have potent vasodilating properties and should be an effective
antihypertensive agent.

Additional stability data submitted with 11/26/86 amendment. Trade and
generic names have been assigned. Labeling is satisfactory for bottle and

blisters, and for DESCRIPTION and HOW SUPPLIED sections for the package
insert.

October 24, 1986 amendment - contained answers to deficiencies listed in
Chemist Review # 1.

July 20, 1987 amendment responded to deficiencies in methods validation.

December 17, 1987 amendment - change in branding for all strengths.
Original branding consisted of the trade name of the drug, the dosage
strength, and a design band featuring the Sandoz logo (a capital S
inscribed inside a triangle). The new branding will feature an additional
logo specifically develped for Dynacirc. Dynacirc and Dynacirc logo will

be on one end, and the strength and Sandoz logo on the other end of
capsules.

Only the appearance of the capsules are changed. The branding inks and
capsule shell composition remains the same, as previously described in NDA.

In addition, included in the 12/17/87 amendment are the specification

sheets from  —— for the capsules and specifications from
~—  providing the composition of the branding inks.

\

Draft copy of HOW SUPPLIED section describing the physical appearance of
the capsules is included.
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D. Conclusions and/or Recommendations:

Deficiencies due to methods validation were answered in the amendment of

July 20, 1987. Previous deficiencies were answered satisfactorily in the
amendment of October 24, 1986.

EI is acceptable for all with the exception of — wwwmee
—— was notified.

Methods validation satisfactory, done by St. Louis and NY-DO.

EIAR - 1little or no effect on environment expected.

Detsurty § Ciglie,

fﬁﬁ( ' Danute G. Cunningham
i

cc: 7

Orig. ‘ W’s ,y\b

- CHEN-TT0D
HFN-110/CSO
HFN-110/DGCunningham
Doc. # 0055c
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DIVISION OF CARDIO-RENAL NEW DRUG PRODUCTS
REVIEW AND EVALUATION OF MANUFACTURING CONTROLS DATA
CHEMIST'S REVIEW # 5

Date Completed: August 14, 19387

NDA 19,546

Sponsor: Sandoz Pharmaceuticals Corp.
Route 10
East Hanover, NJ 07936

AF#: 19-463

Product Name (s): PN 200-110 Capsules

Amendment 11/26/86 - Dynacirc (isradipine) Capsules
Proprietary: Not yet estab]ished.‘
Amendment 11/26/85 - Dynacirc

Nonproprietary: Not yet established.

Amendment 11/25/86 - Isradipine
USAN: None,

Amendment 11/25/86 - Isradipine

Compendium: None.

Code Name and/or Number: PN 200-110 n 7 )

A¥ 200-110 n o N
200-110 n

200-119

200-110 base

200-110 b

PN 200-110

International Nonproprietary (INN,WHO): Isradipine

Patent Information: USP 4,446,972, expires August 21, 2001.

CAS Registry Number: 75695-93-1

Dosage Form and Route of Administration:

2.5 mg., 5.0 mg., 7.5 mg. and 10 mg. capsules, for oral
administration, Rx.
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4. Pharmacological Cateqory and/or Principal Indications:
Antihypertensive.

5. Structural Formula and Chemical Name:
Chemical names:
3,5-Pyridinedicarboxylic acid, 4-(4-benzofurazanyl)-1,4-dihydro-
2,5-dimethyl~, methyl 1-methylethyl ester.
Isopropyl 4-(2,1,3~benzoxadiazol-4-y1)-1,4~-dihydro-5-methoxycarbonyl-
2,6~-dimethyl-3-pyridinecarboxylate.
4-(2,1,3--Benzoxadiazol-4-y1)-1,4-dihydro-2,5-dimethy1-3,5-pyridine
dicarboxylic acid, 3-methyl-5-(1-methylethyl)ester.
3,5-Pyridinedicarboxylic acid, 4-(4-benzofurazinyl)-1,4-dihydro-
2,6-dimethyl-, 3-methyl-5-(1-methylethyl)ester.
Isopropyl methyl 4-(4-benzofurazanyl)-1,4-dihydro-2,6~-dimethyl1-3,5~
pyridinedicarboxylate.
4-(4-Benzofurazanyl)-1,4~dihydro-2,6-dimethyl-3,5-pyridine-dicar-
boxylic acid, 3-methyl-5-(1-methylethyl)-ester.
Empirical Formula: C]9H2]N305
Molecular Weight: 371.39
MP: 166.0-170.00¢

B. 1. Initial Submission: December 27, 1985

Received CDB: December 27, 1985
Assigned: January 21, 1986

2. Amendments:

May 30, 1986 (summaries and labeling).

November 26, 1986 (chemistry, manufacturing and controls;
non-clinical toxicology; human pharmacokinetics/bioavailability;
clinical trials).

October 24, 1986 -~ response to deficiencies.

July 20, 1987 -~ responses to deficiencies in methods validation.
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3. Supporting INDs, NDAs, !Fs and Letters of Authorizaton:

IND
IND
IND
IND
IND
DMF
DMF
DMF
DMF
DMF
DHF
DMF
DMF

C.-

DMF
DHF
DMF )
DMF
DMF
DMF
DMF
DMF
DMF
- DMF
DMF
DUF
DMF
DMF
DMF
DHF

4. Related Documents (INDs, NDAs, etc.):

None,
Remarks: R

PN 200-110 n is a calcium-channel blocking agent which has been shown to
have potent vasodilating properties and should be an effective
antihypertensive agent.

Additional stability data submitted with 11/26/86 amendment. Trade and
generic names have been assigned. Labeling is satisfactory for bottle and

blisters, and for DESCRIPTION and HOW SUPPLIED sections for the package
insert.

October 24, 1986 amendment -~ contained answers to deficiencies listed in
Chemist Review # 1.
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Responses to deficiencies in methods validation (July 20 1937 amendment):

1. Please revise the system suitability testing solution in the =
procedure for the drug substance. As written, the quantity of = is
present at —1% level (p. 03-00703) instead of ~% as suggested on p.
03-00624. At = % level the impurity is not detectable at the specified
settings. Ve suggest that squal quantities of isradipine and the impurity
~ be used for system suitability. The elution of peaks of similar
heights not only facilitates the measurement of the resolution factor, but
also gives a more accurate calculated result.

The system suitability testing solution has been revised to give a
concentration of—7% for the - relative to the isradipine. The
specifications require a resolution between isradipine and —— of at

least ==

This = concentration is closer to the amounts of « actually found.
At this level, accurate calculation of the resolution factor can be
achieved using commercially available computer-integration systems.

Revised tests and specifications are attached.

Acceptable,

2. Please specify in the assay of the drug substance by . that

—— used for the preparation of the mobile phase has to be
preserved with = or make a note indicating the addition of ¢ -~
as one of the constituents in the preparation of the mobile phase.

The «  ~—— used to prepare the mobile phase has been clearly defined.
The content of .~ has been specified in the specifications.

3. Please incorporate the — ~of the impurities into
the purity testing procedure, and not just the comparison of sample to
diluted standard solution preparations. The — *of impurities in
the purity testing of the drug substance by — would eliminate possible
resolution problems due to variations in plate, RT, etc.

The purity testing procedure has been revised. Comparison solution 6

contains the known possible impurities and is — to demonstrate

the resolution of the - —amee Revised procedure is included. The

impurities included in the solution 6 are oo, . isradipine,
S—— and are present at level,

Satisfactory.

4. In the dissolution testing for the capsules, please indicate if ——
are used to . ———  the capsules. Slight variation in dissolution
results was obtained depending on the use or omission of —

are not used to —— Dynacirc capsules during the
dissolution test
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Also included is a discussion of the use of lauryl dimethylamine oxide as
surfactant in the dissolution testing procedure.

Isradipine is poorly soluble in the media commonly used for dissolution.
Its solubility in water, O0.1N HC1, pH 4.0 acetate buffer and pH 5.8
phosphate buffer is less than 5 mg/L. This solubility is insufficient to
maintain sink conditions for all capsule strengths (up to 10 mg)
described in this NDA. Therefore a dissolution medium containing a
surfactant was selected in late 1984.

There was no established preference for any particular surfactant. The
objective was to select a surfactant which could be used, in as small an
amount as possible, to increase the solubility of isradipine to nlt =
mg/L. This was achieved with 0.1% lauryl dimethylamine oxide (LDAO).

With the same level sodium laury sulfate the solubility of isradipine is

D.

cc:

only —mg/L.
The proposed dissolution test conditions are as follows:
Apparatus: USP Apparatus 2, paddle
Rotation speed: 50 rpm
Dissolution medium: 500 mL or 1000 mL of 0.1% (w/v) LDAO in
water (volume dependent on the capsule
strength).
Requirement: Q==% in 60 min.

These conditions have been used to obtain all resuls for the stability
database.

Conclusions and/or Recommendations:

Deficiencies due to methods validation were answered in the amendment of
July 20, 1987. Previous deficiencies were answered satisfactorily in the
amendment of October 24, 1986.

EI is acceptable for all with the exception of —

__ ~—___ wWas notified.

Methods validation satisfactory, done by St. Louis and NY-DO.

EIAR -~ little or no effect on environment expected.

%M & @u,u-ua (,-.9(&(0/'\

Danute G. Cunninghahm

Orig.

HFN-110/CSO
HFN-110/DGCunningham
Doc. # 0441D
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DIVISION OF CARDIO-RENAL NEW DRUG PRODUCTS
CHEMIST'S REVIEW # 4

Date Completed: March 5, 1987

NDA 19,546

Sponsor: Sandoz Pharmaceuticals Corp.
Route 10
East Hanover, NJ 07935

AF#: 19-463

Product Name (s): PN 200-110 Capsules

Amendment 11/26/86 - Dynacirc (isradipine) Capsules

Proprietary: Not yet established.

Amendment 11/26/86 - Dynacirc

Nonproprietary: Not yet established.

Amendment 11/26/85 - Isradipine
USAN: None.

Amendment 11/26/86 - Isradipine
Compendium: None.

Code Name and/or Number: PN 200-110 n
AW 200-110 n
200-110 n
200-110
200-110 base
200-110 b
PN 200-110

International Nonproprietary (INN,WHO): Isradipine

Patent Information: USP 4,446,972, expires August 21, 2001.

CAS Registry Number: 75695-93-1

Dosage Form and Route of Administration:

2.5 mg., 5.0 mg., 7.5 mg. and 10 mg. capsules, for oral
administration, Rx.



NDA 19-546 o=

Pharmacological Category and/or Principal Indications:

Antihypertensive.

Structural Formula and Chemical Name:

/n\
Y

cH,

Chemical names:
3,5-Pyridinedicarboxylic acid, 4-(4-benzofurazanyl)-1,4-dihydro-
2,5-dimethyl-, methyl l1-methylethyl ester.

Isopropyl 4-(2,1,3-benzoxadiazol-4-yl1)-1,4-dihydro-5-methoxycarbonyl-
2 ,6-dimethyl-3-pyridinecarboxylate.

4-(2,1,3--Benzoxadiazol-4-y1)-1,4-dihydro-2,6-dimethyl-3,5-pyridine
dicarboxylic acid, 3-methyl-5-(1-methylethyl)ester.

3,5-Pyridinedicarboxylic acid, 4-(4-benzofurazanyl)-1,4-dihydro-
2,5-dimethyl-, 3-methyl-5-(1-methylethyl)ester.

Isopropyl methyl 4-(4-benzofurazanyl)-1,4-dihydro-2,6-dimethyl- 3 5-
pyridinedicarboxylate.

4-(4-Benzofurazanyl)-1,4-dihydro-2,6-dimethyl-3,5-pyridine-dicar-
boxylic acid, 3-methyl-5-(1-methylethyl)-ester.

Empirical Formula: 519H21N305
Molecular Weight: 371.39

MP: 166.0-170.00C

Initial Submission: December 27, 1985

Received CDB: December 27, 1985
Assigned: January 21, 1986

Amendments:

May 30, 1986 (summaries and labeling).

November 26, 1986 (chemistry, manufacturing and controls;
non-clinical toxicology; human pharmacokinetics/bioavailability;
clinical trials).

October 24, 1986 - response to deficiencies.
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3. Supporting INDs, NDAs, MFs and Letters of Authorizaton:

IND
IND
IND
IND
IND
DMF
DHF
DMF
DMF
DMF
DMF
DHMF
DMF
DMF
DIF

NME

c.

DMF
DMF
DMF
DMF
DMF
DMF
DMF
DMF
DMF
DMF
DMF
DMF
DMF

4, Related Documents (INDs, NDAs, etc.):

None.

Remarks:

PN 200-110 n is a calcium-channel blocking agent which has been shown to- -

have potent vasodilating properties and should be effective
antihypertensive agent.

Additional stability data submitted with 11/26/86 amendment. Trade and

generic name has been assigned. Labeling is satisfactory for bottle and
blisters, and for DESCRIPTION and HOW SUPPLIED sections for the package

insert.

EI is acceptable for all with the exception of  ———————
=~ Was notified.

October 24, 1985 amendment - contains answers to deficiencies.

Methods validation satisfactory, done by St. Louis and NY-DO.

7\
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. conclusions and/or Recommendations:

Deficiencies due to methods validation are listed in the Draft Letter to
Applicant. Previous deficiencies were answered satisfactorily.

r\)\' L L:(.‘ ‘) ";Lwtwk&jét,\
Danute G. Cunningham

cc:
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ULVLIDIUN OE-CARDIO-RENAL NEW DRUG PRODUCTS:
. JEMIST'S REVIEW # 1 (_)

Date Compleéed: March 3, 1986

NDA 19,550

Sponsor: Sandoz Pharmaceuticals Corp.
Route 10
East Hanover, NJ 07936

AF#: 19-4863

Product Name (s): PN 200-110 Capsules

Proprietary: Not yet established.

Nonproprietrary: Not

b Wil WA 1 3
yet—estabiTsiied,

USAN: None.

Compendium: None.
Code Name and/og Number: PN 200-110 n
o - AW 200-110 n
200-110 n
200-110
200-110 base
200-110 b
PN 200-110

International Nonproprietary (INN,WHO): Isrodipine

Patent Information: USP 4,446,972, expires August 21, 2001.

Qéﬁn%ﬁgéisz_QE@bef= 75695-93~1

Dosage Form and Route of Administration:

2.5 mg., 5.0 mg., 7.5 mg. and 10 mg. capsules, for oral
administration, Rx.

Antihypertensive.
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5.

Structural Formula and Chemical Name:

e

Chemical names: .
3,5-Pyridinedicarboxylic acid, 4-(4-benzofurazanyl)-1,4-dihydro-
2,5-dimethyl-, methyl l-methylethyl ester.

Isopropyl 4-(2 s 1 N 3-benzoxadiazol—a-yl )1 ,Z&—d‘i hydrn—ﬁ—mpfhn\{}ycarbcn

2,6~dimethyl-3-pyridinecarboxylate.

4-(2,1,3--Benzoxadiazol-4-yl)~1,4-dihydro~2,6~dimethyl~3,5~pyridine
dicarboxylic acid, 3-methyl-5-(l-methylethyl)ester.

3,5-Pyridinedicarboxylic acid, 4-(4-benzofurazanyl)-1,4-dihydro-
2,6-dimethyl-, 3-methyl-5-(l-methylethyl)ester.

Isopropyl methyl 4-(4-benzofurazanyl)-1l,4~dihydro-2,6-~dimethyl-3,5~
pyridinedicarboxylate.

4-(4~-Benzofurazanyl)-1,4~dihydro-2,6-dimethyl-3,5-pyridine-dicar-
boxylic acid, 3-methyl-5-(l-methylethyl)-ester.

Empirical Formula: C19H21N3)5
Molecular Weight: 371.39
MP: 166.0-170.00C

Related Drugs

Nifedipine
5
Fbg l CHo,
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He O —C TN 7O,
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Dilthiazem
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Nitrendipine

b 0C N
1, C H\\ l - CHy,
B. 1. Inltlal Smeliﬁlgﬂ December 27,
Received CDB: December 27,
Assigned: January 21, 1986

2. Amendments:

None,

3. Supporting INDs, NDAs, MFs and Letters of Authorizaton:

IND
IND N

IND \

IND \

IND .

DMF \

DMF \

DMF

DMF

DiF \
DMF

D A
DMF N

DMF ) b

DMF AN

DMF \
DMF b
DMF . \\

DMF k
DMF i )

DMF

DMF

DMF T
DMF

- o



NDA 19,546 (—) —f~ : - ,(:) ’
DMF /

DMF
DMF .
DMF
DwfF
4, Related Documents (INDs, NDAs, etc.):

S e

None.

C. Remarks:

PN 200-110 n is a calcium-channel blocking agent which has been shown to
have potent vasodilating properties and should be effective
antihypertensive agent.

This is a preassigned NDA.

D. Conclusions and/or Recommendations:

Deficiencies are listed in the Draft Letter to Applicant.

Quasett §)Cocssecioplie,

Danute G. Cunningham

D
HFN-110/CSO
HFN-110/DGCunningham
Doc. # 9113c
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