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ANDA 76-656

PharmaForce, Inc.

Attention: Marilyn A. Friedly
1507 Chambers Road

Columbus, OH 43212

Dear Madam:

This is in reference to your abbreviated new drug application
(ANDA) dated January 31, 2003, submitted pursuant to Section
505(j) of the Federal Food, Drug, and Cosmetic Act (the Act),
for Fencldopam Mesylate Injection USP, 10 mg (base)/mL, packaged
in 10 mg (base)/1 mL and 20 mg (base)/2 mL single-dose ampoules.

Reference is also made to your amendments dated August 1,
August 4, and September 23, 2003.

We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for use as
recommended in the submitted labeling. Accordingly the
application is approved. The Division of Biocequivalence has
determined your Fenoldopam Mesylate Injection USP,

10 mg ({(base)/mL to be bicequivalent and, therefore,
therapeutically equivalent to the listed drug (Corlopam@
Injection USP, 10 mg (base)/mL, of Abbott Laboratories -
Hospital Products Division).

Under Section 506A of the Act, certain changes in the conditions
described in this abbreviated application require an approved
supplemental application before the change may be made.

Post-marketing reporting reguirements for this abbreviated
application are set forth in 21 CFR 314.80-81 and 314.58. The
Office of Generic Drugs should be advised of any change in the
marketing status of this drug.

We request that you submit, in duplicate, any proposed
advertising or promotional copy which you intend to use in your
initial advertising or promotional campaigns. Please submit all
proposed materials in draft or mock-up form, not final print.



Submit both copies together with a copy of the final printed
labeling to the Division of Drug Marketing, Advertising, and
Communications (HFD-40). Please do not use Form FDA 2253
(Tranemittal of Advertisements and Promotional Labeling for
Drugs for Human Use) for this initial submission.

We call your attention to 21 CFR 314.81{b) (3) which requires
that materials for any subsequent advertising or promotional
campaign be submitted to our Division of Drug Marketing,
Advertising, and Communications (H¥D-40) with a completed Form
FDA 2253 at the time of their initial use.

Sincerely yours,

Han fomebte

Gary Buehler ibhho}

Director

Office of Generic Drugs

Center for Drug Evaluation and Research
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FENOLDCPAM MESYLATE INJECTION, USP

Tahle 2
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TIENTS

Rx Only MODERATE HYPERTENSIVE PA'
DESCRIFTION Tiena Point gnd Mean | 0.04 [X] 04
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L E{.: IT—— 123 | o522 [+12:3 |+19a4 [+2524
fenoidorem mesylats = |< Hours of infusion®
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Table 3

PHARMACODYNAMIC EFFECTS OF FENOLDOPAM iN
HYPERTEMSIVE EMERGENCY PATIENTS
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In mdicabelad studies o rats, no mors than 0.006% of fencidopam crossed the
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Excration and Hﬂlbu‘lun
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the fenadopam group and 77% (80Yi13) In the nitropriseide group, Respense
required & deding it supine diastollc blood pressure to less than 110 mm Hg if tha.
baseine wore bstween 120 wnd 150 mm Hg, inchahee, or by » 40 mm Hg If e
baseling werm = 160 mm Hg. Palents were Hireled 1o the desined sfigcl. For

uring, 10% ' feces. Eiminaton is largaly Wy
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glucuronidation, end sufaion. Only 4% of the adminisiered cose ks excreled
unchanged. Animsl dais indica = Bhal the meisbaltes are inasile,

Spacia! jor' The pharr ol 4 o wene not nfl d by
&Q8, gander, of race in hypertensive amemgency . EHects of rensl and hepatic
dyetunchion are described sbowve. Thiers hava basn nd loimal diug-drug intamclion
etufiag uging Intrvanous fanaldosam.

Pharmacadynamies and Clinfosl Studfies
In m madorm’zed double-bind, placabo-controllad, wmhamm
il e apsental ooc pretsute beiwssn 95 and
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ol sbout 75 bpem, Bwed-rala IV dusa-related
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INDICATIONS AND USAGE

Fenoidopam ﬂm hlamhn s inicated for the in-hospital,

hours) when mpkd, but WW revaiie,
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Intusion.

CONTRAINDICATIONS
None known,

WARNINGS
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PRECAUTIONS
Intraooutar Pressurs: In & dinkal study of 12 palents with opan-ange glaJoama of
©oLtar hypareneion (mean hasaling Intrsocula prefture was 29.2 rmm Hy with 8
range of 22,0 fo 33,0 mm Hg), Infusion of tencldopam ol escaiatng doaes mnging
from €05 lo 0.5 pgfg/min over & 3.5 hour perod caused & dosa-ds pandent erease
Ir: intrccudar presaund [|GPY, At the pook afiect, tha Intraccuior pnassurs wae aised
br 8 mean ol 8.5 mm H-,g IranGa 2.0 fo +8.5 mm Hp, comeciad jor placebo effach),
the: Irfumion, tha K0P returned ts besaline values
‘dﬂn 2 haue, Panuldum administrsficn 1o petiants with gleucomi. or intrascular
hypertansion shoud be urdertaken wilh caution.

Taehycardia: Fenoldopam causes & doge-rebated tachycada (Table 2 and Tabw 3),
parbioularty with inf.sion bove 0.1 aggimi ime
Byt remaing subsiantial et highar doses,

s praduee my
wdmomnbilno! mﬂ.ﬂm mmmmlﬂ"au
Mivares Reaetons). i ie parficularly important ko svold systeric hypolension whan
administering the crug o palisnis who hive sustained an acule cenebral infarction of
nemornags.

Hypokelem:a: Decregses in sarum potassium. occasionally bo vaives below 3.0
el wine obearved ater (es than & haurs of Intusian, 1t = not elaar it
| hypohaemils miec & pressurs natduresis with &hancad polmasium-sagum

v of leys govers asthmakic
‘apisdes in canain
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axcharigh of & difes! drug affect. Cudng clinlcal tele, slacirobrtes ware at
intarvmis of & houm mia wae weatad wiih sithar, oml of IntEvenous
polnsalim supplarmantalion. Paiant mansgement shouid inchide Bpproomabe
ATLNAGN 10 SHNUM 88CIroftes.

:mw m-m Alihough e have bean no lormal intemction siudies,
han bean safoly win drugs such as digitalls
and bl guai nl!u;'wuh Thare s dmitsd npur‘enu wilh soncamitant
anihyparenaim sgents guch ms bete-biogkar, aipha-bisskars, cafehym channel-
blogionre, ACE rivibitars, mnd @uretics {nath thiaxide-e and Joop).
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ANIMAL TOXICOLOGY

Urususl texicoiCgic MndIngs (atenal laslons b the mi) wis lencklocam am
suamaraed below, Thess findiage feve not been cbaarved n mice of dogs. No
enidence of a almilar leslon In hurane hos been chedred,

Aradal Inslons shaacterzed by medisl necrasis and hamorhage have bean soen
Int ranal and aptarchnle aferien of mis gwor lero’dopem masy'ala by canlnocus
intrewencus infusion &f dosss of ¢ to 100 pgkgimin for 24 hours. The Ingdenca of
thesa leslons & doie ralaed. Attt lesione morpnolggcally identieal o thoes
dotmrved wilh heridopam have Seer reporied in reis infused wiih depamine. Dala
wuumhﬂmm:ﬁmuﬁ-hum

Tawe nat Been seen in dogs gen doses Lp 1 10D pplgimin

EMUSON 107 24 ROUM, Nor ware They Seen in dogs. fsad
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pathciogls Mulone wire Nl seen i mile mice trestec with lenelkdoaun.,

In & 34 menth study. ris eales orlly with lencidopem el 8. 1€ or 23 mgdgiiay.
with e mid- and high-doss groups inersessd o 15 or 28 respacivey, on

mmaumdunmm—mmmnmuwv
mmmnmm mmmmmwmmm
;&‘ cuct spitafum &l e B of the renal

I i vivo meoaym. fenoidopam did ~of Induse basterinl gone mumation in ths Ames
uamnwmrummmmdmh
e in i chomosomsl shereion ssssy with CHD cells, eaoldopam was
uwmu un mlnﬁr.m lld.\'l'\w-l and uan-apmm Increasee 0

noot demage l1 L1 or bons mamow
eeamys, The cale suppor! tha comclusion that fenclccpem s not genciodo of
dastogelc.

O ferviity and genersl reprociuclion percrmance studias I mele end lamels rats
al 125 876 of 76 mghkgiday revealed no knpalrmant of lerlily or reproduciion
pﬂmm cus 1o lenolcopam,

8. Oral sludies have b i |

“n m‘ﬂhmsnmalasnznn mipfphidey and 6.25 ko 25 mokp/dan
reepacively. Sludg hive reveslac ~matsmal taxicity &t e highest dosss tesied

no avidence of mpalmee fartiify o harm to the fabus dus jo Hawever,

tm sy dose for 8 ours daiy lor 24 days. The ¢ lnicel significance of this finding
s PO knowmn.

domen of 10 ko 18 mghgidey or 20 lo 28 mghg/day
hmnmmmurgmmumummm
conirls. Such leslons wem Nt seen In mis Jhen S mplgitiay of lencidooam o In
s g'ven the drug &l 0oees Up 5o 50 mghg/day lor 34 monthe.

COVERDOSAGE

Intenions! [Fnoitopem overdosaze hes not been repored. The most fosy magion
wousd ba sncessive hypalsnsior which £nouid bil TRMINC wilh Ong ClsGONIFLEion
#nd appvoplials BUPPOEvE MoBEUME.

DOSAGE AND ADMINISTRATION
The cplimal mig)ilude anc 75t 1 thood pressury rduction in acutely Nypenanae
pmmmmammymnm. In genersl, both detay anc oo
LE lok patisnis, An it forcidopam mesysls
Hmﬂauwhmmmﬁdutwamh&lum”w
Buction DAL producss the desimd Tagniuos and mrie of blosd prassune cuction in
a given cinical B7UaBoN, Dopes helow 0.1 ppMgimin have vary modest sflecls and
appeoar orly ugelul i1 thiy In ganeral, s the inksl cose
Incressss, trere s a greater and more wpld blood prassurs mduclion, Mowevet,
lower millal desas (5,03 16 0.1 upikg/min) Himled slowly huve baen serodatsd with
lgns rafloe 1han have Kgnar initel noges [x 0.3 up/egimin). In clin'cal
briats, doses from .01 bo 1.6 upkgiimin have been sudied, Most of the siiact of &
given Infusion rate I altained in 18 minulss.

i ’ v

Ihaia ara o deguils and well-controlled studies s pregnant women, Since g nimal
roprodunton mludies are ol prediciive of haman reeporse, fandkdopam
ahoukd be unad In pragnaray only ¥ olsary nesded.

Nursing Mothera: Fenoioopam s excrebed n mil In rmis. B bs not known whathar
s g I8 accreted n human ll!l; BRCAUM MRy Unw ara excrated in buman
mille, cavilon should be o when i & musihg
W, )

Padintrie Una: Sakily and alfaclivonass In ehiicren have nol been establiehad,

ADVERSE REACTIONS
Mdnplm Caues & MIF:I!II in biood ﬂ"ldrl and increasa In haart rais
(won

clvical shudss of
agveen hyparianalon In paserts wih A% (4N37) of palients

and-agan darvage.
withctimw beaciisn of scasabe (alls ' tlood pressure. |norsanad heart rate coUld, in

F msyate frjectlon ehou'd by

infusion, & botus dena shoutd et be used, Hypelonsion und rapld decresees of

hipod pressura sholid be avelted. Tha Inliel dose should be tieted upward or
oweward, na move equantly an every 16 minuiws (vl lews fraquently & goal

preesuso Is approached) lo wshieve te deslied Rerapewic sifect. The
recammandad Incrments for Cration are 0.08 ko 0.1 pghg/imin,

Uz of a calibratsd, machankesl ivusion somp b recommandisd for proper control ol
Infasion ralm dufing Mnoidepam mesylabs Injection Inkuslon. |n einlaal mals,
lencldoparm mesylabs wacton seimst was vafsly pachmad without (he nase for
Inlrg-artarial bloed preesure monliofng: bood pressure end Nedrl e weo
mariioned ef (mquent Intarvala, yplosily every 13 minuiss. Prequsnl blood preseure
meriiodng Is rmeammenced,

Ls# 31 DMa-EI0cK™S It conjurction with fencldepam mesyicts infectlon hae
not been eludied In hypertsnsive patients end, I! mlllll. senaomant Lgs
ahould ba svolded. K e drugs e unsd tog) caution

bmuu um hw-dm eould ulllt Nl! I\l-lllwhll Inhigton of

reparted a8
with ngldopam use wre hasdeche, culaneous dileton {llushingh. neusea. and
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Agversa reactiana (n somir triais In
mmmmhwhwmml—nlw
the fuad-Soee constantinfison viciss

o plavalbly drug-rwatsd) n
Muummnmmm“mmm
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Tabla &
ADVERSE EVENTS® FROM FIXED-DOSE INFUSION STUDIES BY
DOSE GROUP
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Tnjacion lor ee Yong as 448 hous.

PREPARATION OF INFLSION SOLUTION

WARNNG: CONTENTS OF AMPOULES MUST BE DILUTED BEFORE
INFUSION. EACH ANMPOULE (B FOR SINGLE USE ONLY.

- Dotion:
i Ponsidayem Dowes lifiwinle} The Isnsidopem mecyiaie W o wd b 08
pacesad o1 | o1 | 2| m muu-  injecton LEP o 8% i iotlowing
gystem Bt [fn=7} ;=28 (1 =3} [{ne 2 = 2041 = 11)
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ectionslle | o | 1 | a | o | 8 | 2 4mL (40 mg) 1000 L 40 pg/ml
readtion 2L {20 mg) 80D mL 40 pg/mL
v == - 2 T 1 mL {10 mg) 250 mL 40 pgiml
wonpsmeiliies i
P " The drug dose rale muet 2@ InFvicumlaed wcoending 10 body wikgnl and Reeoming
Im-;} 10 the dewred rapldity end extent of prarmecodyramic ehect. The fallowtng Teble
provides the calelated Infugen vetume In mLfmin for 8 mogs of drg doses and
F.shing [ a a ) 1 d body walghts. The fusiar shoutd be uting &
Hypo:analon™ o D | o z o 2 Infusion pump thal can sccuarmsy and m ol the desirad infusion rals.
| Posturel ] ]
Ly i e INFUSION RATES (mUnin) Y0 ACHIEVE A GIVEN DRUG
Tachyoardla™ | 0 ! 9 ] s | o | 2 DOBE RATE {ugikgimin}
|igearva Nesen | o | 3 0 EE Drug Dose Fate
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- 1042 [] 0| 2 1 (ko) ag/ky/min meWn|mnwn
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Conafipafian | o | o [ o | o] s 40 0.025 0.08 010 0.20 030
= ! Dimrhea | o [ 0o} 2 ] 50 0.0e 0.08 013 22§ 0,38
Wataboliz theroated | g | 0 2 [ 0 50 0.028 a.08 015 .80 045
Metcns | S, T Bbes  0.08 08 088 0.55
Woohworin | 0 | 2 2 [0 1 | © ) 0o 040 020 040 0.60
Morvous Nercusness | 0 | 0 1 LIS 0 0css a1t 0.23 0.45 0.68
oy : e . aces 21l 028 050 075
q 2 [ o o 1] 110 0.068 (8 1 0.28 0.85 0.3
Dsnees o | ¢ 1 2 |l3foe 120 0075 015 0.3 0.60 080
[eopt [rn) .l %] o o R 130 0.081 218 013 265 098
in f 140 0088 048 0.35 0.70 1.05
& el B0 B KA RE S 150, | oo 019 038 ¢75 143
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APPROVAL SUMMARY
REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number 76-656

Date of Submission. May 15, 2003 AND August 4, 2003

Applicant's Name: PharmaForce, Inc

Established Name:  Fenoldopam Mesylate Injection USP, 10 mg/mL

Approval Summary

1. CONTAINER ~ 1 mL and 2 mL single-dose ampoules
Satisfactory in final print as of the August 4, 2003 submission
(See blue jacket volume 2 1)

2 CARTON
Satisfactory in final print as of the August 4, 2003 submission
(See blue jacket volume 2.1)

3 PACKAGE INSERT
Satisfactory in final print as of the August 4, 2003 submission
(See blue jacket volume 2 1)

4 Patent Data - NDA 19-922

Patent No. | Patent Expiration | Use Code Description How Filed | Labeling Impact
None None Nore There are no unexpired patents for this A None
product in the Orange Book Database
Exclusivity Data- NDA 19-922
Code Reference Expiration | Labellng Impact
None There 18 no unexpired exclusivity for this product in the Orange Book Database. N/A None

5. Revisions needed post-approval, None

BASIS OF APPROVAL:

Was this approval based upon a petition? No

What is the RLD on the 356(h) form: Corlopam®

NDA Number. 19-922

NDA Drug Name Corlopam®

NDA Firm: , N 19-922, Approved December 15, 1997

Date of Approval of NDA Insert and supplement December 15, 1997, NDA 18-922

Has this been verified by the MIS system for the NDA? Yes

Was this approval based upon an OGD labeling guidance? No

Basis of Approval for the Container Labels: Most recently approved labeling of the reference listed drug,
Corlopam®

Basis of Approval for the Carton Labeling: Most recently approved labeling of the reference listed drug,
Corlopam®

REVIEW OF PROFESSIONAL LABELING CHECKLIST

Established Name Yes Ne | NA

>

Diffarent name than on acceptance to flie ietter?




Is this product # USP item? [If so, USP supplement in which verification was assured. USP 24

Is this name different than that used in the Orange Book?

if not USP, has the product name been proposed in the PF?

Errer Prevention Analysls

Has the firm proposed a propristary name? If yes, complate this subsection.

Do you find the name objectionable? List reasons in FTR, if so. Consider: Misleading? Sounds
or looks like another name? USAN stem present? Prefix or Suffix present?

Has the name heen forwarded to the Labeling and Nomenciature Commiftes? I so, what were
the recommendations? I the name was unacceptable, has the firm been notified?

Packaging

Is this a new packaging configuration, never been approved by an ANDA or NDA? if yes,
deacribe in FTR.

Is this package size mismatched with the recommended dosage? If yes, the Potson Prevention
Act may require a CRC.

Does the package proposed have any safety and/or regulatory concerns?

If IV product packaged in syringe, could there ba adverse patient outcome If given by direct IV
injection?

Confiict batween the DOSAGE AND ADMINISTRATION and INDICATIONS sections and the
packaging configuration?

Is the strength and/or concentration of the product unsupported by the Inssrt labeling?

Is the color of the container (i.e. the color of the cap of a mydriatic ophthalmic) or cap incorrect?

Individual cartons required? Issues for FTR: Innovator individually cartoned? Light sensitive
product which might require cartoning? Must the package insert accompany the product?

Are there any other safefy concerns?

Labeling

Iz the name of the drug unclear in print or lacking in prominence? {(Name should be the most
prominent information on the label),

Has applicant failed to clearly differentiate multiple product strengths?

is the corporate logo larger than 1/3 container label? (No reguiation - ses ASHP guidelines)

Labeling(continued)

Yeas

NA

Dees RLD make special differentiation for this label? {l.e., Pediatric strength vs Adult; Oral
Solution vs Concentrate, Warning Statements that might be in red for the NDA)

Is the Manufactured by/Distributor statement incorrect or falsely inconsistent hetween labels
and labeling? 1s "Jointly Manufactured by...", statement needed?

Failure to describe solld oral dosage form identifylng markings In HOW SUPPLIED?

Has the firm failed to adequately support compatibility or stabliity claims which appear in the
insert labeling? Note: Chemist should confirm the data has been adequately supported.

Scoring: Describe scoring configuration of RLD and applicant (page # In the FTR



http:produ.ct

Is the scoring configuration Qiffemm than the RLO?

Has the firm falied to describe the scoring in the HOW SUPPLIED section?

Inactive ingredients: (FTR: List page # in appiication where Inactives are listed)

Does the product contain alcohol? If so, has the accuracy of the statement been cnnﬂnnad?

Do any of the inactives differ in concentration for this route of administration?

Any adverse effects anticipated from Inactives {i.e., benzyl alcohol in negnates)?

Is there a discrepancy in inactives between DESCRIPTION and the composition statement?

Has the term “other ingredients” been used to protect a trade secret? If so, Is claim supported?

Failure to list the coloring agents If the composition statement lists e.g., Opacode, Opaspray?

o P P X X X

Failure to list gelatin, coloring agents, antimicroblals for capsules in DESCRIPTION?

Faijlure to list dyes in imprinting inks? (Coloring agents e.g., Iron oxides need not be listed)

USP lssues: (FTR: List USP/NDA/ANDA dispensing/storage recommendations)

Do contalner recommendations fail to meet or exceed USP/NDA recommendations? i so, are
the recommendations supported and is the difference acceptabls?

Does USP have labsling recommendations? If any, does ANDA mest them?

Is the product light sensltive? if so, is NDA andfor ANDA in a light resistant container?

Fatlure of DESCRIPTION to meet USP Description and Solubllity information? If so, USP
information should be used. However, only include solvents appearing in innovator labeling.

Bloequivalence Issues: {Compare bicequivalency values: insert to study. List Cmax, Tmax, T
1/2 and date study acceptable)

insert labeling references a food effect or a no-effect? If so, was a food study done?

Has CLINICAL PHARMACOLOGY been modified? if so, briefly detall wherefwhy.

Patent/Exclusivity Issues?: FTR: Check the Orange Book edition or cumulative supplement for
verification of the latest Patent or Exclusivity. List expiration date for all patents, exclusivities,
ete. or if none, please state.

FOR THE RECORD:

1. The labeling submitted by the firm was based on the most recently approved labeling for this drug

product Labeling was recently approved on December 15, 1997 for the RLD.

2. Patent! Exclusivities:
Patent Data — NDA 19-822

Patent No. | Patent Expiration | Use Code Description How Flled | Labeling Impact
None None None There are no unexpired patents for this N/A None
product in the Orange Book Database.
Exclusivity Data— NDA 19-922
Code Reference Expiration | Labeling Impact
None There is no unexpired exclusivity for this product in the Orange Book Database N/A None

3. Storage/Dispensing Conditions:
NDA: Store at 2° to 30°C.
ANDA: Store at 2° to 30°C.




(b} (4)

Product Line
The innovator markets their product in two ampule sizes. 1 mL and 2 mL ampules utilizing the
concentration of 10mg/mL

The applicant proposes to market their product in 1 mL and 2 mL ampouies utilizing the 10 mg/mL
concentration as well

. Inactive Ingredients:

The listing of inactive ingredients in the DESCRIPTION section of the package insert appears to be
consistent with the listing of Inactive ingredients found in the statement of components appearing on
page 0155, Vol A 11

. Contaner/Closure(See pages 2309 and 2343 in Vol A.. 14)
Containers: 1 mL and 2 mL Type 1 glass container

All manufacturing will be done by Draxis Pharma, Inc for PharmaForce, Inc (See pg. 1180 in vol_ A,
14)

Date of Review: 8/20/03 Date of Submission: 5/15/03 and 8/4/03

Primary Reviewer. Jim Bariow . Date: f il

Team Leader John Gpa‘é}
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ANDA 73-856

DUP/DIVISION FILE

HFD-613/JBarlow/JGrace (no cc)
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REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 76-656

Date of Submission: January 31, 2003

Applicant's Name: PharmaForce, Inc

Established Name:  Fenoldopam Mesyiate Injection USP, 10 mg/mL

Labeling Deficlencies:

1. CONTAINER -1 mL and 2 mL single-dose ampoules
a. Front Panel: Revise your expression of sirength format to be the same as the RLD. The RLD has
expressed the total drug contents and the concentration with the total drug contents in the color
differentiation boxes as follows -

‘20mg
(10 rng/mL.)

AND

(10 mg/mL})

b. Relocate the “ Dilute before administration” statement directly beneath the expression of strangth
on the front panel of the label -

{xx mg/mL)

DILUTE BEFORE ADMINISTRATION
Rx only

c. Please revise to include the statement “Discard unused portion” on your labels

2 CARTON
See comments 1.(a ) and 1 (c.} listed above for requested revisions.

3 PACKAGE INSERT

a2 INDICATIONS AND USAGE
Fenoldopam mesylate mjection. .

b. DOSAGE AND ADMINISTRATION
Substitute “fencidopam” throughout the text with “fenoldopam mesylate injection”
Please revise your labels and labeling, as instructed above, and submit in final print or draft if you prefer
Prior to approval, it may be necessary to further revise your labeling subsequent to approved changes for

the reference listed drug. We suggest that you routinely monitor the following website for any approved
changes-htip./www fda govicder/ogd/rid/labeling_review_branch html



To facilitate review of your next submission, and in accordance with 21 CFR 314 94(a)(8){iv), please
provide a side-by-side comparison of your proposed labeling with your iast submission with all differences
annotated and explained.

of Labeling and Program Support
Office of Generic Drugs
Center for Drug Evaluation and Research



REVIEW OF PROFESSIONAL LABELING CHECKLIST

Established Name Yaa Mo | NA
Different name than on acceptance to file letter? X
Is this product a USP tem? If so0, USP supplement in which verification was assured. USP 24 X
Is this name different than that used in the Orange Book? b 4
If not USP, has the product name been proposed in the PF? X
Error Prevention Analysis

Has the firm proposed a proprietary name? If yes, complete this subsection. X
Do you find the name objectionable? List reasons in FTR, if so. Consider: Misleading? Sounds X
or looks like another name? USAN stem present? Prefix or Suffix present?
Has the name been forwarded to the Labeling and Nomenciature Committee? If so, what were X
the recommendations? If the name was unacceptable, has the firm been notifled?
Packaging
ts this a new packaging configuration, never been approved by an ANDA or NDA? If yes, X
describe in FTR.
Is this package size mismatched with the recommended dosage? f yes, the Poison Prevention b 4
Act may require a CRC.
mmwwmamman&a ragulatory concerns? X

; : <
If IV product packaged in syringe, could there be adverse patient outcome if given by direct IV
injection?
Conflict between the DOSAGE AND ADMINISTRATION and INDICATIONS sections and the X
packaging configuration?
Is the strength and/or concentration of the product unsupported by the insert labeling? X
Is the color of the container {1.e. the color of the cap of a mydriatic ophthalmic) or cap incomrect? X
Individual cartons required? Issues for FTR: Innovator individually cartoned? Light sensitive X
product which might require cartoning? Must the package insert accompany the product?
Are there any other safety concerns? X
Labeling
Is the name of the drug unclear in print or lacking in prominence? {Name should be the most X
prominent information on the label). _
Has applicant failed to clearly differentiate multiple product strengths? X
Is the corparats logo larger than 4/3 container labei? (No reguiation - ses ASHP guidelines) X
Labeling{continued) Yas No | NA
Does RLD make special differentiation for this label? {i.e., Pediatric strength ve Adult; Oral X
Solution vs Concentrate, Warning Statements that might be In red for the NDA)
1s the Manufactured by/Distributor statement incorrect or falssly inconsistent between labels X
and labeling? Is "Jointly Manufactured by...", statement needed?
Failure to describe solid oral dosage form identfying markings in HOW SUPPLIED? X




Has the firm falled to adequately support compatibility or stability clalms which appear in the
insert labeling? Note: Chemist should confirm the data has been adequately supported.

Scoring: Describe scoring configuration of RLD and applicant (page #) in the FTR

ts the scoring configuration different than the RLD?

Has the firm falled to describe the scoring in the HOW SUPPLIED section?

Inactive Ingredients: (FTR: List page # in application where inactives are listed)

Does the product contain alcohol? If so, has the accuracy of the statement been confirmed?

Bo any of the inactives differ in concentration for this route of administration?

Any adverse offects anticipated from Inactives (1.e., benzyi alcohol in neonates)?

Is there a discrepancy In inactives between DESCRIPTION and the composition statement?

Has the term “other ingredients" been used to protect a trade secret? if 50, is claim supported?

Fallure to list the coloring agents If the composition statement lsts e.g., Opacode, Opaspray?

Mol M X | x

Failure to list gelatin, coloring agents, antimicrobials for capsules in DESCRIPTION?

Failure to list dyes in imprinting inks? (Coloring agents e g., iron oxides need not be listed)

USP issues: (FTR: List USP/NDA/ANDA dispensing/storage recommendations)

Do container recommendations fail to meet or exceed USPINDA recommendations? if so, are
the recommendations supported and is the difference acceptable?

Does USP have labeling recommendations? If any, does ANDA meet them?

Is the product light sensitive? If 8o, is NDA and/or ANDA in a light resistant container?

Failure of DESCRIPTION to meet USP Description and Solubiiity information? K so, USP
information should be used. However, only include solvents appearing In innovator labeling.

Bioequivaience Issues: (Compare bioequivalency values; insert to study. List Cmax, Tmax, T
1/2 and date study accepiabie)

Insert labeling references a food effect or a no-effect? If so, was a food study done?

Has CLINICAL PHARMACOLOGY been modified? If so, briefly detail where/why.

Patent/Exclusivity Issues?: FTR. Check the Orange Book edition or cumulative supplement for
verification of the latest Patent or Excluslvity. List expiration date for all patents, exclusivities,
etc. or if none, please state.

FOR THE RECORD:

1. The labeling submitted by the firm was based on the most recently approved labeling for this drug

product. Labeling was recently approved on December 15, 1997 for the RLD

2. Patent! Exclusgivities:
Patent Data - NDA 19-922

PatentNo. | Patent Expiration | Use Cade Description How Filed | Labeling impact
None iNone None There are no unexpired patents for this N/A None
proguct in the Orange Book Database




Exclusivity Data— NDA 19-822 _
Code Reference \ Explration | Labeling impact
None There Is no unexpired exclusivity for this product in the Orange Bock Database N/A None

3. Storage/Dispensing Conditions:
NDA: Store at 2° to 30°C

ANDA: Store at 2° to 30°C
() 4)

4. Product Line:
The innovator markets their product in two ampule sizes 1 mL and 2 mL ampules utilizing the
concentration of 10mg/mL

The applicant proposes to market their product in 1 mL and 2 mL ampeules utifizing the 10 mg/mL
concentration as well

5 Inactive Ingredients:
The listing of inactive Ingredients in the DESCRIPTION section of the package insert appears to he
consistent with the listing of inactive ingredients found in the statement of components appearing on

page 0155, Vol. A. 1 1.

6 Container/Closure(See pages 2309 and 2343 in Vol. A.. 1 4)
Containers. 1 mL and 2 mL Type 1 glass container

7 All manufacturing will be done by Draxis Pharma, Inc for PharmaForce, Inc (See pg 1190 invol A
14)

Date of Review. 4/4/03 Datsof Submission: 1/31/03
Primary Reviewer. Jim Batlow ,,“ 1+ 3
Team Leader:

Z ?@ 5@ Zm 7/575/;%?@ 2
cc

NISION FILE

D-813/JBarlow/JGrace (no cc)
V\FIRMSNZ\PharmaFarce\lirs&rev76656na1.l doc
Review
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ANDA 76-656

Fenoldopam Mesylate Injection USP,
10mg (base)/1ml and 20mg (base)/2ml

PharmaForce, Inc.

Rosario D’Costa
Chemistry Division I
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SR CHEMISTRY REVIEW B
Chemistry Review Data Sheet

Chemistry Review Data Sheet

1. ANDA # 76-656

2. REVIEW #: 2

3. REVIEW DATE: 09/22/03
4. REVIEWER: Rosario D’Costa

5. PREVIOUS DOCUMENTS:

Previous Documents Document Date
Original 01/31/03
Gratuitous Amendment 05/15/03
Acceptable for Filing 02/05/03

6. SUBMISSION(S) BEING REVIEWED:

ubmissi iewed Document Date
Telephone Amendment 09/23/03
Minor Amendment 08/01/03

7. NAME & ADDRESS OF APPLICANT:
Name: PharmaForce, Inc.

1507 Chambers Road
Address: Columbus, OH 43212

Page 3 of 14



CHEMISTRY REVIEW

Chemistry Review Data Sheet

Representative: Marilyn Friedly

Telephone: 614-486-7360
Fax: 614-486-9029

8. DRUG PRODUCT NAME/CODE/TYPE:

Fenoldopam Mesylate Injection, USP

9. LEGAL BASIS FOR SUBMISSION:  FFD & CA

10.

11

12.

13,

14.

15.

16.

Paragraph II Certification: The basis for submission is the approved listed drug

Corlopam® Fenoldopam Mesylate Injection USP, the subject of NDA #19-922 held by
Abbott Hospital Products a division of Abbott Laboratories. PharmaForce certifies that in
its opinion and to the best of its knowledge, no unexpired patents exist for Corlopam®
Fenoldopam Mesylate Injection USP, the subject of NDA #19-922 held by Abbott
Hospital Products a division of Abbott Laboratories. The drug product is not subject to
exclusivity determination (Section III of the application). New Chemical Entity (NCE)

exclusivity expired September 23, 2002.

PHARMACOL. CATEGORY: Hypertension
DOSAGE FORM: Injection

STRENGTH/POTENCY: 10 mg (base)/ml

ROUTE OF ADMINISTRATION: Intravenous

Rx/OTC DISPENSED: X _ Rx OTC

SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM):
SPOTS product — Form Completed

X Not a SPOTS product

CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR
FORMULA, MOLECULAR WEIGHT:

Page 4 of 14




CHEMISTRY REVIEW
Chemistry Review Data Sheet

Generic Name: Fenoldopam Mesylate

Chemical Name: 6-chloro-2,3,4,5-tetrahydro-1-(4-hydroxyphenyl)-[1 H |-3-benzazepine-
_ 7,8-diol methanesulfonate

Formula: CmH;ﬁC]NOg.CHg,SOgH

Molecular weight: 401.87

CAS registry number(s): 67227-57-0

Hypertension

Chemical Structure:

17. RELATED/SUPPORTING DOCUMENTS: None

Page 5 of 14



CHEMISTRY REVIEW

_ Chemistry Review Data Sheet
A. DMFs:
— DATE
DME | sovg | HOLDER Sy CODE' | STATUS? REVIEW COMMENTS
. oy REFERENCED
ML VRN R el COMPLETED
- IR Adequate | 10/22/03 Reviewed by
| | p 4 .I RD’CU'STB.
~ (BugE 14
9255 |V ! Draxis Drug Product 4 " _=
| Pharma .| Manufacturing ]
| !
i
! Action codes for DMF Table:

1 - DMF Reviewed.

Other codes indicate why the DMF was not reviewed, as follows:
2 ~Type 1 DMFE ' _

3 —Reviewed previously and no revision since last review

4 — Sufficient information in application

5 — Authority to reference not granted

6 — DMF not available

7 — Other (explain under "Cormments")

* Adequate, Inadequate, or N/A (There is enough data in the application, therefore the DMF did
not need to bereviewed)

B. Other Documents: None

DOCUMENT APPLICATION NUMBER DESCRIPTION

18. STATUS: Approvable

Page 6 of 14



CHEMISTRY REVIEW

Chemistry Review Data Sheet
CONSULTS/ CMC »
RELATED RECOMMENDATION | DATE REVIEWER
REVIEWS
Microbiology Acceptabie 09/22/03 | N. Nath
EES i Acceptable 03/26/03 I.D. Ambrogio
Methods Validation | N/A
Labeling | Acceptable 08/21/03 J. Barlow
Bioequivalence Acceptable 08/28/03 . | D. Patel
EA Categorical Exclusion 07/29/03
Requested (Satisfactory)
Radiopharmaceutical | N/A P

19. ORDER OF REVIEW

The application submission(s) covered by this review was taken in the date order of

receipt. X

Yes No

Page 7 of 14
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CHEMISTRY REVIEW
Chemistry Review Data Sheet

The Chemistry Review for ANDA 76-656

The Executive Summary
j Recommendations

A. Recommendation and Conclusion on Approvability _
The chemistry section is satisfactory in areas of manufacturing and controls and is
therefore recommended for fully “approvable”. The associated disciplines of
Microbiological process, labeling, bioequivalence and ¢cGMP facility compliance are all
satisfactory. There are no existing patents nor unexpired exclusivities for this drug
product,

B. Recommendation on Phase 4 (Post-Marketing) Commitments, Agreements, and/or
Risk Management Steps, if Approvable
N/A

II. Summary of Chemistry Assessments

A. Description of the Drug Product(s) and Drug Substance(s)
The drug substance used to manufacture of the drug product, Fenoldopam Mesylate

Injection 10mg/ml, is a white to off-white powder that is - b@
®@

formulated with known compendium excipients to form the drug product .

A. The drug product is based on the listed drug Corlopam® Fenoldopam Mesylate
Injection USP, the subject of NDA #19-922 held by Abbott Hospital Products a division
of Abbott Laboratories. The drug is a rapid-acting vasodilator. It is an agonist for D-
like dopamine receptors and binds with moderate affinity to (alpha), —adrenoreceptors.
It has no significant affinity for D,-like receptors (alpha); and (beta) —adrenoreceptors,
SHT; and SHT; receptors or muscarinic receptors. Fenoldopam is a racemic mixture
with the R-isomer responsible for the biological activity. The product is formulated as a
solution to be diluted for intravenous infusion.

B. Description of How the Drug Product is Intended to be Used
The recommended dose 0.1pg/kg/mi is admiristered by continuous intravenous
injection with increments of 0.05pg/kg/ml to 0.1pg/kg/ml after 15 minutes followed by
monitoring of blood pressure.
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CHEMISTRY REVIEW
Chemistry Review Data Sheet

C. Basis for Approvability or Not-Approval Recommendation

The chemistry section is satisfactory in areas of manufacturing and controls and is
therefore recommended for fully “approvable”. The associated disciplines of
Microbiological process, labeling, bioequivalence and ¢cGMP facility compliance are all
satisfactory. There are no existing patents nor unexpired exclusivities for this drug

product.

ili. Administrative

A. Reviewer’s Signature

B. Endorsement Block 1 )%

ChemistName/Date: RD’Costa, Ph.D. /09/25/03
ChemistryTeamleaderName/Date: AMueller, Ph.D. /09/25/03 /
ProjectManagerName/Date: C Kiester, PM /09/25/03 9/2f/ﬂ3
v:\firmsnz\pharmaforce\ltrs&rev\76656.rev2.doc

F/T by:

C. CC Block
ANDA
ANDA DUP
DIV FILE
Field Copy

TYPE OF LETTER: APPROVABLE

Page 9 of 14
[Following this page, 4 Pages Withheld in Full as (b)(4)



30. MICROBIOLOGY: Acceptable as of September 22, 2003, N. Nath, Division of
Microbiology.

31. SAMPLES AND RESULTS/METHODS VALIDATION STATUS: N/A
32. LABELING:  Acceptable as of August 21, 2003, J. Barlow.

33. ESTABLISHMENT INSPECTION: Acceptable as of March 26, 2003, J.D. Ambrogio,
HFD-322. ‘

34. BIOEQUIVALENCE: Acceptablé as August 28, 2003, D. Patel, Division of Bioequivalence.

35. ENVIRONMENTAL IMPACT CONSIDERATIONS/CATEGORICAL
EXCLUSION: Satisfactory in Review #1.

Page 14 of 14
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CHEMISTRY REVIEW

Chemistry Review Data Sheet

Chemistry Review Data Sheet

. ANDA # 76-656

. REVIEW #: 1

. REVIEW DATE: 06/26/03

. REVIEWER: Rosario D’Costa

. PREVIOUS DOCUMENTS:

Previous Documents
None

. SUBMISSION(S) BEING REVIEWED:

Submission(s) Reviewed
Original

Gratuitous Amendment
Acceptable for Filing

. NAME & ADDRESS OF APPLICANT:

Name: PharmaForce, Inc.

1507 Chambers Road
Address: Columbus, OH 43212

Representative: Marilyn Friedly

Telephone: 614-486-7360
Fax: 614-486-9029

Page 3 of 25
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CHEMISTRY REVIEW
Chemistry Review Data Sheet

8. DRUG PRODUCT NAME/CODE/TYPE:

Fenoldopam Mesylate Injection, USP

9. LEGAL BASIS FOR SUBMISSION:  FFD & CA

10.

11.

I2.

13

14.

15.

16.

Paragraph II Certification: The basis for submission is the approved listed drug
Corlopam® Fenoldopam Mesylate Injection USP, the subject of NDA #19-922 held by
Abbott Hospital Products a division of Abbott Laboratories. PharmaForce certifies that in
its opinion and to the best of its knowledge, no unexpired patents exist for Corlopam®
Fenoldopam Mesylate Injection USP, the subject of NDA #19-922 held by Abbott
Hospital Products a division of Abbott Laboratories. The drug product is not subject to
exclusivity determination (Section III of the application).

PHARMACOL. CATEGORY: Hypertension
DOSAGE FORM: Injection

STRENGTH/POTENCY: 10 mg (base)/ml

ROUTE OF ADMINISTRATION: Intravenous

Rx/OTC DISPENSED: _X_Rx __OT1C

SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM):

SPOTS product — Form Completed

X Not a SPOTS product

CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR
FORMULA, MOLECULAR WEIGHT:

Generic Name: Fenoldopam Mesylate

Page 4 of 25
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CHEMISTRY REVIEW 2% \&
Chemistry Review Data Sheet

Chemical Name: 6-chloro-2,3,4,5-tetrahydro-1-(4-hydroxyphenyl)-[1 H ]-3-benzazepine-
7,8-diol methanesulfonate

Formula: C,¢H;sCINO1..CH;SOsH

Molecular weight: 401.87

CAS registry number(s): 67227-57-0

Hypertension
Chemical Structure:

HO H

CH;SO;H

17. RELATED/SUPPORTING DOCUMENTS: None

Page 5 of 25



CHEMISTRY REVIEW

Chemistry Review Data Sheet
A. DMFs:
; DATE
| DI;’IF TYPE | HOLDER | polooM = | CODE' STATUS' | REVIEW | COMMENTS
COMPLETED
it 1 Inadequate | 07/07/03 Reviewed by
RD’Costa
I 4
9255 'V Draxis Drug Product 4
Pharma Manufacturing
! Action codes for DMF Table:

1 — DMF Reviewed.
Other codes indicate why the DMF was not reviewed, as follows:
2 -Type 1 DMF
3 — Reviewed previously and no revision since last review
4 — Sufficient information in application
3 — Authority to reference not granted

6 — DMF not available

7 — Other (explain under "Comments")

? Adequate, Inadequate, or N/A (There is enough data in the application, therefore the DMF did
not need to be reviewed)

B. Other Documents: None

DOCUMENT

APPLICATION NUMBER

DESCRIPTION

18. STATUS:

Not Approvable

Page 6 of 25




CHEMISTRY REVIEW

Chemistry Review Data Sheet
CONSULTS/ CMC
RELATED RECOMMENDATION ;| DATE REVIEWER
REVIEWS
Microbiology Pending
EES Acceptable 03/26/03 J.D. Ambrogio
Methods Validation | N/A
Labeling Deficiencies 04/28/03 [ J. Barlow
Bioequivalence Pending
' EA Categorical Exclusion
! Requested
Radiopharmaceutical | N/A

19. ORDER OF REVIEW

The application submission(s) covered by this review was taken in the date order of

receipt. __X__ Yes

No

Page 7 of 25
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CHEMISTRY REVIEW
Chemistry Review Data Sheet

The Chemistry Review for ANDA 76-656

The Executive Summary

I. Recommendations

A. Recommendation and Conclusion on Approvability
The chemistry section is deficient in areas of manufacturing and controls and is

therefore recommended for “not-approvable”.

B. Recommendation on Phase 4 (Post-Marketing) Commitments, Agreements, and/or
Risk Management Steps, if Approvable
N/A

II. Summary of Chemistry Assessments

A. Description of the Drug Product(s) and Drug Substance(s)
The drug substance used to manufacture of the drug product, Fenoldopam Mesylate

Injection 10mg/ml, is a white to off-white powder that is - -

formulated with known compendium excipients to form the drug product.

A. The drug product is based on the listed drug Corlopam® Fenoldopam Mesylate
Injection USP, the subject of NDA #19-922 held by Abbott Hospital Products a division
of Abbott Laboratories. The drug is a rapid-acting vasodilator. It is an agonist for D;-
like dopamine receptors and binds with moderate affinity to (alpha); —adrenoreceptors.
It has no significant affinity for D,-like receptors (alpha); and (beta) —adrenoreceptors,
SHT,; and SHT; receptors or muscarinic receptors. Fenoldopam is a racemic mixture
with the R-isomer responsible for the biological activity. The product is formulated as a
solution to be diluted for intravenous infusion.

B. Description of How the Drug Product is Intended to be Used
The recommended dose 0.1pg/kg/ml is administered by continuous intravenous
injection with increments of 0.05pg/kg/ml to 0.1pg/kg/ml after 15 minutes followed by
monitoring of blood pressure.

C. Basis for Approvability or Not-Approval Recommendation

The “not-approvable” recommendation for chemistry is based on the following issues:

Page 8 of 25



CHEMISTRY REVIEW
Chemistry Review Data Sheet

e The Drug Master File|, ©
substance that require resolution

* Some issues in the controls of the drug product both for release and stability that
need to be resolved.

III. Administrative g ﬁ C>

A. Reviewer’s Signature

B. Endorsement Block

ChemistName/Date: RD’Costa, Ph.D. /07/16/03 @“ )/O?h

ChemistryTeaml eaderName/Date: AMueller, Ph.D. /07/16/03 §-2 527
ProjectManagerName/Date: C.Kiester, PM /07/16/03
v:\firmsnz\pharmaforce\ltrs&rev\76656n01.r01.doc

F/T by:

C. CC Block

Page 9 of 25




CHEMISTRY REVIEW
Chemistry Review Data Sheet

The drug substance and the drug product are compendium items, therefore methods validation

is not required. The samples are available upon request (Section XVIII, Vol. 1.7 and pages
3031-3032).

32. LABELING: Labeling Deficiencies, J. Barlow, April 28, 2003.
The labeling information that you have provided was reviewed and found to be deficient. The
deficiencies found have been communicated to you under a separate cover.

33. ESTABLISHMENT INSPECTION: Acceptable as of March 26, 2003, J.D. Ambrogio,
HFD-322.

34. BIOEQUIVALENCE: Pending
The bioequivalence information that you have provided is currently under review. After this
review is completed, any deficiencies found will be communicated to you under a separate cover.

35. ENVIRONMENTAL IMPACT CONSIDERATIONS/CATEGORICAL
EXCLUSION: Satisfactory
PharmaForce requests a categorical exclusion from requirement of an environmental assessment
statement and certifies compliance of all applicable local, state, and federal environmental
regulations (Section XIX, Vol. 1.7 and pages 3033-3034).
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ANDA: #76-656 APPLICANT: PharmaForce, Inc.

DRUG PRODUCT: Fenoldopam Mesylate Injection USP, 10mg/1ml and 20mg/2mls

The deficiencies presented below represent MINOR deficiencies.

A.

Deficiencies:

I The DMF was reviewed and found to be inadequate. Please do not

respond until the DMF holder has responded to their deficiencies.

In addition to responding to the deficiencies presented above, please note and
acknowledge the following comments in your response:

1. Please provide current room temperature stability data.

2. The labeling information that you have provided was reviewed and found to be
deficient. The deficiencies found have been communicated to you under a
separate cover.

3. The bioequivalence information that you have provided is currently under
review, After this review is completed, any deficiencies found will be
communicated to you under a separate cover.

4. The information submitted on sterility is currently under review by our

Microbiology team. Any deficiencies found will be communicated to you under
separate cover.



Sinccrcly youts,

Légf’ .z‘r/a_a
Rashrmkant Patel, Ph.D

Dmsmn of Chemistry I
Office of Generic Drugs
Center for Drug Evaluation and Research



cc: ANDA
ANDA DUP
DIV FILE
Field Copy

Endorsements (Draft and Final with Dates):

HFD-623/RD’Costa, Ph.D./07/16/03
HFD-623/Amueller, Ph.D./07/16/03
HFD-617/C. Kiester, PM/07/16/03

F/T by: _
VAFIRMSNZ\PharmaForce\ltrs&rev\76656N01.R01.doc

TYPE OF LETTER: NOT APPROVABLE - MINOR



CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 76656

MICROBIOLOGY REVIEWS




Product Quality Microbiology Review
Review for HFD-620

20 August 20603
ANDA: 76-656

Drug Product Name
Proprietary: N/A
Non-proprietary: Fenoldopam Mesylate Injection USP
Drug Preduct Classification: Dopamine like receptor agonist.

Review Number: #1

Subject of this Review
Submission Date: January 31, 2003
Receipt Date: February 5, 2003
Consnlt Date: N/A
Date Assigned for Review: August 18, 2003

Submission History (for amendments only)
Date(s) of Previous Submission(s): N/A
Date(s) of Previous Micro Review(s): N/A

Applicant/Sponsor
Name: PharmaForce, Inc.
Address: 507 Chambers Road, Columbus, OH 43212
Representative: Marilyn A. Friendly
Telephone: 614-486-7360

Name of Reviewer: Nrapendra Nath

Conclusion: The submussion is recommended for approval on the basis of
sterility assurance.



ANDA 76-656 Microbiology Review #1

Product Quality Microbiology Data Sheet

A. 1. TYPE OF SUPPLEMENT: N/A

2 SUPPLEMENT PROVIDES FOR: N/A

3 MANUFACTURING SITE: Draxis Pharma, Inc.
16751 Trans-Canada Road
Kirkland, Quebec, CANADA

4. DOSAGE FORM, ROUTE OF ADMINISTRATION AND
STRENGTH/POTENCY: 10mg/mL; ImL and 2mI/ampoule; I'V
infusion

METHOD(S) OF STERILIZATION: oL

th

6. PHARMACOLOGICAL CATEGORY: Dopamine like receptor
agonist,

B. SUPPORTING/RELATED DOCUMENTS: Type V DMF 9255 for Draxis
Pharma.

e REMARKS: The subject drug product is manufactured at Draxis Pharma facility
m Kirkland, Quebec, Canada for the applicant. DMF 9255 by Drexis Pharma was
reviewed in support of the ANDA 40-475 (Paddock Laboratones;
Dihydroergotamine Mesylate Injection

(b} (4)

1@ The DMF was found adequate in February
2003.

(b} (4)
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ANDA 76-656 Microbiology Review #1

Executive Summary

L Recommendations

A, Recommendation on Approvability -
The submussion is recommended for approval on the basis of
sterility assurance. Specific comments are provided m the "Product
Quality Microbiology Assessment” section.

B. Recommendations on Phase 4 Commitments and/or
Agreements, if Approvable - N/A

Il Summary of Microbiology Assessments

A, Brief Description of the Manufacturing Processes that relate to
Product Quality Microbiology -
The subject drug product is manufactured L

B. Brief Description of Microbiology Deficiencies -
None.

C. Assessment of Risk Due to Microbiology Deficiencies -
N/AL

I11. Administrative

X4 ' 1
A, Reviewer's Signature i .h...,: ..af,u..- Lv- Ly Y f-

B.  Endorsement Block { / '94"‘"“-’7 ‘f 5 a/;_)

Microbiologist / Nrapendra Nath
Microbiology Supervisor/ Neal J Sweénev

C. CC Block

ce.
Original ANDA

HFD- 600/Division File
Field Copy

filename: v \Mictorev: 76-656 doc

Page 3
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nL Type [ clear glass ampoules as

Label contains wamning that the subject drug product must be diluted before use.

\ceeptable
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CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 76656

BIOEQUIVALENCE REVIEWS




DIVISION OF BIOEQUIVALENCE REVIEW

ANDA No. 76-656

Drug Product Name Fenoldopam Mesylate Injection, USP

Strength 10 mg/mL in 1 mL and 2 mL ampoules

Applicant Name PharmaForce, Inc.

Address 1507 Chambers Road, Columbus, OH 43212
Submission Date(s) January 31, 2003

Amendment Date(s) N/A

Reviewer Devvrat Patel

File Location v:\firmsnz\pharmaforce\ltrs&rev\76656 W0103.doc

L Executive Summary

The firm has requested a waiver of 1z vivo bioavailability/bioequivalence study
requirements for its fenoldopam mesylate mjection, 10 mg/mL in 1 mL and 2 mL
ampoules. The reference listed drug product is Corlopam™ 10 mg/mL in 1 mL
and 2mlL ampules manufactured by Abboit (NDA 19922, approval date:
09/23/1997). The active and mactive ingredients in the test and the reference
products are qualitatively and quantitatively the same. The test product meets the
critena for a waiver of in vivo bioequivalence requirements in accordance with 21
CFR 320.22(b)(1). The application is acceptable.

II. Table of Contents

I.  Executive SUmMmary ......cc.o. o consoiis
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Waiver Request ....... _
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HI. Submission Summary

A. Drug Product Information

Test Product Fenoldopam Mesylate Injection, USP

Reference Product Corlopam® Injection

RLD Manufacturer Abbott

NDA No. 19-922

RLD Approval Date 09/23/1997

Indication Indicated for short-term (up to 48 hours) management of

severe hypertension when rapid reduction of blood pressure is
clinically mdicated.

B. PK/PD Information

Half-life

| Administered as a constant infusion at rates of 0.01 to
1.6 meg/kg/min, fenoldopam produced steady-state
plasma concentrations that were proportional to
infusion rates. The elimnation half-life was about 5
minutes.

Metabolism

Fenoldopam is primarily eliminated by conjugation,
which include methylation, glucuromdation, and
sulfation.

Excretion

About 90% of infused fenoldopam 1s ehminated 1n
urine, and 10% in feces.

Relevant OGD or DBE
History

The DBE accepted the following fenoldopam
mesylate mjection, 10 mg/mL 1 mL and 2 mL vials,
ANDA: 76-582, Bedford Labs, submission date:
12/19/2002.

The DBE has not recetved any control documents on
this product.

| Agency Guidance

N/A

Drug Specific Issues (if any) N/A

C. Contents of Submission

Stady Types

Yes/No? How many?

Waiver requests

Yes 1

D. Bioanalytical Method Validation N/A




E. In Vivo Studies N/A
F. Formulation
The test product and the RLD formulations are shown below:

| Ingredients (mg/per 1 mL) Fenoldopam Mesylate CorlupamE 10 mg/mL’'

Injection, 10 mg/miL

Fenoldopam Mesylate, USP © (equivalent to 10 16 mg base
mg base)
Propylene Glycol, USP 518.00 mg_m 518.00 mg
Citric Acid, USP ) 3.44 mg
O equivalent
to 3.44 mg citric acid
©)4)

Sodium Citrate Dihydrate, USP 0.61mg | 0.61 mg
Sodium Metabisulfite, NF 1.00 mg 1.00 mg
Water for Injection, USP e gsto I mL

(b) (4]

'The formulation was obtained from the product labeling,

Inactive Ingredients in the test formulation are within IIG himits. The test product is
considered 1dentical to the RLD product in 1ts active and macfive mgredients.

G. In Vitro Dissolution N/A

H.  Waiver Reguest

The appheant requests a waiver of 1z vivo bioequivalence testing under 21 CFR
320.22(b)(1) for the following strength: 10 mg/mL, in [ mL and 2 mL ampoules

The test product 1s a stenile solution intended for intravenous admimistration. The route
of administration, dosage form, and strength of the test product are the same as those of
the RLD. The test product is considered identical to the RLD product in its active and
inactive ingredients. The test product meets the criteria for a warver of in vivo
bioeqmvalence requirements.

L Deficiency Comments

None



J. Recommendation

The Division of Bioequivalence agrees that the information submutted by PharmaForce,
Inc. demonstrates that its fenoldopam mesylate injection USP, 10 mg/mL in 1 mL and 2
mL ampoules, falls under the criteria set forth in 21 CFR 320.22(b)(1) of the
Bioavailability/Bioequivalence Regulations. The Division of Bioequivalence
recommends that a waiver of iz vivo bioavailability study requirements may be granted.
PharmaForce’s fenoldopam mesylate injection, 10 mg/mL mn 1 mL and 2 mL ampoules,
is deemed bioequivalent to Abbott’s Corlopam®, 10 mg/mL in 1 mL and 2 mL ampules.

M‘/{ﬂ T-20-2003

Devvrat Patel, Pharm.D.
Review Branch I
Division of Bioequivalence

M‘(J afa7(2c03

iwas Nerurkar, Ph.D.
Team Leader
Review Branch II
Division of Bioequivalence
Office of Genenc Drugs

VAFIRMSNZ\PHARMAFORCE\LTRS&REV\76656W0103.DOC



CC: ANDA 76656
ANDA DUPLICATE
DIVISION FILE
HFD-651/ Bio Drug File
HFD-655/ Patel

V:\FIRMSNZ'\PHARMAFORCE\LTRS&REV\76656W0103 .DOC
Printed in final on 08/19/2003

E(I:.‘?(D?a
Endorsements: (Final with Dates) Aﬂ/
HFD-655/ Patel #£ <l2olu3

HFD-655/ Nerurkar

HFD-650/ D. Conner m 8’/2?/0_'3

BIOEQUIVALENCY ~ ACCEPTABLE Submisgsion date:
January 31, 2003

1. WAIVER (WAI) Strengths: 10 mg/mL
Qutcome: AC

Outcome Decisions: AC ~ Acceptable
WC - Without charge



BIOEQUIVALENCY COMMENTS TO BE PROVIDED TC THE APPLICANT
ANDA: 76-656 APPLICANT: PharmaForce, Inc.

DRUG PRODUCT: Fenoldopam Mesylate Injection, USP
10 mg/mL in 1 mL and 2 mL ampoules

The Division of Bioequivalence has completed its review and
has no further guestions at this time.

Please note that the bioceguivalency comments provided in
this communication are preliminary. These comments are
subject to revieion after review of the entire application,
upon congideration of the chemistry, manufacturing and
controls, microbioleogy, 1labeling, or other scientific or
regulatory issues. Please be advised that these reviews
may result in the need for additional bicequivalency
information and/or studies, or may result in a conclusion
that the proposed formulation is not approvable.

Sincerely yours,

GoL 7 fn niey

Dale P. Connexr, Pharm. D.

Director, Division of Biceguivalence
Office of Generic Drugs

Center for Drug Evaluation and Research



CC: ANDA 76656
ANDA DUPLICATE
DIVISION FILE
HFD-651/ Bio Drug File
HFD-655/ Patel

Printed in final on 08/1%/2003

Endorsements: (Final with Dates) ’,///[‘/55L

HFD-655/ Patel & %|zofo3
HFD-655/ Nerurkar

HFD-650/ D. Conner m ?/¢f/0_3

BICEQUIVALENCY -~ ACCEPTABLE Submission date:
January 31, 2003

V: \FIRMSNZ\ PHARMAFORCE\LTRS&REV\76656W0103.DOC 1;7103
€

il WAIVER (WAI) Strengths: 10 mg/ml
tcome: AC

Qutcome Decisions: AC - Acceptable
WC - Without charge



CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 76656

ADMINISTRATIVE and CORRESPONDENCE
DOCUMENTS




OGD APPROVAL ROUTING SUMMARY
aDA ¥ 76-bSC Applicant phchrmo.parc&

Drug Fm;faﬂ«oww 4;&,/@1&_ MJLJW Strength /a»é(b:?/g a~d zef—s'(gﬂ.,)_/z_ o

APPRQV@&;E( TENTATIVE APPROVAL O SUPPLEMENTAL APPROVAL ( STRENGTH) O OTHER O

REVIEWER: DRAFET P & FINAL Package
1. Project Manager, Craig Kiester Date a3 Date ;
Review Support Br Team 1 i Initials’ Cye. Initials

licati 8 :
Application Summary j/g//,.;

Criginal Rec'd date " ; EER Status .Pending O Acgep a.ble)ﬁ OAI O

Date Acceptable for Filing z/%/ Date of EER Status 3/ 26 fod

Patent Certification {type) A Date of Cffice Bio Review 'g725/e

Date Patent/Exclus.expires §¢/23/e2 Date of Labeling Approv. Sum o

Citizens' Petition/Legal Case Yes O No Dzte of Sterility Assur. App. 2fel
(If YES, attach email from PM to CP coord) Methods Val. Samples Pending Yes O No lj’

First Generic Yes O No ¥ Commitment Rcd. from Firm Yes U No O

{If YE3, Pediatric Exclusivity Tracking System

{PETS} _ . Modified-release dosage form: YesO No&
RLD = ‘&2 Cdff’e,wm Py
Date .checked NDA% /8% 2.2 Interim Dissol. Specs in AP Ltr: Yes O
Nothing Submitted’ oo '
Written reguest issued o
Study Submitted =
Previously reviewed and tentatively approved = Date - o
Previously reviewed and CGMP def./N/A Minor issued O Date

Comments:

7

W
P

2 Gregg Davis PPIV ANDAs Only | | f ! Date Date
Deputy Director, DLPS iV | Initials : Initials
Contains GDEA certification: Yes O HNo O Determ. of Involvement? Yes O HNo O
{required if sub after 6/1/52) Pediatric Exclusivity System
Patent/Exclusivity Certification: Yes O No O Date Checked
If Para. IV Certification- did applicant Nothing Submitted a
Notify patent holder/NDA holder Yes O No O Written remuest issued a
Was applicant sued w/in 45 days:Yes O No © Study Submitted a
Has case been gettled: Yes O No O
Date settled:
Is applicant eligible for 180 day
Generic Drugs Exclusivity for each strength: Yes O No O
Comments:

5} Div. Dir./Deputy Rir. Date Date H(}
Chemistry Div. I Initials Initials )
Cormmentsa: - 2 At oty

D Mook s """—" /;ﬂ%ﬁ?&aw(
el

20r Decrs _of?


http:Paaka..sz

REVIEWER: DRAFT Packagg FINAL Pablagg
4, Frank Holcombe Date Date lf/a‘\"'/-‘-’
Assce. Dir. For Chemistry Initiais Initials
Tomments: (First g{eneric drug review) '
%*iummu?
5. Peter Rickman Date_#f25/2603 Date /(/ 2873003
Director, DLPS Initials nitials_ e
Para.IV Patent Cert: Yesl No Pending Legal Action: YesO ©NoBEY Petition:YesO Non-"/

Co‘/m‘r;;::; MS L AeE ’L%M 9/;_.3/20:: 2..-
[ Gomree - po 19 M“‘“"“? “""’m )
o Gk s acephle shfoors  wme Gasll
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Mueller, Albert J

~ From: Throckmorton, Douglas C
Sent: Tuesday, November 04, 2003 7:25 AM
To: Mueller, Albert J

Cc: Lunn, George; Patel, Hasmukh B; Holcombe Jr, Frank O; Patel, Rashmikant M; Schwartz, Paul;
Kiester, Craig; D'Costa, Rosario; Srinivasachar, Kasturi

Subject: RE: First Generic Approval of Fenoldopam Masylate injection USP

peT

-----QOriginal Message---——-

From: Mueller, Albert ]

Sent: Monday, November 03, 2003 2:56 PM

To: Throckmorton, Douglas C

Cc: Lunn, George; Patel, Hasmukh B; Holcombe Jr, Frank O; Patel, Rashmikant M; Schwartz, Paul; Kiester, Craig;
D'Costa, Rosario

Subject: First Generic Approval of Fenoldopam Mesylate Injection USP

Gentlemen,

We have recently completad review of the first generic Fenoldopam Mesylate [njection drug product and are
val in the Office of Generic Drugs.

We feel that we can go ahead and proceed with the approval process for this ANDA for the following reasons: 1)

at the ﬁ tImel the DMF holder has submitted sufficient information _

We look forward to your comments and would appreciate your input prior to any approval action on our part.

11/4/2003



s

Regards,

Al Mueller, Team Leader
CDER/OGD, DC1/Team 1

11/4/2003

Page 2 of 2
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OFFICE OF GENERIC DRUGS
DIVISION OF BIOEQUIVALENCE

A 28 2003

ANDA #: 76-656 . SPONSOR : PharmaForce, Inc.
DRUG AND DOSAGE FORM : Fenoldopam Mesylate Injection, USP
STRENGTH(S) : 10 mg/mL, in 1 mL and 2 mL ampoules
TYPES OF STUDIES : N/A

CLINICAL STUDY SITE(S) : N/A

ANALYTICAL SITE(S) : N/A

STUDY SUMMARY : The proposed product is a parenteral sclution for administration by intravenous
infusion after dilution. The active and inactive ingredients in the test and the reference products are
qualitatively and quantitatively the same. A waiver of in vivo bioavailability/bioequivalence study
requirements based on 21 CFR 320.22(b)(1) is granted.

DISSOLUTION : N/A

DSI INSPECTION STATUS
nspection needed: Inspection status: Inspection results:
NO

First Generic __No Inspection requested: (date)

New facility Inspection completed: (date)

For cause

Other

PRIMARY REVIEWER : Devvrat Patel, Pharm.D. BRANCH : II
INITIAL : M DATE: @|20(2003
TEAM LEADER : S. Nerurkar, Ph.D. A) BRANCH : II

DATE : 8127]2"7’3

=

-DIRECTOR, DIVISION OF BIOEQUIVALENCE : DALE P. CONNER, Pharm. D.

INITIAL: 72— DATE: §/28/02




Nerurkar, Shriniwas G

m: Conner, Dale P
went: Wednesday, August 20, 2003 1:59 PM
To; Nerurkar, Shriniwas G
Subject: RE: REVIEW 76656 Pharmaforce Fenoldopam inj Dev 1-31-03
OK

~===-Original Message-—--

From: Nerurkar, Shriniwas G
Sent: Wednesday, August 20, 2003 10:16 AM
Ta: Conner, Dale P

Subject: RE: REVIEW 76656 FPharmaforce Fenoldopam inj Dev 1-31-03

Dale:

Since it was not a simple waiver for an injection, ANDA 76619 was sent to you.

Barbara has reviewed and signed the ANDA 76619.
I sent 40530 only yesterday.
It should not have been sent because it is a simple waiver for an injection.

Thanks.

Vijay
-—=-0riginal Message-----
From: Conrer, Dale P
Sent: Wednesday, August 20, 2003 9:53 AM
To:  Nerurkar, Shriniwas G’
Subject: RE: REVIEW 76656 Pharmafcrce Fenoldopam inj Dev 1-31-03

Vijay:
Do you mean 76619 for XJ's review? Or is there another one?

Dale

—-—Original Message---—
From: Nerurkar, Shriniwas G
Sent: Wednesday, August 20, 2003 9:44 AM
To: Conner, Dale P; Davit, Barbara M
Cec: Patel, Devvrat
Subject: RE: REVIEW 76656 Pharmaforce Fenoidopam inj Dev 1-31-03

Dale and Barbara:

| stand corrected.

DPALE

]. REVIEW —
SIGNED BY
DEV-B Vvid AY

Q. SIEN-OFF 3SHEET.
DEV,VIJAY Lome

3. rerrer-DALE

There is also a simitar review (40530) from XJ that was sent to you by mistake.

| shall amend both reviews and send them for your signature.

Thanks.
Vijay
-----Original Message-———
From: Conner, Dale P
Sent: Wednesday, August 20, 2003 9:27 AM
To: Nerurkar, Skriniwas G; Davit, Barbara M
Cc: - Patel, Devvrat
Subject: RE: REVIEW 76656 Pharmaforce Fenoldopam inj Dev 1-31-03

Vijay:



MINOR AMENDMENT
ANDA 76656

{FFICE OF GENERIC DRUGS, CDER, FDA
Document Control Room, Metro Park North 11
7500 Standish Place, Room 150

| Rockville, MD 208552773 (301-594-0320) e am
APPLICANT: Pharmaforce, Inc. TEL: 614.486.7360
ATTN: Marilyn Friedly FAX: 614.486.9029
FROM: Craig Kiester PROJECT MANAGER: 301-827-5848

Dear Madam:;

This facsimile is in reference to your abbreviated new drug application dated January 31, 2003, submitted pursuant
to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Fenoldopam Mesylate Injection. USP.

Reference is alsc made to your amendment(s) dated: May 15, 2003.

The application is deficient and, therefore, Not Approvable under Section 505 of the Act for the reasons provided
in the attachments (__Z— pages), This facsimile is to be regarded as an official FDA communication and unless
requested, a hard copy will not be mailed.

The file on this application is now closed. You are required to take an action described under 21 CER 314.120
which will either amend or withdraw the application. Your amendment should respond to all of the deficiencies
listed. Facsimiles or partial replies will not be considered for review, nor will the review clock be reactivated until
all deficiencies have been addressed. The response to this facsimile will be considered to represent a MINOR
AMENDMENT and will be reviewed according to current OGD policies and procedures. The designation as a
MINOR AMENDMENT should appear prominently in your cover letter You have been/will be notified i a
separate communication from our Division of Bioequivalence of any deficiencies identified during our review of
your bioequivalence data. If you have substantial disagreement with our reasons for not approving this application,
you may request an opportunity for a hearing.

SPECIAL INSTRUCTIONS:
Chemistry comments provided.

THIS DOCUMENT 1S INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND
MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM
DISCLOSURE UNDER APPLICABLE LAW.

If recetved by someone other than the addresses or & person authorezed to deliver this document to the addresses, you are hereby notified thar any disclosure,
| dmssemunation, copying, or other action to th content of s commimmcation 15 not authortzed B you have seceived this document 1 ervor, please immediately
§  votify us by telephone and retum it to us by mail at the sbove address


http:auchoru.ed
http:ADDRESS.ED

T

ANDA: #76-656 APPLICANT: PharmaForce, Inc.

DRUG PRODUCT: Fenoldopam Mesylate Injection USP, 10mg/Iml and 20mg/2mls

‘The deficiencies presented below represent MINOR deficiencies.

A, Deficiencies:

L.

The DMF# ©® was reviewed and found to be inadequate. Please do not
respond until the DMF holder has responded to their deficiencies.

(b) (4)

B. In addition to responding to the deficiencies presented above, please note and
acknowledge the following comments in your response:

L.

2.

Please provide cutrent room temperature stability data.

The labeling information that you have provided was reviewed and found to be
deficient. The deficiencies found have been communicated to you under a
separate cover.

The bioequivalence information that you have provided 1s currently under
review. After this review 1s completed, any deficiencies found will be
communicated to you under a separate cover.

The information submitted on sterility 1s currently under review by our
Macrobiology team. Any deficiencies found will be communicated to vou under
separate cover.


http:mfonnat.J.on

Office of Genenc Drugs



ANDA CHECKLIST
FOR COMPLETENESS and ACCEPTABILITY of an APPL ICATION

ANDA# 76-656 FIRM NAME PHARMAFORCE, INC."

RELATED APPLICATION(S) NA FIRST GENERIC? NA

DRUG NAME: FENOLDOPAM MESYLATE '3
DOSAGE FORM: INJECTION USP, EQ 10 MG BASE/’VIL

Electronic Submission: NA E-mail notification sent: NA = Comments: NA

Random Assignment Queue: Random 1 Chem Team Leader: Mueller, Al PM: Keister, Craig

Labeling Reviewer: Barlow, Jim  Micro Review: YES PD study (Med Ofcr): NA

Letter Date JANUARY 31, 2003 Received Date FEBRKUARY 5, 2003

Comments EC1 YES On Cards YES Therapeutic Code 1020100 ANTI-
HYPERTENSIVE AGENTS :

Methods Validation Package (3 copies)
(Required for Non-USP drugs) YES-—-Fenoldpam Mesylate Injection USP, page 724

Archival, and Review copies
Field Copy Certification {Original Signature) YES

Cover Letter YES

Table of Contents YES

ACCEPTABLE

Sec. I | Signed and Completed Application Form (356h) X
(Statement regarding Rx/OTC Status) RX YES

Sec. IL | Basis for Submission NDA: 19-922

RLD: CORLOPAM  Firm: ABBOTT
ANDA suitability petition required?

If yes, consult needed for pediatric study requirement.

X

Sec. IIT | Patent Certification

1. Paragraph: II

2. Expiration of Patent: YES

A. Pediatric Exclusivity Submitted?

B. Pediatric Exclusivity Tracking System checked?
Exclusivity Statement YES




Sec. IV

Comparison between Generic Drug and RLD-505(j)(Z)(A)
1. Conditions of use

2. Active ingredients

3. Route of administration

4., Dosage Form

5, Strength 1

3

Sec. V

Labeling : "

1. 4 copies of draft (each strength and container) or 12 copies of FPL

2. How supplied: 10 mg/mL-- ImL + 2 mL ampoules

2. 1 RLD label and 1 RLD container label

3. 1 side by side labeling comparison with all differences annotated and explained

Sec. VI

Bioavailability/Bicequivalence

1. Financial Certification (Form FDA 3454) and Disclosure Statement (Form 3455) NA

2. Request for Waiver of In-Vivo Study(ies): YES---bio-waiver (Q1vsQ2 ok)

3. Formulation data same? (Comparison of all Strengths) (Ophthalmics, Otics, Topicals Perenterals)
4. Lot Numbers of Products used in BE Study(ies):

5. Study Type: (Continue with the appropriate study type box below)

Study

e

IN-VIVO PK STUDY(IES) (i.c., fasting/fed/sprinkle)

a. Study(ies) meets BE criteria (30% CI or 80-125, Cmax, AUC})
b. Data Files (Computer Media) Submitted

¢. In-Vitro Dissolution

Study
- Type

IN-VIVO BE STUDY with CLINICAL ENDPOINTS

a. Properly defined BE endpoints (eval. by Clinical Team)

b. Summary results meet BE criteria (90% CI within +/- 20% or 80-120)

¢. Summary results indicate superiority of active treatments (test & reference) over vehicle/placebo
(p<0.05) (eval. by Clinical Team)

d. Data Files (Computer Media) Submitted

Study

TRANSDERMAL DELIVERY SYSTEMS

a. In-Vivo PK Study
1. Study(ies) meet BE Criteria (90% CI or 80-125, Cmax, AUC)
2. In-Vitro Dissolution
3. Data Files (Computer Media) Submitted

b. Adhesion Stud
c. Skin [rritation/Sensitization Study




NASALLY ADMINISTERED DRUG PRODUCTS
a. Solutions (Q1/Q2 sameness):
1. In-Vitro Studies (Dose/Spray Content Uniformity, Droplet/Drug Particle Size Distrib., Spray Pattern,
Plume Geometry, Priming & Repﬁmﬁlg, Tail Off Profile)
b. Suspensions (Q1/Q2 sameness):
1. In-Vivo PK Study
a. Study(ies) meets BE Criteria (90% CI or 80-125, Cmax, AUC)
b. Data Files (Computer Media) Submitted
2. In-Vivo BE Study with Clinical EndPoints
a. Properly defined BE endpoints (eval. by Clinical Team)
b. Summary results meet BE criteria (90% CI within +/- 20% or 80-120)
¢. Summary results indicate superiority of active treatments (test & reference) over
vehicle/placebo (p<0.05) (eval. by Clinical Team)
d. Data Files (Computer Media) Submitted
3. In-Vitro Studies (Dose/Spray Content Uniformity, Droplet/Drug Particle Size Distrib., Spray Pattern,
Plume Geometry, Priming & Repriming, Tail Off Profile)

TOPICAL CORTICOSTEROIDS (VASOCONSTRICTOR STUDIES)
a. Pilot Study (determination of ED50)
b. Pivotal Study (study meets BE criteria 90%C] or 80-125)

Sec. Components and Composition Statements 0]
VIL | 1. Unit composition and batch formulation

2. Inactive ingredients as appropriate

Sec. | Raw Materials Controls
VI | 1. Active Ingredients X

a. Addresses of bulk manufacturers

b. Type II DMF authorization letters or synthesis NO-firm states application contains all
synthesis information. Ok with chemistry.

c. COA(s) specifications and test results from drug substance mfgr(s)

d. Applicant certificate of analysis

e. Testing specifications and data from drug product manufacturer(s)

f. Spectra and chromatograms for reference standards and test samples

g. CFN numbers
2. Inactive Ingredients

a. Source of inactive ingredients identified

b. Testing specifications {including identification and characterization)

c. Suppliers' COA (specifications and test results)

d. Applicant certificate of analysis

Sec.IX | Description of Manufacturing Facility
1. Full Address(es)of the Facility(ies)

2. CGMP Certification

3. CFN numbers




Sec. X

QOutside Firms Including Contract Testing Laboratories
1. Full Address

2. Functions

3. CGMP Certification/GLP

4. CFN numbers

Sec. X1

Manufacturing and Processing Instructions

1. Description of the Manufacturing Process (including Microbiological Validation, if Appropriate)

2. Master Production Batch Record(s) for largest intended production runs (nc more than 10x pilot
bﬂtﬁh}__ (b) 4)

3.If sterile product: ®Y &)
4 Filter validation (if aseptic fill)
5. Reprocessing Statement

Sec.

!

In-Process Controls

1. Copy of Executed Batch Record (Antibictics/3 Batches if bulk product produced by fermentation) With
Bquipment Specified, including Packaging Records (Packaging and Labeling Procedures), Batch
Reconciliation and Label Reconciliation

2. lot:

2. In-process Controls - Specifications and data

o@

Sec.
XIIt

Container
1. Summary of Container/Closure System (if new resin, provide data)

2. Components Specification and Test Data (Type LIl DMF References)
3. Packaging Configuration and Sizes

4, Container/Closure Testing

5. Scurce of supply and suppliers address

Sec.
XIV

Controls for the Finished Dosage Form
1. Testing Specifications and Data
2. Certificate of Analysis for Finished Dosage Form

Sec.
XV

Stability of Finished Dosage Form
1. Protocel submitted

2. Post Approval Commitments
3. Expiration Dating Period
4. Stability Data Submitted
a. 3 month accelerated stability data
b. Batch numbers on stability records the same as the test batch

Sec. | Samples - Statement of Availability and Identification of:

XVl 1. Drug Substance
2. Finished Dosage Form
3. Same lot numbers
;;c'n Environmental Impact Analysis Statement




Sec. GDEA (Generic Drug Enforcement Act)/Other:
XVIO | 1. Letter of Authorization (U.S. Agent [if needed, countersignature on 356h])

2. Debarment Certification (original signature) YES
3. List of Convictions statement (original signature)

| Reviewing

1

' Supervisory Concurrence/Date: Date: IZW

1
| CSO/CST  Paras Patel I Recomtmendation:
|
|
Date 3/10/03
| I XIFILE [ ]| REFUSE to RECEIVE
i | 3

L
|
|

Duplicate copy sent to bia: (Hold if RF and send when acceptable)

|
| Duplicate copy to HFD- for consult: Type:
i

ADDITIONAL COMMENTS REGARDING THE ANDA:

1. Review filter validation data with micro

OGD Form Revised 11/30/2001
MSWord Template revised: 8/7/2002



ANDA 76-656

PharmaForce, Inc.

Attention: Marilyn A, Friedly
1507 Chambers Road

Columbus, OH 43212

By

Dear Madam:

We acknowledge the receipt of your abbreviated new drug
application submitted pursuant to Section 505(j) of the Federal
Food, Drug and Cosmetic Act.

NAME OF DRUG: Fenoldopam Mesylate Injection USP, 10 mg(base) /mL,
1 mL and 2 mL ampoules

DATE OF APPLICATION: January 31, 2003
DATE (RECEIVED) ACCEPTABLE FOR FILING: February 5, 2003

We will correspond with you further after we have had the
opportunity to review the application.

Please identify any communications concerning this application
with the ANDA number shown above.

Should you have questions concerning this application, contact:
Craig Kiester

Project Manager
(301) 827-5848

Sincerely yours,

I i b

Wm Peter/ Rickman

Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research



ANDA 76-656

cc: DUP/Jacket
Divigion File
Field Copy
HFD-610/R.West
HFD-610/P.Rickman

HFD-92

HFD-615/M.Bennett

HFD- 600/

Endorsement : \
HFD-615/GDavis, Chief RSB _ 12T Gace
HFD-615/PPatel, CSQ/” o date 3/uf03
Word File /

V:\Firmsnz\PharmaForce\ltrs&rev\76656.ACK

F/T
ANDA Acknowledgment Letter!
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	CENTER FOR DRUG EVALUATION AND RESEARCH. 
	APPLICATION NUMBER:. 
	ANDA 76656. 
	LABELING REVIEWS. 
	LABELING REVIEWS. 

	APPROVAL SUMMARY .REVIEW OF PROFESSIONAL LABELING .DIVISION OF LABELING AND PROGRAM SUPPORT .LABELING REVIEW &RANCH .
	ANDA Number. 76-656 Date of Subm1ssron May 15, 2003 AND August 4, 2003 Applicant's Name· PharmaForce, Inc Establfshed Name· Fenoldopam Mesylate lnJection USP, 10 mg/ml 
	.Approval Summary 
	1 .CONTAINER -1 ml and 2 ml slngle-dose ampoules Satisfactory tn final print as of the August 4, 2003 submission (See blue Jacket volume 2 1) 
	2 .CARTON Satisfactory in final print as ofthe August 4, 2003 submission (See blue Jacket volume 2 .1) 
	3 .PACKAGE INSERT Satisfactory in final print as ofthe August 4. 2003 submission (See blue jacket volume 21) 
	4 .Patent Data-NOA 19-922 
	Patent No. None 
	Patent No. None 
	Patent No. None 
	Patent Ex radon Hone 
	Us• Code None 
	Desert There n nv unexpired patents for this uct mthe Book Database. 
	HowAled NIA 
	Labell I None 


	Exclusivity Data-NOA 19-922 
	Code Reference Exalntlon l.abellng lrnDacl None There 1s no unexp!l'ed exduSJVlty for this proclucl in the Orange Book Database NIA None 
	5. Revisions needed post'"8pproval; None 
	BASIS OF APPROVAL: 
	Was trus approval based upon a petttton? No 
	What is the RLD on the 356(h) fonn: Cortopam® NOA Number. 19-922 
	NOA Drug Name Corfopam® 
	NOA Ftrm· , N 19-922; Approved December 15, 1997. .Date of Approval of NOA Insert and supplement December 15, 1997. NOA 19-922 .
	Has this been verified by the MIS system for the NOA? Yes 
	Was this approval based upon an OGD labeling guidance? No 
	Basis of Approval for the Container Labels· Most recently approved labeling of the reference listed drug, 
	Cortopam® 
	Basis of Approval for the Carton Labeling Most recently approved labeling of the reference listed drug, 
	Cortopam® 
	REVIEW OF PROFESSIONAL LABELING CHECKLIST 
	Eatabllshed Name 
	Eatabllshed Name 
	Eatabllshed Name 
	v.. 
	No 
	NA 

	Different name than on acceptance to me letter? 
	Different name than on acceptance to me letter? 
	x 


	Is this product a USP item? Ifso, USP supplement In which vvrtflcatlonwas Hsured. USP 2' 
	x 
	15 this name different than that used In the Orange Book? 
	x 
	Ifnot USP, huthe product name been proposed In the Pf? 
	x 
	Error Prevention Analysis Has the ftrm proposed a proprietary name? Ifyn, complew this subsection. x 
	Doyou find the name obJectlonable? List reasons In FTR, Ifso. Consider: Mlaleadtng? Sounds 
	x 
	or looks like another name? OSAN .mm present? Pr9flx or Suffix present? .Has ttie namtJ been fot'Mllrded tottie Labellng and Nomenclature Committee? Ifso, what were .
	x 
	Figure
	the recommern:t.tk>M? Ifthe na,.,.was unacceptable, has the firm been notified? .Packaging .
	-· 
	la this a new paekaglng configuration, newr been approved by an ANDAorNOA? Ifyes, 
	x 
	describe In FTR. .Is this package size mismatched withthe recommended dosage? Ifyes, the Poison Prevention .
	x 
	Act may require a CRC. .Does the package proposed have anysafetyand/orregulatoryconcerns? .
	x 
	x 
	IfIV product packaged In syringe, could there be adverse patient outcome Ifgiven by directIV .Injection? .
	Confhct between the DOSAGE AND ADMINISTRATION and INDICATIONS sections 1nd the 
	x 
	packaging configuration? .18 the strength and/or concentration ofthe product unsupported bythe lnsett labeling? .
	x 
	Is the color ofthe container (I .a. the color ofthe cap of a mydrlatlc ophthalmic) or eap tncorl"9ct? 
	x 
	lndlVtdUll cartons required? Issues for FTR: Innovator lndlYtdually cartoned? Light ffMltive 
	x 
	which might req~cartoning? Mustthe package Insert accompany th• product? .Are there any other safety concerns? .
	produ.ct 

	x 
	Labeling 
	! .Is the name of the drug unclur In print or lacking in prominence? (Name should be the most .
	x 
	prominent Information on the label). .Has applicantfailed to clearlydifferentiate multiple product strengths? .
	x 
	Is the corporate logo larger than 113 cont.Iner label? (No regulation· ...ASHP guidelines) 
	x 
	Labellng(eontlnued) 
	Yea 
	N.A.
	No 
	Does RLD make special dlffenmtlatron for thl• label? (I.e., Pediatricstrength vs Adult; Oral 
	x 
	Solution vs Concentrai., Warning Statements that mtght be in red for the NDA)
	-
	Is the Manufactured by/Distributor statement Incorrect or falsely inconststent between labels 
	x 
	and labeling? Is "Jointly Manufactured by... ", statement needed? .Failure to describe •olld oral doeage form Identifying markings In HOW SUPPLIED? .
	x 
	. Has the firm failed to adequatelysupport compatlblllty or sblbllltyclaimswhichappear in the insert labellng? Note: Chemist should confirm the data has been adequatelysupported. 
	·--· 
	Sc:ortng: Describe scoring conflguraUon ofRLD and applicant (page #) In the FTR 
	A 
	Figure
	Is the 9COl'lng conftgul'lltlon different than the RLO? Has the firm faffed tQ dncrlbttthe scoring In the HOW SUPPLIED sectton? x .. ~ lnacttve lng,..dlents: (FTR: Li.t page # In application where lnactlva8 are listed) ' I Does tM product contain alcohol? It so, ha• the accuracy ofthe statement been confirmed? x Do any ofthe inactlves differ in concentration for this route ofadministration? x Any adverse effects anticipated from Inactive• (I.e•• benzyl alcohol in neonates)? x 19 there a discrepancy in lnact
	PltentNo. 
	PltentNo. 
	PltentNo. 
	Patent Expiration 
	Use Code 
	Descrintion 
	HowFlled 
	Labellna lmoact 

	None 
	None 
	None 
	None 
	There are no unexpired patents for this 
	N/A 
	None 

	TR
	oroduct mthe Orange Book Database. 


	Exclusivity Data-NOA 19-922 
	Code 
	Code 
	Code 
	Reference 
	Emil'ltlon 
	Labeflna 1mmct 

	None 
	None 
	There is no unexpired exclusivity for tilts product tn the Orange Book Database 
	NIA 
	None 


	3. .
	3. .
	3. .
	Storage/Dispensing Conditions: NOA-Store at 2° to 30°C. ANDA: Store at 2° to 30°C. 

	4. .
	4. .
	4. .
	Product Line The innovator markets their product in two ampule sizes 1 mL and 2 ml ampules utlhzmg the concentration of 10mg/mL. 

	The applicant proposes to market their product in 1 ml and 2 ml ampoules utiliZing the 1 O mg/ml concentrat1on S$ welL 

	5. .
	5. .
	Inactive Ingredients. The listing of inactive ingredients in the DESCRIPTION secbon of the package insert appears to be consistent With the listing of 1nactiVe ingredients found in the statement of components appearing on page 0155, Vol A. 1 1. 

	6. .
	6. .
	Container/Closure(See pages 2309 and 2343 in Vol A .. 1 4) Containers: 1 ml and 2 ml Type 1 glass container 


	(bJ<4Y 
	7 .All manufacturing. wm be done by Orax1s Pharma. Inc for PharmaForce, Inc (See pg. 1190 m vol A. 1.4) 
	Date of Review 8120/03 Date of Submission: 5/15/03 and 8/4/03 
	ANDA 76k56 .OUP/OIVlSION FILE .HFD-613/JBarlow/JGrace (no cc) .V \FIRMSNZ\PhannaForce\ltrs&rev\76656ap.s.doc .Review .
	Pnmary Reviewer. Jim Barlow ( Team Leader· John G~ cc; I Date· r1~1 ' ) ate: J 
	Figure
	REVIEW OF PROFESSIONAL LABELING .DIVISION OF LABELING AND PROGRAM SUPPORT .LABELING REVIEW BRANCH .
	ANDA Number: 76-856 
	Date of Subm1n1on: January 31, 2003 
	Applicant's Name: PharmaForce, Inc, 
	Established Name: Fenoldopam Mesytate Injection USP, 10 mg/ml 
	Labeling Deficiencies: 
	1. .CONTAINER -1 ml and 2 mL single-dose ampoules 
	a. Front Panel: Revise your expressiOn of strength format to be the same as the RLO. The RLD has expressed the total drug contents and the concentration with the total drug contents in the color different1at1on boxes as follows ­
	,. .:.20mg : .
	(10 mg/ml) 
	AND 
	1omg I 
	I

	(10 mg/ml) 
	b. Relocate the " mute before administration" statement directly beneath the expression of strength on the front panel of the label • 
	lxxmg I 
	(xx mg/ml) 
	DILUTE BEFORE ADMINISTRATION .Rx only .
	c Please revise to include the statement "Discard unused portion" on your labels 
	2 .CARTON See comments 1.(a.) and 1 (c.) hsted above for requested rev1s1ons. 
	3 .PACKAGEINSERT 
	a .INDICATIONS AND USAGE .Fenoldopam mesylate inJectlon•. .
	b .DOSAGE AND ADMINISTRATION .Substitute "fenoldopam" throughout the text with "fenoldopam mesylate injection" .
	Please revise your labels and labeling, as instructed above, and submit in final pnnt or draft if you prefer 
	Pnor to approval, It may be necessary to further revtse your labeling subsequent to approved changes for the reference listed drug We suggest that you routinely monitor the following website for any approved changes.tittp./Jwww fda gov/cder/ogdtr1dllabehng_review _branch.html 
	To facilitate review of your next submission, and in accordance with 21 CFR 314.94(a)(8X1v}, please provide a std&-by-side companson of your proposed labeling with your last submission with all dtfferences annotated and explained. 
	OlvlSton of Labeling and Program Support 
	Office of Genenc Drugs Center for Drug Evaluation end Research 
	REVIEW OF PROFESSIONAL LABELING CHECKLIST .
	v.. 
	NA.
	Figure
	Figure

	Established NaJM 
	No 
	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
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	Different name than on aeceptance to fl14t letter? 
	Figure
	la this p1oduct • USP It.Kn? Ifeo, USP supple11M1nt In whieh varlflcatlonwasassured .•USP 24 
	x le thts mmedifftntnt than that UHd in the Orange Bex*? 
	x 
	If not USP, has the product name bHn proposlld In the PF? 
	x 
	Error PreventionAfNll)sla 
	·-· 
	H..the firm proposed a proprietary name? Ifyea, complete this sub8ectlon. 
	x 
	x
	Do you find the name objectionable? I.lat reason• In FTR. ifso. Consider: Mlsleadlng? Sounds 
	or looka llke another name? U8AN stem preaent? Prefix or Sufftx present? .Has the name been fOfWarded to the Labeling and Nomenclature Commtttee? If90, whatwere .
	x 
	the recommendatfOns? Ifthe name wu unacceptable, huthe firm been notified? 
	. 
	P.ckagtng .la this • new peckagfng configuration, never been approved byan ANDAorNOA? Ifyes, .
	x 
	dellcnbe in FrR. .Is thiS pacJcage alze mismatched with the recommended dosage? lfyea, th• POison PreventiOn .
	x 
	Act may require a CRC. .Does the package propoeed have anysafetyand/or regulatoryconcerns? .
	x 
	x 
	IfIV product packaged In syringe, could there be adverse patient outcome ifgiven bydirect IV if\Jec;bon? 
	Conftlct between the DOSAGE AND ADMtNISTRATION and lNDICATION8 sections and th• 
	x 
	packaging c:onftguration? 
	S. the strength and/or concentration ofthe product unsupported bythe Insert labellng? 
	x 
	Is the color ofthe container (r... the cotorofthe cap ofa rnydrtatlc ophthalmle) or cap fncolftCt? 
	x 
	Individual cartons required? 1..u..for fTR; Innovator Individually cartoned? Light aensltiV• 
	x 
	product whtch might require cartoning? Mustthe package inMrt accompanytt'4Jt product? Are there any other safety concerns? 
	x 
	-
	Labeling ls the name ofthe dnJg unclear in print or lacking in promfnenc:e? (Name sh<Md be tha most 
	x 
	prominent 1nfonnatlon on the label}. .Has applicantfalled to clearly differentiate multiple product strengths? .
	x 
	'8 the corporate logo larger then 1/3 contlltner label? (No 111gulatlon -SH ASHP guidefin..) 
	x 
	Label1ng(continued) 
	Va. 
	No 
	NA Dou RLD make speolal dlffentntiatlon for this hlbel? (Le., Pedtatrlcstrength vs Adult; Oral 
	x 
	Solution w Concentrate, Warning Statements that might be In red torthe ND.A) .Is the Manufactuted by/Distributor statement Incorrect or falsely Inconsistent between labels .
	x 
	and labeling? Is .. Jointly Manufact.ured by...•• sta1*nent needed? .Fallure to describe aolid oral doaage fonn 1dentlfyinp markings In HOW SUPPLIED? .
	x 
	Has the firm falled to act.quately-"PPort compatlbflltyor atablllty claims which appear tn th• Insert labeflng? Not.: Chemistshould confirm the data h"been adequmfysupported. Scoring: DQCl'fbe scoring configuration of RLD and applicant (page#) In the FTR ! ~ A ta thescoring conftguratton different than the RU>? Has th• ftnn failed to d-.cribe th• scoring In the HOW SUPPLIED section? x Inactive Ingredient.: (FTR: List page #tn appfie11tfon where in•ctlves are ll•ted) I Does the productcontain atcohol? Ifso, 
	FOR THB RBCORD: 
	1. .
	1. .
	1. .
	The labeling submitted by the ftrm was based on the most recentty approved labeling for this drug product. Labeling was recently approved on December 15, 1997 for the RLD 

	2. 
	2. 
	Patent/ Exclusivities: 


	Patent Data -NOA 1M22 
	Table
	TR
	Us1Code 
	tion 
	Howflled 

	TR
	None 
	Thereare no unexpired patents forttus 
	NIA 

	TR
	roduct IO the Book Oat.abase. 


	e<cluslvlty Data-NOA1M22 
	Code !Wemlct None There ls no unexpired exdusMtyfor this product In the Ola'lge BoOk Database &nlratioo LlllAllna Immel NIA Nooe 
	3. Storage/Dispensing Conditions: NOA: Store st 2° to 30°C ANDA. Store at 2° to 30°C 
	(b)(4J 
	4. .Product Line: The innovator markets their product In two ampule sizes 1 ml and 2 ml ampules utlllztng the concentration of 1Omg/ml 
	The apphcant proposes to market their product In 1 ml and 2 ml ampoules utilizing the 1 O mgfmL concentration as well 
	5. .Inactive lngredtents: The hst1ng of inactive Ingredients m the DESCRIPTION sectton of the package insert appears to be consistent With the liSting of rnacttve ingredients found in the statement of components appearing on page 0155, Vot A 11. 
	6 .Conta1ner/Closure(See pages 2309 and 2343 in Vol. A .. 14) Containers. 1 ml and 2 ml Type 1 glass container 
	7. All manufacturmg wdl be done by Draxts Pharma, Inc.for PharmaForce, Inc (See pg. 1190 In val A 1.4) 
	Date of Review 4/4/03 Oate ofSUbml&sion 1/31/03 Primary Reviewer: Jim Bat1~ Date. '1/'1[ .. ' 
	Team Leader'. · ~Date; 
	.........1,,, 8-658 U IVISION FILE 0-613/JBartow/JGrace {no cc) 
	V·\FIRMSNZ\PhannaForce\ttrs&tev\76656na1 .I doc Review 
	CENTER FOR DRUG EVALUATION AND RESEARCH. 
	APPLICATION NUMBER:. 
	ANDA 76656. 
	CHEMISTRY REVIEWS. 
	CHEMISTRY REVIEWS. 

	ANDA 76-656 .
	Fenoldopam Mesylate Injection USP, .lOmg (base)/lml and 20mg (base)/2ml .
	PharmaForce, Inc. .
	Rosario D'Costa .Chemistry Division I .
	.CHEMISTRY REVIEW 
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	B. .
	B. .
	Recommendation on Phase 4 (Post-Marketing) Commitments, Agreements, and/or Risk .

	Management Steps, if Approvable 
	Management Steps, if Approvable 
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	8 .

	II. 
	II. 
	Summary of Chemistry Assessments 
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	8 .

	A. 
	A. 
	Description ofthe Drug Product(s) and Drug Substance(s)
	............................................................. 
	8 .

	B. 
	B. 
	Description ofHow the Drug Product is Intended to be Used 
	......................................................... 
	8 .

	C. 
	C. 
	Basis for Approvability or Not-Approval RecoIWnendation 
	........................................................... 
	8 .

	ill. Administrative
	ill. Administrative
	........................................................................................................................... 
	9 .

	A. 
	A. 
	Reviewer's Signature 
	....................................................................................................................... 
	9 .

	B. 
	B. 
	Endorsement Block 
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	9 .

	C. 
	C. 
	CC Block
	.......................................................................................................................................... 
	9 .

	Chemistry Assessment 
	Chemistry Assessment 
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	10 .

	Chemistry Review Data Sheet 
	Chemistry Review Data Sheet .
	Chemistry Review Data Sheet 
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	ID. Submission Summary 
	A. Drug Product Information 
	Test Product 
	Test Product 
	Test Product 
	FenoldoPam Mesylate Injection, USP 

	Reference Product 
	Reference Product 
	Corlooamw Injection 

	1 RLD Manufacturer 
	1 RLD Manufacturer 
	Abbott 

	NDANo. 
	NDANo. 
	19-922 

	I RLD Aooroval Date 
	I RLD Aooroval Date 
	09/23/1997 

	Indication 
	Indication 
	Indicated for short-term (up to 48 hours) management of 

	TR
	severe hypertension when rapid reduction ofblood pressure is 

	TR
	clinically indicated. 


	B. PK/PD Information 
	IHalf-life 
	IHalf-life 
	IHalf-life 
	Administered as a constant infusion at rates of0.01 to . 1.6 mcg/kg!min, fenoldopam produced steady-state plasma concentrations that were proportional to infusion rates. The elimmation half-life was about S minutes. 

	Metabolism 
	Metabolism 
	Fenoldopam is primarily eliminated by con3ugation, which include methylation, glucuronidation, and sulfation. 

	Excretion 
	Excretion 
	About 90% ofinfused fenoldopam is eliminated in urine. and l 0% in feces. 

	Relevant OGD or DBE mstory 
	Relevant OGD or DBE mstory 
	The DBE accepted the following fenoldopam mesylate injection, 10 mg/mL 1mLand2 mL vials, ANDA: 76-582, Bedford Labs, submission date: 12119/2002. The DBE has not received any control documents on this product 

	Ae:ency Guidance 
	Ae:ency Guidance 
	NIA 

	Dru2 Specific Issues (ifany) 
	Dru2 Specific Issues (ifany) 
	NIA 


	C. Contents of Submission 
	Yes/No? Howman? Yes 1 
	Figure

	D. Bloanalytical Method Validation NIA 
	E. In Vivo Studies NIA 
	F. Formulation The test product and the RLD formulations are shown below: 
	Figure
	Ingredients (mg/per 1 mL) Fenoldopam Mesylate 
	Ingredients (mg/per 1 mL) Fenoldopam Mesylate 
	Corlopam 10 mg/mL 

	In'ection 10 m mL IFenoldopam Mesylate, USP 
	(b>< 
	1( equivalent to 10 IO mg base 
	4

	<b> <>(equivalent 
	m base 3.44 mg 
	4

	to 3.44 mg citric acid 
	(b)(4~ 
	0.6lm 
	0.61 m
	Sodium Citrate Dih drate, USP 
	1.00 mg 
	1.00 mg 
	1.00 m 

	(b) (~---f-----------l 
	_ ,__ gs to 1 mL 
	The formulation was obtained from the product labeling. 
	1

	Inactive Ingredients in the test formulation are within IIG limits. The test product is considered identical to the RLD product in its active and inacuve ingredients. 
	G. In Vitro Dissolution N/A 
	H. \'\'aiver Request 
	The applicant requests a waiver ofm vivo b1oequivalence testtng under 21 CFR 320.22(b)(l) for the followmg strength: 10 mg/mL, in 1mLand2 mL ampoules 
	The test product is a stenle solution intended for intravenous admimstratlon. The route ofadministration, dosage form, and strength ofthe test product are the same as those of the RLD. The test product is considered identical to the RIDproduct in its active and inactive ingredients. The test product meets the cnteria for a watver ofin vivo b1oequivalence requirements. 
	I. Deficiency Comments 
	None 
	J. Recommenda1ion 
	The Division ofB1oequivaJence agrees that the mformation submitted byPhannaForce, Inc. demonstrates that its fenoldopam mesylate injection USP, 10 mglmL in 1 mL and 2 mL ampoules, falls under the criteria set forth in 21CFR320.22(b){l) ofthe Bioavailabihty/B1oequivalence Regulations. The Division ofBioequivalence recommends that a waiver ofin viVo bioavailability study requirements may be granted. PharmaForce's fenoldopam mesylate injection. 10 mg/mL m 1 mL and 2 mL ampoules, is deemed bioequivalent to Abbo
	Figure
	Devvrat Patel, Phann.D. .Review Branch D; .Division ofBioeqwvalence .
	;>. 7(2-0"t)3
	~

	Team Leader .Review Branch Il .Division ofBioeqwvalence .Office ofGenenc Drugs .
	~l hnniwas Nerurkar, Ph.D. 

	V:\FIRMSNZ\PHARMAFORCE\LTRS&REV\76656W0103.DOC 
	~ ;·· -. ·. 
	•".__._. 
	CC: .ANDA 76656 ANDA DUPLICATE DIVISION FILE HFD-651/ Bio Drug File HFD-655/ Patel 
	V:\FIRMSNZ\PHARMAFORCE\LTRS&REV\76656W0103.DOC Printed in final on 08/19/2003 
	Endorsements: (Final with Dates) HFD-655/ Patel ef2. ~l'.:l-1>!03 HFD-655/ Nerurkar HFD-650/ D. Conner~ B',/'2.t-1'.:3 
	BIOEQUIVALENCY -ACCEPTABLE .Submission date: January 31, 2003 
	1. .WAIVBR {WAI) Strengths: 10 mg/mL Outcomes AC 
	Outcome Decisions: .AC -Acceptable WC -Without charge 
	BIOEQUIVALENCY COMMENTS TO BE PROVIDED TO THE APPLICANT 
	ANDA: 76-656 .APPLICANT: PharmaForce, Inc. 
	DRUG PRODUCT: .Fenoldoparn Mesylate Injection, USP 10 mg/mL in 1 mL and 2 mL ampoules 
	The Division of Bioequivalence has completed its review and has no further questions at this time. 
	Please note that the bioequivalency comments provided in this communication are preliminary. These comments are subject to revision after review of the entire application, upon consideration of the chemistry, manufacturing and controls, microbiology, labeling, or other scientific or regulatory issues. Please be advised that these reviews may result in the need for additional bioequivalency information and/or studies, or may result in a conclusion that the proposed formulation is not approvable . 
	Sincerely yours, 
	Dale P. Conner, Pharrn. D. Director, Division of Bioequivalence Office of Generic Drugs Center for Drug Evaluation and Research 
	CC: .ANDA 76656 ANDA DUPLICATE DIVISION FILE HFD-651/ Bio Drug 'File HFD-655/ Patel 
	V:\FIRMSNZ\PHARMAFORCE\LTRS&REV\76656W0103.DOC ). /03 Printed in final on 08/19/2003 {;J.I ~[~1 
	Endorsements: (Final with Dates) HFD-655/ Patel I-~110(03. HFD-655/ Nerurkar HFD-650/ D. conner"7J­
	~
	-


	BIOEQUIVALENCY -ACCEPTABLE .Submission date: January 31 , 2003 
	1. .WAIVER (WAI) Strengths: 10 mg/mL ~tcome: AC 
	Outcome Decisions: .AC -Acceptable WC -Without charge 
	CENTER FOR DRUG EVALUATION AND RESEARCH. 
	APPLICATION NUMBER:. 
	ANDA 76656. 
	ADMINISTRATIVE and CORRESPONDENCE. DOCUMENTS. 
	ADMINISTRATIVE and CORRESPONDENCE. DOCUMENTS. 

	ANDA # 7 b -(&, S°(.,, Applicant Ph~rt"'-\V...-\)-re:.-(_ .Drug f-tA-.c.>fJof,,..... ~~/u.L '1JuJ.,_ Strtanqth /0 i> (b~tt) J;....) a-J. ~J./t,.
	Z o •';;( APPROVAL){ nN!rATIVE AP~VAL D SOPPLEMEN'rAL APPROVAL (~S'?RENG':rH) CJ OTHER 0 
	REVIEWER: 
	FINAL 
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	Project Manager, Craig Kiester 
	Date 
	Init-i-a'"""i-s---'­
	Review Support Br Team 1 
	Application SUllllll.axy: Or:i.ginal Rec'd date EER Status .Pending o .Ac ep+able ~ OAI a Date Acceptable .for Fi ing Date of EER Status · ' I 
	-..,.-"l'---1-~-=-----
	-

	Patent Certification {type) 
	--.......----­
	Date of Office Bio Review 

	Date Patent/Exclus.expires Date cf Labe.ling Approv. Sum ---=~-#-!"""--~itizens' Pet:i.tion/Legal .Case Yes a No ~ Date of Sterility Assur. App. 
	-

	(If YES, attach email from PM to CP coordl Methods Val. Samples P.ending Yes D No !}­First Generic Yes D No ':IS' Commitment Red. from Firm Yes 0 No 0 (If YES, Pediatric Exclusivity Tracking System l ~ (PETS) . . Modified-release dosage form: Yesa Nolr' 
	Ri;.D = ~{2qy/,zf"',._, fnJ 
	Date .cheqked NOA* ·19]?.Z.,.Interim Dissol. Specs in AP Ltr: Yes o Nothing Stibuiitted' 1ft" · '· · Written request issued o Study Submitted a 
	Previously reviewed and tentatively approved CJ Date .Previously reviewed and CGMP def. /N/A Minor issued 0 Date .Comments: .
	ftate
	2. Gregg Davis PPIV ANDAs Only Date
	Init _i_a_l_s____ !nit_i_a_l_s___
	Deputy Dire9tor, DLPS. 
	/
	..

	Cor.tains GD&A certification: Yes o No o Determ. of Involvement? Yes o No CJ (required if sub after 6/1/92) Pediatric Exclusivity System ?atent/Exclusivity Certification: Yes o No o Date Checked If Para. IV Certification-did applicant Nothing Submitted CJ Notify patent hol der/NDA holder Yes a No o Written request issued CJ Was applicant sued w/in 45 days:Yes o No a Study Submitted a Has c.ase been settled: Yes CJ No Ci Da~e settled: Is applicant eligible for 180 day Generic Drugs Exclusivity for each stren
	3. Div. Dir./Deputy Dir. Date //{)
	Date~----
	-
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	_______...______
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	Figure
	5. .Pet er Rickman Date hP~ Da~e_lt£~sfuo~ 
	Initi.als _ Jn::i.tia s ~ No~ending Legal Action: Yeso Nott:"'Petition:Yesa No~ 
	OR .·~R~11{z'-/<-ee'3 
	5 . .Robert Date
	Init'"'"i_a..,,.l_s____ Date .~ 
	Deputy Director, OGD .Initials t 
	\~
	Para.IV Patent Cert: Yeso NoC; Pending Legal Action: Yeso NoD; Petition:Yeso NoD Co::nr..ents: 
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	7. .Project Manager, Craig Kiester Date 1~/"J 
	1

	::>ate_~---­Review Support ~r Team .l Initials ~c....-.Initials 
	Date PETS checked for first generic drug (just prior to notification to firm) 
	Ji-/, 

	Applicant notification: .If :i.e Time notified of approval by phone /' : z.o Time approval letter ·faxed .
	FDA Notification: .t>h• i Date e-mail message sent to "CDER-OGDAPPROVALs• distribution list. .1~1 oiDate Approval letter copied to \\CDS014\DRUGAPP\ directory. .
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	Mueller, Albert J 
	From: Throckmorton, Douglas C 
	, .
	.. 
	:. "· .Sent: Tuesday, November 04, 2003 7:25 AM To: Mueller, Albert J Cc: Lunn, George; Patel, Hasmukh B; Holcombe Jr, Frank O; Patel, Rashmikant M; Schwartz, Paul; 
	Kiester, Craig; D'Costa, Rosario; Srlnlvasachar, Kasturi .Subject: RE: First Generic Approval of Fenoldopam Mesylate Injection USP .
	(bl\ill 
	OCT 
	OCT 
	----Original Message---­From: Mueller, Albert J Sent: Monday, November 03, 2003 2:56 PM To: Throckmorton, Douglas C 


	Cc: Lunn, George; Patel, Hasmukh B; Holcombe Jr, Frank O; Patel, Rashmikant M; Schwartz, Paul; Kiester, Craig; D'Costa, Rosario SUbject: Rrst Generic Approval of Fenoldopam Mesylate Injection USP 
	Gentlemen, 
	CbTC4 
	We have recently completed review of the first generic Fenoldo am Mesylate Injection drug roduct and are roceedin with its a~proval in the Office of Generic Drugs. Cb> <> 
	4
	Figure

	Figure
	We feel that we can go ahead and proceed with the approval process for this ANDA for the following reasons: 1) at the resent time, the DMF holder has submitted sufficient information Cb> <> 
	4

	(b)(4 
	We look forward to your comments and would appreciate your input prior to any approval action on our part. 
	11/4/2003 
	Page 2of2 
	Regards, 
	Al Mueller, Team Leader CDER/OGD, DC1!feam 1 
	APPEARS THIS WAY ON OR GINAL .
	11/4/2003 .
	6~ 
	AUG 28 m
	OFFICE OF GENERIC DRUGS DIVISION OF BIOEQUIV ALENCE 
	MTIA # : 76-656 .DRUG k'ID DOSAGE FOR"\1 : .STRENGTif(S) : .TYPES OF STUDIES : .CLINICAL STUDY SITE(S) :. .A.t~ALYTICAL SITE(S) : .
	SPONSOR : PharmaForce, Inc. Fenoldopam Mesylate Injection, USP 10 mg/mL, in 1 mL and 2 mL ampoules 
	NIA NIA NIA 
	STIJDY SUMMARY : The proposed product is a parenter3.1. solution for administration byintravenous in.fusion after dilution. The active and inactive ingredients in the test and the reference products are qualitatively and quantitatively the same. A waiver ofin vivo bioavailability/bioequivalence study requirements based on 21CFR320.22(b)(l) is granted. 
	DISSOLUTION: NIA 
	DSI INSPECTION STATUS 
	·-1--'___rb__-.--ts:----i
	~Insp-ec-tionstatus: -'onresul--­
	·nspection needed: .NO.
	First Generic No IInspection requested: (date) 1 
	I

	New facility i Inspection completed: (date) 
	1 

	Forcause 
	I I
	JI 
	I
	I 

	._j_ _· er ___J__oth___ ________ 
	j 

	.. 
	PRIMARY REVIEWER : Devvrat Patel, Pharm.D. BRAt~CH: II 
	Figure
	DATE: <?[2.0[7...003 .
	TEk\1 LEADER : S. Nerurkar, 
	BRA.~CH: II DATE: S"r 2 7f2.D""l'"3 
	._-PIRECTOR, DIVISION OF BIOEQDWALENCE: DALE P. CO'N'"NER, Phann. D. lNITIAL: ~ DATE: f /'2-i'fo3
	I > 
	Nerurkar, ShrJniwas G 
	~-------------....---------------------------------------------------------------.
	Jm: Conner, Dale P ....ant: Wednesday, August 20, 2003 1:59 PM .To: Nerurkar, Shriniwas G .Subject: RE: REVIEW 76656 Pharmaforce Fenoldopam inj Dev 1-31-03 .
	OK 
	j) A-LFE 
	-·-O:ig!nal Message--­
	f . REVfEVJ­
	From: Nerurkar, Shrlniwas G 
	Sent: Wednesday, August 20, 2003 10: 16 AM ~1btvc.£> BY 
	To: Conner, Dale P 
	p~v2 vr.J Ay
	Subject: RE: REVIEW 76656 Pharmaforce Fenoldopam inj Dev 1-31-03
	• 
	~. Sl~N-C't=P .St-r~­
	Dale: 
	J)EV1 VtJ AY i.bA-1..E 
	Since it was not a simple waiver for an injection, ANDA 76619 was sent to you. 
	Barbara has reviewed and signed the ANDA 76619. 3. Le'TT"E"cl?-.D ALE 
	I sent 40530 only yesterday. 
	It should not have been sent because it is a simple waiver for an injection. 
	Thanks. 
	Vijay 
	----Origlnal Message--­
	From: Conner, Dale P 
	Sent: Wednesday, August 20, 2003 9:53 AM 
	To: Nerurkar, Shriniwas G · 
	Subject: RE: REVIEW 76656 Pharmaforce Fenoldopam inj Dev 1-31·03 
	Vijay: 
	Do you mean 76619 for XJ's review? Or is there another one? 
	Dale 
	---Orlglnal Message--­
	From: Nerurkar, Shriniwas G 
	Sent: Wednesday, August 20, 2003 9:44 AM 
	To: Conner, Dale P; Davit, Barbara M 
	Cc: Patel, Dewrat 
	Subject: · RE: REVIEW 76656 Pharmaforce Fenoidopam lnj Dev 1-31-03 
	Dale and Barbara: 
	I stand corrected. .There is also a similar review (40530) from XJ that was sent to you by mistake. .I shall amend both reviews and send them for .your signature. .Thanks. .
	Vijay 
	----Orlgfnal Message---­From: Conner, Dale P .Sent: Wednesday, August 20, 2003 9:27 AM .To: Nerurkar, Shrinlwas G; Davit, Barbara M .
	cC: .Patel, Devvrat 
	Subject: RE: REVIEW 76656 Phannaforce Feno!dopam inj Dev 1-31-03 
	Vijay: 
	MINOR AMENDMENT .
	ANDA 76--656 
	OFFICE OF GENERIC DRUGS, CDER, FDA Document Control Room. Metro Park North ll 1SOO Stttndish P.lace, Room lSO Rock.ville, MD 20855-2773 (301~594--0320) 
	Figure
	APPLICANT; Phatmaforce. Inc. 
	APPLICANT; Phatmaforce. Inc. 
	APPLICANT; Phatmaforce. Inc. 
	TEL: 614.486.7360 

	ATfN: Mari]yn Friedly 
	ATfN: Mari]yn Friedly 
	FAX: 614.486.9029 

	FROM: Craig Kiester 
	FROM: Craig Kiester 
	PROJECT MANAGER; 301-827-5848 

	Dear Madam: 
	Dear Madam: 


	This facsimile is in reference to your abbreviated new drug application dated Janll8I} 31. 2003, submitted pursuant to Section SOSO) ofthe Federal Food, Drug, and Cosmetic Act for Fenoldopam. Mesylate Injection,. USP. 
	Reference is also made to )'Our amendment(~)dated: May 15. 2003. 
	The application is deficient and, therefore, Not Approvable under Section SOS ofthe Act for the reasons provided in the attachments l1:::.pag~). This facsimile is to be regarded as an official FDA communication and unless requested. a bard copy wm not be mailed. 
	The file on this application is now closed. You are required to take an action described under 21CF'R314.120 which will either amend or withdra.~ the application. Your amendment should respond to all ofthe deficiencies list.ed. Facsimiles or partial replies will not be considered for review, 11()1' will the review clock be reactivated until all deficiencies have been addressed. The response to this facsimile will be consideredto represent a MINOR AMENDMENT and will be reviewed according to current 000 polic
	SPECIAL INSTRUCTIONS: 
	Chemistry comments pt'O\'ided. 
	THIS~IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS AND MAY CONTAIN INFORMATION TllAT IS PRMLEGED, CONFIDENTIAL, OR PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 
	ADDRESS.ED 

	Ifrecemd by soni.eone o1berJ 1haa the lddretsee or ape.rsoo to deliver dus documentto the ad~ssoe.you are hel'eby notified INtany disclosure. d1IJSell'llntltiOft, copymg. or other actioo to the conldltofthis OOJJIIlllllUCa11on l'notllUthormd Ifyou have ~nd1lus doaunmt ma:ror, ph:ao;e umnedialel> uotJfy us byfdephone aod return rt to us b)' ttaad Iii the alt<1Yu address 
	auchoru.ed 

	Figure
	Figure
	ANDA: #76-656 APPLICANT: PharmaForce. Inc. .DRUG PRODUCT: Fenoldopam Mesylate Injection USP, 10mg/lm1 and 20mg/2mls .The defic1enc1es presented below represent MINOR deficiencies. .
	A. .Deficiencies· 
	1. .The DMF 4' (b><> was revieo:wed and found to be inadequate. Please do not respond until the DMF holder has responded to their deftc1enc1es. 
	4 

	(6)(4 ) 
	2. 
	2. 
	2. 

	3. 
	3. 

	5 6 
	4. 


	Figure
	B. .In addition to responding to the deficiencies presented above, please note and acknowledge the followmg comments m your response: 
	1. .
	1. .
	1. .
	Please provide current room temperature stability data. 

	2. .
	2. .
	The labeling mformallon that you have proVlded was reviewed and found to be deficient. The deficienetes found have been commurucated to you under a separate cover. 

	3. .
	3. .
	The b1oequivalence that you have proVlded is currently under review. After this revtew 1s completed, any deftc1encies found will be communicated to you under a separate cover. 
	mfonnat.J.on 


	4. .
	4. .
	The 1nformat1on submitted on stenhty ts currently under reVIew by our Microbiology te21?'.. Any deficiencies found will be c-0m.'!!mucated to you under separate cover. 


	5. .
	Sincerely yours. 
	l)J . r-:· I 
	f""ea . ~v.~~ 
	Rashnukant Patel, Ph.D. 
	Director 
	D1vis1on of Chemtstry I 
	Office of Genenc Drugs 
	Center for Drug Evaluation and Research 
	ANDA CHECKLIST FOR COMPLETEl\'ESS and ACCEPTABILITY ofan APPLICATION 
	A.~A# 76-656 FIRM NAME PHARMAEORCE. INC . . .RELATED APPLICATION(S) NA FIRST GENERIC? NA .
	~ 
	. I 

	DRUG NAt'1E: FENOLDOPA.T\.1 ~SYLAIB 
	' 
	.' 
	DOSAGE FORM: INJECTION USP. EQ 10 MG BASE/ML Electronic Submission: NA E-mail notification sent: NA Comments: NA Random Assignment Queue: Random 1 ChemTeam Leader: Mueller, AI PM: Keister, Craig 
	• Labeling Reviewer: Barlow, Jim Micro Review: YES PD study (Med Ofer): NA 
	Letter Date JANUARY 31 2003' R .ece1vedDate FEBRKUARY 5 2003 ' Comments EC 1 YES OnCards YES Therapeutic Code 1020100 ~~TIHYPERTENSIVE AGE1''T~ .­Methods Validation Package (3 copies) (Required for Non-USP drugs) YES---Fenoldpam Mesylate Injection USP, page 724 
	Letter Date JANUARY 31 2003' R .ece1vedDate FEBRKUARY 5 2003 ' Comments EC 1 YES OnCards YES Therapeutic Code 1020100 ~~TIHYPERTENSIVE AGE1''T~ .­Methods Validation Package (3 copies) (Required for Non-USP drugs) YES---Fenoldpam Mesylate Injection USP, page 724 
	Letter Date JANUARY 31 2003' R .ece1vedDate FEBRKUARY 5 2003 ' Comments EC 1 YES OnCards YES Therapeutic Code 1020100 ~~TIHYPERTENSIVE AGE1''T~ .­Methods Validation Package (3 copies) (Required for Non-USP drugs) YES---Fenoldpam Mesylate Injection USP, page 724 
	-

	-

	Archival, and Review copies Field Copy Certification (Original Signature) YES 
	Archival, and Review copies Field Copy Certification (Original Signature) YES 

	Cover Letter YES 
	Cover Letter YES 

	Table of Contents YES 
	Table of Contents YES 


	ACCEPTABLE .
	Figure
	Sec. I !Signed and Completed Application Form (356h) 
	I

	~ 
	(Statement regarding Rx/OTC Status) RX YES 
	i 

	I' 
	I 
	I 
	~
	Sec. II 
	Basis for Submission NDA: 19-922 .RLD: CORLOPAM Firm: ABBOTT .ANDA suitability petition required? .Ifyes, consult needed for pediatric study requirement. .
	Figure
	~
	Sec. III 
	Sec. III 
	Patent Certification 

	1. 
	1. 
	1. 
	Paragraph: II 

	2. 
	2. 
	Expiration ofPatent: YES 


	A. Pediatric Exclusivity Submitted? 
	B. .Pediatric Exclusivity Tracking System checked? .Exclusivity Statement YES .
	Sec. IV 
	Sec. IV 
	Sec. IV 
	Comparison between Generic Drug and RLD-50S(j)(2)(A) 1. Conditions ofuse 2. Active ingredients 3. Route ofadministration 4. Dosage Form 5. Strength 

	Sec. V 
	Sec. V 
	Labeling • ' 1. 4 copies ofdraft (each strength and contain.er) or­12 copies ofFPL 2. How supplied: 10 mg/rnL--lrnL +2 rnL ampoules 2. 1 RLD label and 1 RLD container label 3. 1 side by side labeling comparison with all differences annotated and explained 

	Sec. VI 
	Sec. VI 
	Bioavailability/Bioequivalence. 1. Financial Certification (Fonn FDA 3454) and Disclosure Statement (Form 3455) NA 2. Re9uest for Waiver ofIn-Vivo Study(ies): YES---bio-waiver (QlvsQ2 ok) 3. Formulation data same? (Comparison ofall Strengths) (ophthalmics, Otics, Topicals Perenterals) 4. Lot Numbers ofProducts used in BE Study(ies): 5. Study Type: (Continue with the appropriate study type box below) 
	IZJ 

	TR
	IN-VIVO PK STUDY(IES) (i.e., fasting/fed/sprinkle) a. Study(ies) meets BE criteria (90% CI or 80-125, CmBJC, AUC) b. Data Files (Computer Media) Submitted c. In-Vitro Dissolution 
	• !. 

	&'t.Ud.y . , Type 
	&'t.Ud.y . , Type 
	IN-VIVO BE STUDY with CLINICAL ENDPOINTS a. Properly defined BE endpoints (eval. by Clinical Team) b. Summary results meet BE criteria (90% CI within+/-20% or 80-120) c. Summary results indicate superiority of active treatments (test & reference) over vehicle/placebo (p<0.05) (eval. by Clinical Team) d Data Files (Computer M;edia) Submitted 

	~tudy 1yPe­I .. .. 
	~tudy 1yPe­I .. .. 
	TRANSDERi'1AL DELIVERY SYSTEMS a. In-Vivo PK Study 1. Study(ies) meet BE Criteria (90% CI or 80-125, Cmax, AUC) 2. In-Vitro Dissolution 3. Data Files (Computer Media) Submitted b. Adhesion Study c. Skin Irritation/Sensitiz.ation Study 
	d. · :. 
	..



	.. .
	Figure
	.\ .f· :·3·;1: ·~~,,;..~;.. 
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	r~~~· .
	! •. 
	> ·: ~·: ~;{.;,\ · 
	~ . , ,f, . 
	. 

	... 
	... 
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	:,,:' ·..; .... 
	:~~:t .
	:· 
	Sec. .VII .
	Sec. .VIII .
	Sec.IX 
	NASALLY ADMTh'JSTERED DRUG PRODUCTS 
	a. Solutions (Ql/Q2 sameness): 
	1. In-Vitro Studies (Dose/Spray Content Uniformity, Droplet/Drug Particle Siz.e Distrib., Spray Pattern, Plume Geometry, Priming & Repriming, Tail OffProfile) 
	b. 
	b. 
	b. 
	Suspensions (Ql/Q2 sameness): 

	I. 
	I. 
	I. 
	In-Vivo PK Study 

	a. 
	a. 
	a. 
	Study(ies) meets BE Criteria (90% CI or 80-125, Cmmc, AUC) 

	b. 
	b. 
	Data Files (Computer Media) Submitted 




	2. In-Vivo BE Study with Clinical EndPoints 
	a. 
	a. 
	a. 
	Properly defined BE endpoints (eval. by Clinical Team) 

	b. 
	b. 
	Summary results meet BE criteria (90% CI within +/-20% or 80-120) 

	c. 
	c. 
	Summary results indicate superiority ofactive treatments (test & reference) over vehicle/placebo (p<0.05} (eval. by Clinical Team) 
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	ANDA 76-656 
	PharmaForce, Inc . Attention: Marilyn A. Friedly 1507 Chambers Road 
	2
	Columbus, OH 43212 
	Dea.:c Madam: 
	We acknowledge the receipt of your abbreviated new drug application submitted pursuant to Section 50S(j) of the Federal Food, Drug and Cos~etic Act. 
	NAME OF DRUG: .Fenoldopam Mesylate Injection USP, 10 mg(base)/mL, l mL and 2 mL ampoules 
	DATE OF APPLICATION: January 31, 2003 
	Februa~--y 5, 2003 
	DATE (RECEIVED} ACCEPTABLE FOR FILING: 

	We will correspond with you further after we have had the opportunity to review the application. 
	Please identify any communications concerning this application with the ANDA number shown above. 
	Should you have questions concerning this application, contact: 
	Craig Kiester Project Manager (301} 827-5848 
	Sin~rely ;.~~ 
	Rickman 
	Wm~":!:f

	Director Suppo~t Office of Generic Drugs Center for Drug Evaluation and Research 
	Division of Labeling and Program 
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