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APPROVAL LETTER 




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 
SOS(j) of the Federal Food, Drug, and Cosmetic Act (the Act), 
for Fenoldopam Mesylate Injection USP, 10 mg {base)/mL, packaged 
in 10 mg {base)/l 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 Bioequivalence has 
determined your Fenoldopam Mesylate Injection USP, 
10 mg {base)/mL to be bioequivalent 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 requirements for this abbreviated 
application are set forth in 21 CFR 314.80-81 and 314.98. 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 
(Transmittal of Advertisements and Pxomotional Labeling for 
Drugs for Human Use) for this initial submission. 

We call your attention to 21 CFR 314.Bl(b} (3) which requires 
that materials for any subsequent advertising or promotional 
campaign be submitted to our Division of Drug Marketing, 
Advertising, and Communications (HFD-40} with a completed Form 
FDA 2253 at the time of their initial use. 

Sincerely yours,1 

Gary Buehler 
Director 
Office of Generic Drugs 
Center for Drug Evaluation and Research 



cc: 	 ANDA 76-656 
Division File 
Field Copy 
HFD-610/R. West 
HFD-330 
HFD-205 

HFD-610/0range Book Staff 


E~dorsements: f±tb!:l~J ~ 
HF0-623/R. DI Costa/ t/',_, • JO,... r .rti7 

HF0-623/A.Mueller/ • ~ · 

HFD-617 /C. Kiester/ . ~ ...... 1°/ ){" :> \II 1~~ 

HF'D-613/J.Ba.rlow/ . ~ ,,fv{r\ ; ~--t-1 /Of 
HFD-613/ ~T. Grace/ . ~ vy . 

HFD- 600/N. Nath/ ;it~.\l. ;-\""? 

HFD-600/N. Sweeney/71, 4~//8,,..$,~.:r"" 


V:\FIRMSNZ\PharrnaForce\ltrs&rev\76656.AP.doc 
F/T by:ard/9/30/03 

APPFOVAl· 
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Each 1 ml conlalns fer.oldopa.'11 
l!le8ylale equivalent to tenoldopaM ~o 
mg; propyteoe f#Xll 518 rr.g; c.'lrk: 
acid 3.44 mg; 90llum citrF.e ~ydra!e 
0.61 mg; sodum ml!lallisutf!lllt 1 mg; 
water lor Injection; pH range of 2-8 to 

'--- -,I 3.8. 
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RxOnly 

Wllmlng: Dilute before adm!~lst11rlng. Inspect v:sua::y lor partlci:late matter. 
Usual dosage: See packllge insert. 
Discard un..aed portioo . 

Mlnu!mu11N111V: l\lan~ll:lllred lor. 
Olllldt Phllt,,.., Inc. Ph1tma!'ofce, Inc. 
186'1 I Trar..c&nada - '~~Road 
'"kllncl, Quob9C HaH 4.14 :::<*imbue. CHo 43212 
c.nlda USA 
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- 10 mg 
(10 mg/ml) 
Solution for Intravenous Infusion 
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Each 1 mL contains !enoldopam
rr.-ylat• equ:v.lent to tenoldopmn 1o 
mg; prop~t.'M gl)'col 518 mg; citric 
add 3. 44 mg; scxSum citrate di/lpa!s 
o.e~ :ng: sodl.m melablsuttite 1 mg; 
water fOr qecc!on ; pH range o1 2.8 to 
3.8. 

.. 
;I ~ ;r 2mLAmpoule
• .!.:l ~ Pfww.Wcr 

! - ! f Fenoldopa.~ Mesvlate Injection. USP 
~ 3 r.i1iuliMi (10 mg/111L) 

Solution for Intravenous lnfuslon 
Store llt 2"C to 30"C 

9~V1WZ 

Warning: Di:ute before admlnisterlna. :nspect vlsumily !or partlc:vlate milter. 
uaua: dosage: See package Insert. 
O'scard unueed portion. 
ManufOC:Lred by:
::>r-1'1".- :nc. 
1M7t Ttana-caneda Road 
K-.O::eboc HllH 4J4 
Olnlda 

Mlnutactut•d tor: 
P!:armoForce, In•:. 
1507 CllamiJet• ­
C4111,.,,,14 Ol>io 43212 
USA 



 
 

  
 

 
 

 
 

 
 
 
 
 

 

CENTER FOR DRUG EVALUATION AND RESEARCH
 

APPLICATION NUMBER:
 
ANDA 76656
 

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 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 21) 

4 	 Patent Data- NOA 19-922 
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 v.. No NA 

Different name than on acceptance to me letter? x 



Is this product a USP item? If so, USP supplement In which vvrtflcatlon was Hsured. USP 2' x 
15 this name different than that used In the Orange Book? x 

Ifnot USP, hu the product name been proposed In the Pf? x 

Error Prevention Analysis 

Has the ftrm proposed a proprietary name? Ifyn, complew this subsection. x 

Do you find the name obJectlonable? List reasons In FTR, If so. Consider: Mlaleadtng? Sounds x 
or looks like another name? OSAN .mm present? Pr9flx or Suffix present? 


Has ttie namtJ been fot'Mllrded to ttie Labellng and Nomenclature Committee? If so, what were 
 x 
the recommern:t.tk>M? If the na,.,.was unacceptable, has the firm been notified? 


Packaging 
 - · 
la this a new paekaglng configuration, newr been approved by an ANDA or NOA? Ifyes, x 
describe In FTR. 


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


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

If IV product packaged In syringe, could there be adverse patient outcome If given by direct IV 

Injection? 


Confhct between the DOSAGE AND ADMINISTRATION and INDICATIONS sections 1nd the x 
packaging configuration? 


18 the strength and/or concentration of the product unsupported by the lnsett labeling? 
 x 

Is the color of the container (I .a. the color of the cap of a mydrlatlc ophthalmic) or eap tncorl"9ct? x 
lndlVtdUll cartons required? Issues for FTR: Innovator lndlYtdually cartoned? Light ffMltive x 
produ.ct which might req~ cartoning? Mustthe package Insert accompany th• product? 


Are there any other safety concerns? 
 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 applicant failed to clearly differentiate 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., Pediatric strength 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 adequately support compatlblllty or sblblllty claims which appear in the 
insert labellng? Note: Chemist should confirm the data has been adequately supported. ·--· 
Sc:ortng: Describe scoring conflguraUon of RLD and applicant (page #) In the FTR 

A 

http:produ.ct


Is the 9COl'lng conftgul'lltlon different than the RLO? 

Has the firm faffed tQ dncrlbtt the 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 of the statement been confirmed? x 

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

Any adverse effects anticipated from Inactive• (I.e•• benzyl alcohol in neonates)? x 

19 there a discrepancy in lnactlves between DESCRIPTION and th• composition statement? x 

Hai the term "other Ingredients" been used to protect a tt.de secret? If"· Is claim supported? x 

Failure to llat the coloring agents Ifthe compotltlon statement Usts e.g .. Opacode, Opaspray? x 

FaHura to list gelatin, coloring agctnts. antlnUcrOblals for capsules In DESCRIPTION? x 

failure to list dyes In imprinting tnks? (Coloring agents e.g., Iron oXides need not be listed) x 
i 

USP !asues: (FTR: List USPJNDAIANDA dlSpensfnglstorage recommendations) I 

Do container recommendations fall ta meet or exceed USP/NOA recommendations? Ifso, are 
the recommendattons supported and Is the difference acceptable? 

Does USP have labeling recommendations? Ifany, does ANDA meet them? x 

Is the product light sensitive? If so, la NOA and/or ANDA In a light resistant container? x 

Failure of DESCRIPTION to meet USP Descrtpt•on and Solubility Information? If so, USP 
Information should be used. Howewr, only include sorv.nts •ppearfng In Innovator labeling. 

Bloequtvalence Issues: {Compare bloequlvalency values: Insert to study. List Cmax, Tmax, T 
112 and date study acceptable) 

Insert labeling references a food effect or a n«Mtffect? If so, was a food study done? x 
Has CLINICAL PHARMACOLOGY been moddled? If so, briefly detail where/why. 

x 

PatentlExcluaMty Issues?: FTR: Cheek the Orange Book edition or cumulative supplement for 
verification of the latest Patent or Exclusivity. List expiration d.te for all patents, exclustvtti.., 
etc. or If none, please state. 

FOR THE RECORD: 
1 The labeling submitted by the finn was based on the most recently approved labeling for this drug 

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

2 Patent/ Excluslvltles: 
Patent Data-NOA 19-922 

PltentNo. Patent Expiration Use Code Descrintion HowFlled Labellna lmoact 
None None None There are no unexpired patents for this N/A None 

oroduct mthe Orange Book Database. 

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

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

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



(bJ<4Y 

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. 	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. 	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. 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 



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 

I1omg 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.Established NaJM No 

xDifferent name than on aeceptance to fl14t letter? 

la this p1oduct • USP It.Kn? Ifeo, USP supple11M1nt In whieh varlflcatlon was assured .• USP 24 x 

le thts mme difftntnt than that UHd in the Orange Bex*? x 

If not USP, has the product name bHn proposlld In the PF? x 

Error Prevention AfNll)sla ·- · 
H.. the firm proposed a proprietary name? Ifyea, complete this sub8ectlon. x 

xDo 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, what were 
 x 
the recommendatfOns? If the name wu unacceptable, hu the firm been notified? . 
P.ckagtng 


la this • new peckagfng configuration, never been approved by an ANDA or NOA? 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 anysafety and/or regulatory concerns? 
 x 
x 

If IV product packaged In syringe, could there be adverse patient outcome if given by direct 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 of the product unsupported by the Insert labellng? x 
Is the color of the container (r... the cotorof the cap of a rnydrtatlc ophthalmle) or cap fncolftCt? x 

Individual cartons required? 1..u.. for fTR; Innovator Individually cartoned? Light aensltiV• x 
product whtch might require cartoning? Must the package inMrt accompany tt'4Jt product? 

Are there any other safety concerns? x 
-

Labeling 

ls the name of the dnJg unclear in print or lacking in promfnenc:e? (Name sh<Md be tha most x 
prominent 1nfonnatlon on the label}. 


Has applicant falled 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., Pedtatrlc strength vs Adult; Oral x 
Solution w Concentrate, Warning Statements that might be In red tor the 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 compatlbfllty or atablllty claims which appear tn th• 
Insert labeflng? Not.: Chemist should confirm the data h" been adequmfy supported. 

Scoring: DQCl'fbe scoring configuration of RLD and applicant (page#) In the FTR 
! 

~ 

A 

ta the scoring 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 product contain atcohol? If so, has the accc.ncy of the atatement been conftrmed? x 
Do any of the tnaetives dfffer in concentration for tha. route of administration? x 
Ally adverse effects anticipated from lnactiVes (I.e., beMYI alcohol In neonates)? x 

Is there a di9cnpancy In 1nac:ttv..between DESCRIPTION and the composition statament? x 

Has the term '"other ingredients" been UMd to protect a trade secret? If so, i. cfalm supported? x 
Failure to llat the coloring agents If the compoattfon statement Usw e.g., Opacode, Opaapray? x 

FaUun to list gelatin. colorlng agents, antlmicroblals for capsu"8 In DESCRIPTIOM? x 
Fallen to list dyM In lmprfntlng tnks? (Coloring agents e .g., Iron oxides nHd not be listed) x 

USP iuu..: (PTR: List USP/NDNANDA dispensing/storage recommendations) I 
Do container recommenctattons flill to meet or exceed USP/NOA recommendations? Ifso, are 
the recommendatsons supported and ls the differ.nee acceptable? 

Does USP have labeling recommendations? If any, does ANDA meet them? x 
II the product ffght sensitive? If so, is NOA and/or ANDA In a light reslatent container? x 
Falfure of DESCRIPTIOH to meet USP DMcription and Solubiflty tnfonnation? If so, USP 
Information should be used. However, only tnclude solvents appearing In Innovator labeRng. 

SJoequtvalence lsaues: (Compare bioequlveteney values: Insert to study. List Cmax. Tmax, T 
112 and date study acceptable) . 
Nert labeling references a food effect or a nCMff9ct? If so, was a food study done? x 

Haa CLINICAL PHARMACOLOGY been modified? If ao, briefly detail whertlwhy. 
x 

PatentlExclusMty luuM?: FTR; Check the Orange Book tdltlon or cumulative supplement for 
verification of the lateat Patent or Excluetvtty. List expiration date for all patents. exclusivtties, 
etc. or Ifnone, please state. 

·-

FOR THB RBCORD: 
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. Patent/ Exclusivities: 
Patent Data - NOA 1M22 

Us1Code tion Howflled 
None There are no unexpired patents for ttus NIA 

roduct IO the Book Oat.abase. 



cc 

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 
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CHEMISTRY REVIEW 


Chemistry Review Data Sheet 

Chemistry Review Data Sheet 

1. ANDA # 76-656 

2. REVIEW#: 2 

3. REVIEWDATE: 09/22/03 

4. REVIEWER: Rosario D'Costa 

5. PREVIOUS DOCillJENTS: 

Previous Documents 

Original 
Gratuitous Amendment 
Acceptable for Filing 

01/31/03 
05/15/03 
02105103 

Document Date 

6. SUBJ\1ISSION(S) BEING REVIEWED: 

SubmissionCs) Reviewed 

Telephone Amendment 
Minor Amendment 

Document Date 

09/23/03 
08/01/03 

7. NAME & ADDRESS OF APPLICANT: 

:Kame: 

Address: 

PharmaForce, Inc. 

1507 Chambers Road 
Columbus, OH 43212 
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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 SUB:MISSION: FFD&CA 
Paragraph II Certification: Tue basis for submission is the approved listed drug 
Corlopam® Fenoldopam Mesylate Injection USP, the subject.ofNDA #19-922 heid ·by 
Abbott Hospital Products a division ofAbbott Laboratories. PhannaForce .certifies that in 
its opinion and to the best ofits knowledge, no unexpired patents exist for Corlopam® 
Fenoldopam Mesylate Injection USP, the subject ofl\lTIA #19-922 held by Abbott 
Hospital Products a division ofAbbott Laboratories. The drug product is not subject to 
exclusivity determination (Section ID ofthe application). New Chemical Entity (NCE) 
exclusivity expired September 23, 2002. · 

J0. PHARMACOL. CATEGORY: Hypertension 

11. DOSAGE FORM: Injection 

12. STRENGTH/POTENCY: lOmg(base)/ml 

13. ROUTE OF ADMINISTRATION: Intravenous 

14. Rx/OTC DISPENSED: X . Rx OTC 

15. SPOTS CSPECIAL PRODUCTS ON-LINE TRACKING SYSTEM): 

_ _ SPOTS product - Forni Completed 

X Not a SPOTS product 

16. CHEMICAL NAME; STRUC~ FO~\.fl.JLA, MOLECULAR 
FORMULA, MOLECULAR WEIGHT: 

Page4of 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 1-3-benzazepine-. 


· 7 ,8-diol methanesulfonate 

Formula: C16H16CINOJ.CH3S0)H 

Molecular weight: 401.87 

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

Hypertension 

Chemical Structure: 


H 

L 7~ RELATED/SUPPORTINGDOCUMENTS: None 
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CHEMISTRY REVIEW 

CA~mistryReview Data Sheet 

A.DMFs: 
-~·/..: . 

':.."·· ' · 

' DATEDMF TYPE!. HOLDER ITEM CODE1 STATUS2 REVIEW ·COMMENTS
# REFERENCED

I I COMPLETED 
"(Df[4 

! II ! 
(bf(4, 

1 , Adequate 10/22/03 Reviewed by 
I i RD'Costa 
m 4 I 

1·9255 v Draxis Drug Product ;4 i 

I Pharma Manufacturing ! l 
l 

I 
i 

I 

i \ 

! 
I ~ 

! 
; 

I 

I 

. 

t 

i 

I 

r 

I 
t 

t 

' 

' 

1Action 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 
5 - Authority to reference not granted 
6 - DMF not availabl~ 
7 -Other (explain under "Comments") 

2 Adequate, Inadequate> or NI A (There is enough data in the application, therefore the DMF did 
not need to be reviewed) 

B. Other Documents: None 

I DOCUMENT APPLICATION NUMBER DESCRIPTION 

i 
i 

18". STATUS: Approvable 
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CHEMISTRY REVIEW 


Chemistry Review Data Sheet 

I! CONSULTS/ CMC I 

IRELATED RECOMME1''DATION DATE r REVIEWER! IREVIEWS . 

MicrobiololilV Acceptable i 09/22/03 N.Nath I 

I, EES I Accepfable I 03/26/03 J.D. Ambrocio ' 
Methods Validation NIA 
Labeling ! Acceptable ~ 08/21/03 J. Barlow 

J Bioequivalence I Acceptable 08/28/03 . D. Patel 

EA ICategorical Exclusion 
 07/29/03 I 

Requested (Satisfactory) I I 
!Radiopharmaceutical JN/A . 

19. ORDER OF REVIEW 

The application submission(s) covered by this review was taken in the date order of 
receipt. _X_ Yes __No Ifno, explainreason(s) below: 
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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 s.ection is satisfactory in areas ofmanufacturing 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 
NIA 

II. 	 Summary of Chemistry Assessments 

A. 	Description of the Drug Product(s.) and Drug Substance(s) 
The drug substance used to manufacture ofthe drug product, Fenoldopam Mesylate 
Injection lOmg/ml, is a white to off-white powder that is <b><4> 

(bff4 

formulated with known compendium excipients to form the drug product. 

A. 	 The drag product is based on the listed drug Corlopam® Fenoldopam Mesylate 
Injection USP, the subject of.:ri..'DA #19-922 held by Abbott Hospital Products a division 
ofAbbott Laboratories. The drug is a rapid-acting vasodilator. It is an agonist for D1­
like dopamine receptors and binds with moderate affinity to (alpha)i-adrenoreceptors. 
It has no significant affinity for Drlike receptors (alpha)1 and (beta)-adrenoreceptors, 
5HT1 and 5HT2 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 reconunended dose O.lµglkglml is administered by continuous intravenous 
injection with increments of0.05µg/kg/ml to O.lµglkg/ml after 15 minutes followed by 
monitoring ofblood pressure. 

Page 8of14 



.... ..;.. .. . .;.• . CHEMISTRY REVIEW 

Chemistry Review Data Sheet 

C. Basis for Approvability or Not-Approval Recommendation 

The chemistry section is satisfactory in areas ofmanufacturing 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. 

ID. Administrative 	 ) . ~{ v 
A. Reviewer's Signature~ 

B. Endorsement Block 	 • ~)J-6. ;'.S 
ChernistName/Date: RD'Ccsta, Ph.D. 109125103 g£{! .,!J, f-u-d:J 
ChemistryTeam.LeaderName/Date: A...\1ueller, Ph.D. /09/2 /03 °"' . 
ProjectManagerName/Date: C.Kiester, PM /09/25/03 	 9/zf/~3 
v:\firmsnz\pharmaforce\ltrs&rev\76656.rev2.doc 
Fff by: 

C. 	CCBiock 

M'DA 

ANDADUP 

DNFILE 

Field Copy 


TYPE OF LETTER: APPROVABLE 

Page 9of14 
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30. MICROBIOLOGY: 	 Acceptable as of September 22, 2003, N. Nath, Division of 
Microbiology. 

31. SAMPLES A..~ RESlJLTS/METHODS VALIDATION STATUS: NIA 

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. BIOEQUIV ALENCE: 	Acceptable as August 28, 2003, D. Patel, Division of Bioequivalence. 

35. 	 ENVIRONMENTAL L'1PACT CONSIDERATIONS/CATEGORICAL 
EXCLUSION: Satisfactory in Revie~ #1. 
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CHEMISTRY REVIEW 

Chemistry Review Data Sheet 

Chemistry Review Data Sheet 

1. ANDA # 76-656 

2. REVIEW#: 1 

3. REVIEWDATE: 06/26/03 

4. REVIEWER: Rosario D'Costa 

5. PREVIOUS DOCUMENTS: 

Previous Documents 

None 

Document Date 

6. SUBMISSION(S) BEING REVIEWED: 

Submission(s) Reviewed 
Original 
Gratuitous Amendment 
Acceptable for Filing 

Document Date 
01131/03 
05/15/03 
02/05/03 

7. NAME & ADDRESS OF APPLICAL~: 

Name: 

Address: 

PharmaForce, Inc. 

1507 Chambers Road 
Columbus, OH 43212 

Representative: 

Telephone: 
Fax: 

Marilyn Friedly 

614-486-7360 
614-486-9029 
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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 
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 !\'DA #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). 

10. PHARMACOL. CATEGORY: Hypertension 

11. DOSAGE FORM: Inj ection 

12. STRENGTH/POTENCY: 10 mg (base)Jml 

13. ROUTE OF ADMI1'.1STRATION: Intravenous 

14. Rx/OTC DISPENSED: _X_Rx _ OTC 

15. SPOTS (SPECIAL PRODUCTS ON-LL'\1E TRACKIN'G SYSTEM): 

__SPOTS product - Form Completed 

X 	 Not a SPOTS product 

16. CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR 
FORMULA, MOLECULAR WEIGIIT: 

Generic Name: Fenoldopam Mesylate 
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CHEMISTRY REVIEW 
Chemistry Review Data Sheet 

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

Formula: C1JIH1CL~03.CH3SO~ 
Molecular weight: 401.87 
CAS registry number(s): 67227-57-0 
Hypertension 
Chemical Structure: 

HO 

Cl 

H 

17. RELATED/SUPPORTING DOCUMENTS: None 
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CHEMISTRY REVIEW. 

Chemistry Review Data Sheet 

. . 
A.DMFs: 

I DATE
DMF ITEM REVIEWTYPE HOLDER CODE1 STATUS2 COMMENTS I# REFERENCED COM.PLE1ED 

I 

4 

(b)(4(b)(4l II Inadequate 07/07/03 Reviewed by 

RD'Costa 


! ID 

9255 !V 


1 

·4Drax.is Drug Product 
t Manufacturing
i 

, Pharma 
I 

I 

' 

1Action codes for DMF Table: 
t ....: DMF Reviewed. 
Other codes indicate why the D.MF was not reviewed, as follows: 
2 - Type 1 DMP 
3 - Reviewed previously and no revision since last review 
4 - Sufficient information in application 
5 - Authority to reference not gr1µ1ted 
6 - DMF not available 
7 -Other (exl'lain under "Comments") 

2 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 

APPLrCATION 1\'L"MBER DESCRIPTION 

18. STATUS: Not Approvable 

:Page6 of25 



CHEMISTRY REVIEW 


Chemistry Review Data Sheet 

! CONSULTS/ CMC 
I RELATED REVIEWER 


REVIEWS 

RECOMME1'"DATION DATE I 

Microbiology Pending 
BES Acceptable J.D. Ambrosrio 

Methods Validation 


03/26/03 
NIA 

Labeling Deficiencies 04/28/03 J. Barlow 

Bioequivalence 
 Pending 

·EA Categorical Exclusion 

Requested 
 I 


Radiopharmaceutical NIA 

19. ORDEROFREVIEW 

The application submission(s) covered by this review was taken in the date order of 
receipt. _X_ Yes _ _ No Ifno, explain reason(s) below: 

Page 7 of25 



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. 	 Recom:aµendation on Phase 4 (Post-Marketing) Commitments, Agreements, and/or 
Risk Management Steps, ifApprovable 
NIA 

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 lOmg,i'ml is a white to off-white owder that is <b><4 

(bJl.il 

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 Di­
like dopamine receptors and binds with moderate affinity to (alpha)z -adrenoreceptors. 
It has no significant affinity for D2-like receptors (alpha)1 and (beta) -adrenoreceptors, 
5Hr1 and SHT2 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 O.lµg/kg/ml is administered by continuous intravenous 
injection with increments of 0.05µg/kg/ml to O. lµg/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 8of25 



CHEMISTRY REVIEW 


Chemistry Review Data Sheet 

• 	 The Drug Master File Cb> <41 is deficient. There are some issues in the drug 
substance that require resolution 

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

Ill. Administrative ~ fr G) 
A. Reviewer's Signature 

B. Endorsement Block < A.o I 

():fO }otjf '1h 


ChemistName/Date: RD'Costa, Ph.D. /07/16/03 ~ tµ
ChemistryTeamLeaderName/Date: AMueller, Ph.D. /07/16/03 f-z.f'4 J 
ProjectManagerName/Date: C.Kiester, PM /07/16/03 
v:\firmsnz\pharmaforce\ltrs&rev\76656n01.r01.doc 
FIT by: 

C. 	CCBlock 

Page9of25 
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CHEMISTRY REVIEW 


Chemistry Review Data Sheet 

The drug substance and the drug product are compendium items, therefore methods validati9n 
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. BIOEQUIV ALENCE: 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/CA~GORICAL 
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). 

Page 22of25 



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


DRUG PRODUCT: Fenoldopam Mesylate Injection USP, lOmg/lml and 20mg/2mls 


The deficiencies presented below represent MINOR deficiencies. 


A. 	 Deficiencies: 

1. 	 The DMF (bH4 
> was reviewed and found to be inadequate. Please do not 

respond until the DMF holder has responded to their deficiencies. 

(bl (4)
2. 

3. 

4. 

5. 

6. 

B. 	 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. 



---------------------------;(b)liff 
5. 

Sincerely yours, 

&:.~ 41~1/03 

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



cc: 	 k"\UA 
ANDADlJP 
DIV FILE 
Field Copy 

Endorsements (Draft and Final with Dates}: ~;, '(i!1'/~lv-;, 
HFD-623/RD'Costa, Ph.D./07/16/03~·~ 7,.·'l~,,{)) . 
HFD-623/ Amueller, Ph.D./07 /16/03 
HFD-617/C. Kiester, PM/07/16/03 
F/I'by: 
V :\FIRMSNZ\PhamiaForce\ltrs&rev\76656NOl .ROl .doc 

TYPE OF LETTE~: NOTAPPROVABLE-MINOR 



 
 

  
 
 
 

 
 

 
 
 
 
 

CENTER FOR DRUG EVALUATION AND RESEARCH
 

APPLICATION NUMBER:
 
ANDA 76656
 

MICROBIOLOGY REVIEWS
 



Product Quality Microbiology Review 

Review for HFD-620 


20 August 2003 

ANDA: 76~656 

Drug Product Name 
Proprietary: NIA 
Non-proprietary: Fenoldopam ?vfesylate Injection USP 
Drug Product Classification: Dopamine like receptor agonist. 

Relriew Number: #1 

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

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

Applicant/Sponsor 
Name: PharmaForce, Inc. 
Address: 1507 Chambers Road, Columbus, OH 43212 
Representative: Marilyn A. Friendly 
Telephone: 614-486-7360 

Name of Reviewer: Nrapendra Nath 

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



Mkrobiology Review #1 

Product Quality Microbiology Data Sheet 

A. 	 1. TYPE OF SUPPLEMENT: NIA 

2. 	 SUP.PLEME1'i1 PROVIDES FOR: N/A 

3. 	 MA.i.WFACTL'JUNG SITE: Draxis Pharma, Inc. 
16751 Trans-CanadaRoad 
Kirkland, Quebec, CAN~..\DA 

4. 	 DOSAGE FODI, ROUTE OF ADMINISTRATION AL'iD 
STRENGTH/POTENCY: lOmg/mL; lmL and 2ml/ampoule; IIV 
infusion 

(b)(4)s. 	 METHOD(S) OF STERILIZATION: 
-~-

6. 	 PHARMACOLOGICAL CATEGORY: Dopamine like receptor 
agonist. 

B. 	 SUPPORTING/RELATED DOCUMENTS: Type V DMF 9255 for Drax1s 
Pharma. 

c. 	 REMARKS: The suhJect drug product is manufactured at Drax1s Pharma facility 
in Krrkland, Quebec, Canada for the appbcant. DlVIF 9255 by Drexis Pharma was 
reviewed in support of the ANDA 40-475 (Paddock Laboratories; --------=....Dihydroergotamine Mesylate In1ection 	 (bl < 

4 
> 

(bl <4> The DMF was found adequate in February 

(b)(4) 
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ANDA 76-056 	 Microbiology Review #1 

Executive Summary 

I. 	 Recommendations 

A. 	 Recommendation on Approvabllity * 
The subilllSSlon is recommended for approval on the basis of 
sterihty assurance. Specific comments are provided m the "Product 
Quality Microbiology Assessment" section. 

B. 	 Recommendations on Phase 4 Commitments and/or 
Agr-eements, ifApprovable - N/A 

Il. 	 Su.mniar)' of 'l\licrobiology A.ssessments 

A. 	 Brief Description of the Manufacturing Processes that relate to 
Product Quality Microbiology ­

(b)(4)The subject drug product is manufactured 

8. 	 BriefDescription of Microbiology Deficiencies ­
None. 

c. 	 Assessment ofRisk Due to Microbiology Deficiencies ­
NIA. 

III. 	 Administrative 
' I 	 I j"· 

A. Re•iewer's Signature ,.~"'~ 1~S 

l,) 'it"/z .2,2./c ~B. 	 Endorsen1ent Bloc.k . 7 "_,. 
Microb1ologi£>1 I Nrapendra Nath j 
Microbiology Supervisor/ Neal J Swleney 

c. 	 CC Block 
cc: 
Original ANDA 
HFD- 600/Division File 
Field Copy 

filename: 	\I \M1c1orev\ 76-656 doc 

Pag....,e.;:;.._~~~3 
Following tliis page, 7 Pages Witliliela in Full as (5)(4) 



ANDA 76-656 	 Microbiolog)' Re"·iew #1 

(b)(4) 

G. 	 LABELING 
The sub1ect drug product is filled in 1mL and 2mL Type I clear glass ampoules as 

(b)(4) 
smgle dos~; 

Label contains warning that the subjec.t drug produet must be dilut.ed before use. 

Accet?tall>le 

Page 11 
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CENTER FOR DRUG EVALUATION AND RESEARCH
 

APPLICATION NUMBER:
 
ANDA 76656
 

BIOEQUIVALENCE REVIEWS
 



DIVISION OF BIOEQUJVALENCE 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 Ph.annaForce, Inc. 
Address 1507 Chambers Ro~ Columbus, OH 43212 
Submission Date(s) January 31, 2003 
A.mendmentDate(s) NIA 
Reviewer Devvrat Patel 
File Location v: \firmsnz\pharmaforce\ltrs&rev\ 76656WO 103.doc 

I. Executive Summary 

The firm has requested a waiver of zn wvo bioavailability/bioequivalence study 
requirements for its fenoldopam mesylate injection. 10 mt'mL in 1 mL and 2 mL 
ampoules. The reference listed drug product is Corlopam I 0 mg/mL in 1 mL 
and 2mL ampules manufactured by Abbott (NDA 19922, approval date: 
09/23/1997). The active and inacti"e ingredients in the test and the reference 
products are quahtatively and quantitatively the same. The test product meets the 
critena for a waiver ofin vivo bioequivalence requirements m accordance with 21 
CFR 320.22(b)(l). The applicatJ.on is acceptable 

Il. Table ofContenu 

I. Executive Summary ...................... -.............................................................,.... ...,....... 1 

TI. Table ofContents ...................... .. ......................... .. .-... ....... ........................... ............. 1 

III. Submission Summary ................................................ ............... ~......... ... ............. 2 


A. Drug Product Information............ . . . . . . . . .. ..... . . ... ... . . ................. .... .. . . . . . .. . .. .. . .. .. ... ....... 2 

B. Contents ofSubmission ........ .................. .......................... .. ...................................... 2 

C. Bioanalytical Method Validation ............. .......... ....................................................... 2 

D. In Vivo Studies ... .. . . .. .. ... .. . . ......... . . . ... . .... . .... ... . . .. ... .. .... . . .. .. . . ... .. . .. . ....... .. .. ...... .. ....... 3 

E. Formulation .............. ......... .. .... ................................. ............................................... 3 

F. In Vitro Dissolution .................. ................. ............................ ................. ................. 3 


G. Waiver Request ...................... ............. ,............... .., ....................................................... 3 


H. Deficiency Comments .......... ............... .............................. ...................................... 3 

I. Recommendations ................. .. .. ........ ., ......................... .. ...................................... 4 


1 

http:applicatJ.on


ID. Submission Summary 

A. Drug Product Information 

Test Product FenoldoPam Mesylate Injection, USP 
Reference Product Corlooamw Injection 

1 RLD Manufacturer Abbott 
NDANo. 19-922 

I RLD Aooroval Date 09/23/1997 
Indication Indicated for short-term (up to 48 hours) management of 

severe hypertension when rapid reduction ofblood pressure is 
clinically indicated. 

B. PK/PD Information 

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

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

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 NIA 
Dru2 Specific Issues (if any) NIA 

C. Contents of Submission 

Yes/No? Howman? 
Yes 1 

D. Bloanalytical Method Validation NIA 

2 



----

E. In Vivo Studies NIA 

F. Formulation 

The test product and the RLD formulations are shown below: 

Ingredients (mg/per 1 mL) Fenoldopam Mesylate Corlopam 10 mg/mL 
In'ection 10 m mL 

IFenoldopam Mesylate, USP (b>< 
41( equivalent to 10 IO mg base 
m base 

3.44 mg 
<b> <4>(equivalent 

to 3.44 mg citric acid 
(b)(4~ 

0.6lm 0.61 mSodium Citrate Dih drate, USP 
1.00 mg 1.00 m 

(b) (~---f-----------l 

_ ,__ gs to 1 mL 

1The formulation was obtained from the product labeling. 

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 RID product 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 by PhannaForce, 
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 Abbott's Corlopamti, 10 mg/mL m 1mLand2 mL ampules. 

Devvrat Patel, Phann.D. 

Review Branch D; 

Division ofBioeqwvalence 


~ ;>. 7(2-0"t)3~l 
hnniwas Nerurkar, Ph.D. 

Team Leader 

Review Branch Il 

Division ofBioeqwvalence 

Office ofGenenc Drugs 


V:\FIRMSNZ\PHARMAFORCE\LTRS&REV\76656W0103.DOC 

~ ;·· -. ·. 
•".__._. 
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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
 



--------

L 

OGD AJ?J?ROVAL ROUTING SUMMARY 


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 Paaka..sz.Q 
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-~-=------
Paten t 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: 


ftate2. Gregg Davis PPIV ANDAs Only DateInit _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 strength: Yes O No D 
comments: 

3. Div. Dir./Deputy Dir. Date //{)Date~-----
Chemistry Div. I Ir.,i.tials____ Initials Pf _______...______L,.,_,.~)~ 

Cc::nme:"lts: 

i)r- ~och,.,.,'/#-. 

.Q.QI 0~-NS .:Ort ? 

http:Paaka..sz


- - --

RBVIEWER: 	 DRAFT Paoltaqe FINAL Pa.ckaqa 

4. 	 Frank Holcombe Date Date llh..,,..!°}/o!nit_,.i_..a..,...i._s____Assoc. Dir. For Chemistry In;i.tials ~ 
~----­~o~.ments: (First ~eneric drug review) 

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 DateInit'"'"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: 

6. 	 Gary Buehler Date /J,/i/o3 Date 1tJ,/0 J 
Director, OGD Initials '5 Initials-...C5=­
CoJ::Ut1.ents: 

First Generic Approval a PD or Clinical for BE o Special Scientific or Reg.Issue a 

7. 	 Project Manager, Craig Kiester Date 1~1/"J ::>ate_~---­
Review Support ~r Team .l Initials ~c....- .Initials 

Ji-/, Date PETS checked for first generic drug (just prior to notification to firm) 

Applicant notification: 

If :i.e Time notified of approval by phone /' : z.o Time approval letter ·faxed 


FDA Notification: 

t>h• 0 i Date e-mail message sent to "CDER-OGDAPPROVALs• distribution list. 

1~1 oiDate Approval letter copied to \\CDS014\DRUGAPP\ directory. 


;arah\Templates\App:rovrou2.doc 

http:CoJ::Ut1.en


Page I of2 

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 

----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> 

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 mOFFICE 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 by intravenous 
in.fusion 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 21CFR320.22(b)(l) is granted. 

DISSOLUTION: NIA 

DSI INSPECTION STATUS 
·-1 - -'___ rb__- .-- ts:- ---i~Insp-ec-tion status: -'on resul - - ­·nspection needed: 


NO


IFirst Generic No IInspection requested: (date) 1 

New facility i Inspection completed: (date) 1 

Forcause I I
II JI 
._j_ _· er ___J_

j 
_o th___ ________ 

.. 
PRIMARY REVIEWER : Devvrat Patel, Pharm.D. BRAt~CH: II 

DATE: <?[2.0[7...003 


TEk\1 LEADER : S. Nerurkar, BRA.~CH: II 

DATE: S"r 2 7f 2.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 . REVfEVJ­From: Nerurkar, Shrlniwas G 
Sent: Wednesday, August 20, 2003 10: 16 AM ~1btvc.£> BY 
To: Conner, Dale P p~v 2 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: 

1 



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) 

APPLICANT; Phatmaforce. Inc. TEL: 614.486.7360 

ATfN: Mari]yn 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 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 considered to represent a MINOR 
AMENDMENT and will be reviewed according to current 000 policies and procedures. The designation as a 
MINOR AMENDMENT 8hould appear prominently in your cover letter You have beeolwill be notified i11 a 
separate communication from our Division ofBioequivalence ofany deficiencies identified during our review of 
your bioequivalence data. Ifyou have substantial ~entwith our reasons for not approving this application, 
you may request an opportunity for a hearing. 

SPECIAL INSTRUCTIONS: 

Chemistry comments pt'O\'ided. 

THIS~ IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESS.ED AND 
MAY CONTAIN INFORMATION TllAT IS PRMLEGED, CONFIDENTIAL, OR PROTECTED FROM 
DISCLOSURE UNDER APPLICABLE LAW. 
Ifrecemd by soni.eone o1berJ 1haa the lddretsee or ape.rsoo auchoru.ed to deliver dus document to the ad~ssoe. you are hel'eby notified INtany disclosure. 
d1IJSell'llntltiOft, copymg. or other actioo to the conldltofthis OOJJIIlllllUCa11on l' not llUthormd Ifyou have ~nd 1lus doaunmt ma:ror, ph:ao;e umnedialel> 
uotJfy us byfdephone aod return rt to us b)' ttaad Iii the alt<1Yu address 

http:auchoru.ed
http:ADDRESS.ED


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><4 
> was revieo:wed and found to be inadequate. Please do not 

respond until the DMF holder has responded to their deftc1enc1es. 
(6)(4 ) 

2. 

3. 

4. 

5 

6 

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

1. 	 Please provide current room temperature stability data. 

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. 	 The b1oequivalence mfonnat.J.on 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. 

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. 

http:mfonnat.J.on


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 
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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 

L etter Date JANUARY 31 2003
' 

R .ece1vedDate FEBRKUARY 5 2003 
' 

Comments EC 1 YES OnCards YES Therapeutic Code 1020100 ~~TI-
HYPERTENSIVE 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 

Cover Letter YES 

Table of Contents YES 

ACCEPTABLE 


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


~Sec. III Patent Certification 

1. Paragraph: II 
2. Expiration ofPatent: YES 

A. Pediatric Exclusivity Submitted? 

B. 	Pediatric Exclusivity Tracking System checked? 

Exclusivity Statement YES 


1 



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 Labeling • 
' 1. 4 copies ofdraft (each strength and contain.er) or­ 12 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 Bioavailability/Bioequivalence. 

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

2. Re9uest for Waiver of In-Vivo Study(ies): YES---bio-waiver (Ql vsQ2 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 

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 

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 
1yPe­ I 

.. .. 

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 . 
..· :. 
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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. Suspensions (Ql/Q2 sameness): 

I. In-Vivo PK Study 
a. Study(ies) meets BE Criteria (90% CI or 80-125, Cmmc, 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) 
c. Summary results indicate superiority ofactive 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 OffProfile) 

TOPICAL CORTICOSTEROIDS (VASOCONSTRICTOR STUDIES) 
a. Pilot Study (determination ofEDSO) 

b. Pivotal Study (study meets BE criteria 90"/oCI or 80-125) 

Components and Composition Statements 
1. Unit composition and batch formulation 

2. Inactive ingredients as appropriate 

Raw Materials Controls 
1. Active Ingredients 

a. Addresses ofbulk 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 ofanalysis 
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 chara.cteriz.ation) 
c. Suppliers' COA (specifications and test results) 
d. Applicant certificate ofanalysis 

Description ofManufacturing Facility 
1. Full Address(es)of the Facility(ies) 
2. CGMP Certification 
3. CFN numbers 

r~~ 

...·~ .. ': 
> - .~,. 

-~ ..:'" .. ·.~.... 
;, 

D 
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(~. 

Sec. X Outside Firms Including Contract 'I'.esting Laboratories 
~ 1. Full Address 


2.Functions 

3. CGMP Certification/OLP 
4. CFN numbers 

Sec. XI Manufacturing and Processing Instructions 
~ 1. Description of the Manufacturing Process (including MicrobiologicalValidation, if Appropriate) 

2. Master Production Batch Record(s) for largest intended production ru.i:ts (no more than lOx pilot 
!bT!4~batch)r 

(b)(4)3.If -sterile product! 
4.Filter validation (ifaseptic fill) 
5. Reprocessing Statement 

Sec. In-Process Controls IZlXII 1. 	 Copy ofExecuted Batch Record (Antibiotics/3 Batches if bulk procluct produced by fermentation) with 
Equipment Specified, including Packaging Records (Packaging and Labeling Procedures), Batch 
Reconciliation and Label Reconciliation 

(b) ('llI2. 1ot:l 
I 2. In-process Controls - Specifications and data 

Sec. Container 

XIII 
 1. Summary ofContainer/Closure System (ifnew resin, provide data) tzl 

r2. Components Specification and Test Data (Type ill DMF References) 

3. Packaging Configuration and Sizes 

4. ContaineriClosure Testing 

I 5. Source of supply and suppliers address 


Sec. [ Controls for the Finished Dosage Form 
XN ~1. Testing Specifications and Data 

2. Certificate of Analysis for Finished Dosage Form 

Sec. Stability ofFinished Dosage Form 
xv ~1. Protocol 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 ofAvailability and Identification of: 

XVI I 1. Drug Substance 
 ~ 

2. Finished Dosage Form 

3. Same lot numbers 

Sec. rziEnvironmental Impact Analysis Statement XVII 

4 




: 
Sec. GDEA (Generic Drug Enforcement Act)/Other: 

xvm ~· 1. Letter ofAuthorization (U.S. Agent [if needed, countersignature on 356h]) 

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

I Reviewing 
I CSO/CST iRecommendation: 
I 

I Date C8J FILE D REFUSE to RECEIVE 

i 
~ Supervisory Concurrence/Date: l::iBi"'NI'""" 


!Duplicate copy sent to bio: (Hold ifRF and send when acceptable) 


I 
: Duplicate copy to HFD- for consult: Type: ! . 
I 

ADDmONAL COMMENTS REGARDING THE ANDA: 

1. Review filter validation data with micro 

OGD Form Revised 11/30/2001 

MSWord Template revised: 8/7/2002 
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ANDA 76-656 

PharmaForce, Inc . 
Attention: Marilyn A. Friedly 
1507 Chambers Road 2Columbus, 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 

DATE (RECEIVED} ACCEPTABLE FOR FILING: Februa~--y 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 

Sin~rely ;.~~ 

Wm~":!:fRickman 
Director 
Division of Labeling and Program Suppo~t 
Office of Generic Drugs 
Center for Drug Evaluation and Research 



ANDA 	 76-656 
cc: 	 DUP/Jacket 

D1vision File 
Field Copy 
HFD-610/R.West 
HFD-610/P.Rickman 
HFD- 92 
HFD-615/M.Bennett ~ 
HFD-600/ 
Endorsement: \ 

HFD-615/GDavis, ChiefA1 RS~ 1z...~tJIJ., date 
HFD-615/PPatel, CS~_.....__..Lif4'-'"-~r-<4-2......_______date 1/c1fo3· 
Word File I ~ 
V:\Firmsnz\PharmaForce\ltrs&rev\76656.ACK 

F/T 

ANDA Acknowledgment Letter! 
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	trWlknlotO.ot. 

	CIOM-rt'll•O. flP(d~n. decruaa In .,ado rd dt.MoDc bbxS pteMuroa end In ""*""'•·!vrdbpwn hat \IUOdlltk'Q llffllclJ In COl'Onll)\ ren11t mtMWl1C tnd 
	ll'ler&&HI lf'I ht&:t fllt(TMJlit ~. ~t11erlta. AU ~is:r ~~t. CO nol rotipand dcnnty lP 
	Tllbl.S 
	llno60Qpam. Vk!Jodl•*'O tl!t::h ~bcon d~In renel eflwaol and 
	PHAAMACOOVNAMIC El'FECTS OF FENOLDOPAM iN
	lltYWll trtt:1dn. kl fwmlM. lne:tNMt ::'I reMI tiOO<I tow wiMe Urnanalfated In 
	HYPERTE EllEFIQl;NCY PATIENTS
	ENSIV

	bfp•n.ntlw tnd nof~11.1bit~w.wcs ~t~teno!Coowa n M UTlll 
	oonlRIQed tt.tk. No bon.eildll Cf~~on ,... tunc!tan hall .,._. thown in 
	pMtntt -.t'ltut illlure orf"epelc c.rSf\1911 ren.i clleHe. 
	f~111MC01dnefct .Acrt'llnllWlld •aci:inUa1t ~It11.tet Oii 0.01 to t/J ~~ .
	11Mdy41&'8 ---.... ..... --I> ­
	~

	,..... Thi llflnN.fon h.U4!te W"U lbout s mlnut• '1 rr.lkf eo 
	nmdwa.te

	"Jl>O!tlNIYOl, ____
	.._.,..,.R(-lllldS-~ 
	-~·concer.trdOnt are e.ll8fned ~.txJlj 20 mlnubH (4 hl!HYtt}. l1'le 1ttody• t&te plUmt c.orantldons; of »noklopll"n, at C'C~WutlOn tan, llittt ,.,..,rin ~wtubJ~ tnd in paUtntt Wllf'I mid 10 moC:tn• ~-oner hjopollontlw -~··(blMI 1). Tab1o1 Fenok'ope~ P:.a.rrm Conc""'9tlon1 ln Normotanalve, &cl:o to No~ond U.llgnont Hl'P'~OllSllHI PationtO 
	FENOLDOP.All Pl.ASMA COHTRATION (nglmL) 
	C.EN

	I PotiantPop.-lllloM 
	I PotiantPop.-lllloM 
	I PotiantPop.-lllloM 

	FtnOIOOpam I~<nr.ot~J ...1!<110-•-Ra•• $.Jb!ecls J ~·· ~)! I Pllllllnll Oe10 ....1 
	FtnOIOOpam I~<nr.ot~J ...1!<110-•-Ra•• $.Jb!ecls J ~·· ~)! I Pllllllnll Oe10 ....1 
	.14Ugnant HypertefMn Plldt<t.s no20 

	0.1 I 3.2 . I 4.0 
	0.1 I 3.2 . I 4.0 
	S.3 


	Clt1t1no1 o! puen1 (acdw) fenoldcpmr. I• not tlllllltd In paliarM wlh ttncH4aOt Millll ca..... 01 contlnuoua lrlllblil511xy peirfmnH.1 dlllyCi9 (C.6.PO) and II net r!IMQd «1 &....,._ !n ....tt• Mpa.tie lt~\;Jlt, Th• lfltc• ot AtfTll)dllly&l8 en the 
	phannacc*lnab of ftnolde:plirn ti.,.. not t:l9en ~....CS. 
	Two tlunchd 1ndlti~•bl: _..191'/fttlJ•t'lenlM f)l.llclntl (08P • 120 mm H~.Wltf'I ..__ Ct tflrtf'.Qlt etnd«g&n COITQrO'nlsie.. _.... NICt>n'Oed: to rtlCll# ~two 0Pfl'l4lbllll t't fl.din~ altdH ~ rats. no mot1 Mt O.Ooe% d f1n<*tlpl.m CfOIHtl .. lltdtt tlher fel'\OlclOplm Ot ~Thf rnpons. rlll wu 70% (W.11117) In me_..,_, group end 77,. (8111119) In h ~-ll''"'P• Re-­
	_

	• t.C,.Artc:I• 01c:A'\4i.': tuplnt <lle.'Jtellclllooel pr111-..cto .._th&I\ ~10tnm ~ffte 
	~•nd Metdtcl'.lam 
	bMllait ~bttWMll 120 Md iso rMI Hg. !ncMl'<le, °' bV a. 40 mm He If..,
	A6cloll.bllld ltU:IM f/k"#fil that atiout SIO'tl of lnfuMd fln<*lop&tn Is cll"'*"Md ~ 
	A6cloll.bllld ltU:IM f/k"#fil that atiout SIO'tl of lnfuMd fln<*lop&tn Is cll"'*"Md ~ 
	A6cloll.bllld ltU:IM f/k"#fil that atiout SIO'tl of lnfuMd fln<*lop&tn Is cll"'*"Md ~ 
	A6cloll.bllld ltU:IM f/k"#fil that atiout SIO'tl of lnfuMd fln<*lop&tn Is cll"'*"Md ~ 
	b...ifM ._.. a 1SO nm HQ. N•nll ..,.. tltrllld kl ~dttlrt:d •f'!ta. f«

	ul'IM, 10% 11 tee.a. Eltnhdor'I ii llJgll:y 'O)t oofiug&!iOJ\, WiflOUI ~lldpdon al 

	~lll• ci»e ranged hbm0.1to1.5 ~n:b~~hec»Mi 

	cytoc:f\T'Dmt P450 _..%)"1T1•15. Tht Pl'inelPll f'OlCH Clf ~t.nt mell'fldon. 
	rang1cstrcm1.otoa..o fllO'icot'll'lin.At"l'loal.\ld)ihmllOto~~ 
	si--oni<illlOn. end ....-. oni, .,. at a. -r..i ..., a. ..­
	fT'ICll of h 1Utcl ntn -' one hour itpnMnl M 115 mint.JttL l'l'Mt ldCBllcnal decl
	U'ld\M'IQlld.Anmlll Oltll :NI lbt rrwlUofltt1 .,. ~ 
	ndlce.te 

	...,,.tcw1 hwfQCQ,lf'lik'lillQt'Ol.ICl•W~nottii.~"*9.... no pe.clebo group 10 .,,..,.,.. !tlfe).
	Sp«i#-lM phe<noooldnctlCo cl--.""'fnfuen<od"" 
	'O'. ;iender, or rac• in tiv·c•n.ntNto e.~,,.,..,.., ftlocb cd rerilll and t"otpallc 
	dyl!l.l'ldlon 1ra dnabed ~Thtt'l't ti-. bMtl no 1oJmtl Clrug-drug intetacliOn 
	INDICATIONS AND USAGE 
	n.dtt Ullng lntr..,.nouc '9no!CICJ9&.."':l. l'tnc:;doplm ~tlj~dilnIll incictllltd Sor tho~ftlft-ttrm {!JP» 48 
	hol.lrsj ~of OC!Wl't ~eftll'liton wh•n ,_.,kl. blA quickly ,...-:titil, aftd CUrifolil studlM ~ttctJcllOn d blood pt1taure Is clnlcdy lndt:':8lld. lnet.ldng ITll!JeMnl In • nandom%ed ClcMll...oiM, p~-c:onrtlled, $9°'4> 111!'.ldy rn 32 oehr* wll\ ~1>nWith Oftt(lo!'&llng end-ort;an b\dl)n, Tl1l'llllOrl ll:t 0!11 therAp)' .._ miu '°modefl tt t...-1hf?tt11tn1ion (clukSc liood ~tlftll:trwttn 9$ and .1nohrtlQMIC111bV11t~ttnt*-l*kJ(IP!'Mantll9Clf1c:urtlgftl)o'ldepern 119 rrrnH~. ud a nv.an butlitpl'IM"119 0( &llou
	PhllnnModyfltMl'.at 

	---48hlxn.W!'.enkllullanl--llloodpf-~ 
	-.dog ...,,,.,..... -........,.,.
	or.d ---ltnlog Of Iott ....... .
	---~,,...i-oJ--llldyllJ9!lula •jJJoodotin-•._-~lllO-:oJl~n"'dNll•~lnthtlf'MiMllnogwiDit~to0.8~nfhanto0.~~. .,.~popufe:!on ts unknown and pn:i&Uty tow. &&Ittmewly !a..... mc:w. t~ly!n Ull'ndC.""""'" lri r:one.......ic .,.,,.., 
	.........

	PRECAUTIONS 
	lr.7moeuW ~:In a dinicel Mucty Q# 12 ptltra: wW'I ~•n-•nllo&11a.uoamaor ~twenWO'\ ~bsle!lne lntr90CUllt prel.._.,. WU 29.2 rTm Ha 'Nltl a N14•ol~.o11>33.0mrn Kg), :Nu11Cn ot ~11ea"""•e• Nnn iromo.osaoo.&~mhOW81t3.ShourptrtOd....StdoltodtPtnd1nt.-.:n1eli6 lh INl90CUar preuure (IOP). H. ht peak t"8a. the l~PfMIUl'i'flllt f'llwd by e mt., of ~-5 ~Hg ~11.ni;t -2.0 1D +UfM'I Hg, ccrreClad tar ~etre~ l}?cK'I dile«Jllnudcln. d lht~lnlunon, N IOP ,..,Md10b191fl1'!&"8luet wlllln 2 f'loun. F\maldoPtm tdrmtttra11cn ,o
	T.c.hycanr:r.~aa..a~c~a('att12.-ldtltfeS), 
	•-"""w"*'-.-0.1_..,.1....,.udo-...,tlrnl Wt iemetw dttlnhla:i. ~d::leel. 
	HypoUinaton.: ~._,. OCC811'oo•ly produce ~nypotenlbl and dOee mo,,...;ng of blood ,......r11 dJt1na ~•tdOn ifi ....n.,. {See AMrw -ors). 11& polli>J•ly iapO<Wll .. ..,Id oyotoml< !W-­aelm~rtng tl'le ctu; topdtrlll who ht#su-.cien _,,c•nbt1I W&rt:lbl or lltfT'~. 
	Kypo!aUtm;a: ~In MMn p«aulum oCCMI~ to VG)liH below 3.0 ~W9flt cOMM~..W ltM th&l'l 8 h«n oltlnc£doplmlnfutfl0f\. It la f"IOl e1e.arlr the~n:llwM a~tW,tliarelil'llltfl fllnhtnCIO -.~m 
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	adt111wa or a. dl!'td. drug''"'~Cvf.ng Glllbl vWa. oleoW~wwe monacnd al ~fit a holra. HyJN:*a.ltlri• w. Wftll9d with Mll'le~. on!! "' llOfl...,. ~Pl.lfe!'lt Miii~ al'IOl..Ad il'ICIUIM •i:P~ll'I': &Mnllon '°.,.n&'tclr.:t,4tl. 
	lntraYanO.J9 

	rnt1~ ~.,,,. hlw'1 .,._. no format lnter&=tG'I 51\.ICIM, 
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	........... 1onc1-hao-. -tor><t 1.r.tyw11h<1n9 """' .. c1g;1a11.vid .,..,.9u&1 nbos~ln. Tho1'e la l!R!Dd oaper!ence frill\ ooncornlttnt tlll~-.-its--"" •" ••·ll~ra. ~odDlfa. ~ct.amai­
	elodQilrt, ACE ~.WIC! c.'lul'9t5e8(oCl!h1hlu:id9-4~lla llndSoopt. 
	ewdr!o~M~lftll!all"l'Mllll ot Fet91ty: In a 14.tne!nV'l ltUdy, me. .._..,.,,_ltr"ol:lop,..,,111u.~or$0~cq,-....i..:is~ en dfY • d ~ ll'lcfllia .tio... o;ntRltl • .. in¢ictlttte oJ
	M 
	.....,ct 

	~·,..,,..motrn ,,. tt;._.-......, Md .tnfncn•• ~Jdinciera:1 
	~d-rl\lol••,.·--d11\e __...._ .. 
	~an...._~.,~-.--.'*'~N:'llldd•arduppeir-doee 1i1W9t tl&d a l'ltclfM!' tr.cfdira ._..,c --ol t~cl~~Tftlll P1"*dr: ........, "'°''...t-:f.t..rdlo.~...~~ 
	In 1 Mo.-Olldy.,.. -0<"1y., __,. 11 5. 1C "20~"1· 
	l!ot25..
	_,__.,.,...___..
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	day m d N ~.ll'OIJllld M 11r.at... 1.tiora tm:lllil h"'h:lld9nc:e or•rl MOpln...,._ Coqlia."9d Wlft ,.con.~1. NI " ~f1'id. ""'~gcupt Md 
	•ri'i>"~-"'"""'"'.,.._
	,.,.. "''-Jlll-olool~-·"
	h ft dio._,.. ""'*dopem <Id~lrda bucatlll pwt m$1l~ ~lhil Arr. Mtor mall"l"!Can :•:ii• nJlllllal I':t.Ct\._ twns~rO'llfJ fCHO, ta .._,,. ~ ,.. ti ..., CftD"'Olr-..1 m.~._.. .-, c~o eelll. ~., allO:iAtd with ft&lll!.ca!ll/ t lilll\'!"Cl.l"t ~dol~N lnefHIM ti'\ cll---ondlnthoproporto•ol-IM--. rioCf\ro~dc.mlQt --.li11• 61 -.0rr.1118 'lf'.Mlnucllul or bona ISl8llQlllf 
	1...,, TPI• *• .....,,1 t~ 
	oan&4iCl'l U.tt fllnoldepem ii net gerief.Qldg or
	...._..... 
	ora: r.:t..-ancl""*" ~~~_.1In fnllt end~,.. &I f2.6. t7.5 Gt 75 mr~~"o tf'll&l:"l!l'ltl'lt of ....ty or rep~u::llCn ~C:uttortn~ 
	flt•~· PNJ/f'll""fC•t.,ot't • .Of'lt rtJ)fOclucdon iludi. h&11'8 beef'! pedorrned 
	-

	In -pd ""'°'' .. ­
	d 12.6 oo 200 "'lli'<l>'cll)I and 8.21 lo 21 ~O)I. 
	.._.~vttv.8'.dl1 hlve ~~~taoi:l:hy at !he high•• doMe: 1at4ed b.tt no 4Mdtn'9 of l~#!Wd r."11¥ er ttatrft to th• ttw 4» to~· J~. f'Mll'CI ...no ltdllq.IAM Mid wtl•ciontd•d stuCllM h ~~.~1.rimll ~on liWdllN .,.. ""' ~prt<:lalve Of roman Ill~ filnolOc:tWA 
	1houlcl ..-In_....... OlllfY d11~~ ntll<lll<I. 
	Nur911tt Mothwa: l"eno~I• DGl'Mld tn n-Sc h r«1IL ti k ~know.In 'llllhelthtt t'lll C1tUQ • ~,.*'1n n1.1T11n IWlk. 81c1uM many dt\91 a ~in t.unM i'Mtk. OMllll:w\ lhcMlld b1 11C1reltld ..n.n f9l'!Olcftil*" 11 tldmnlflltffdl to • ""\'ah& 
	,..,,..,,, 
	ADVERSE REACTIONS 
	ftr.Gldop1m _... • doeH'lfllld rta In t600d Pf'Ml:.11"1 1nd h:t'MM .., l'ltart,... 
	!OM "'-""--..-Lid Hyt>o<ar.llcn~ lo -Od ol•!all -··cl 
	-""'-In F•-----a"' (4113') d p&B­
	wlrw:l..,_M:tLM at .ct-. W. ~!'I tfoocf ptal'.Jf'I, lna'Mled hN.tt rate COIJld.., ~IMd SI a.cNinic cudK IWnll or~Miii-.., llb:Url' Niee 
	.,.,.. h..-not.,_, cb wwllll. ll'le mm a.mm t'Wll'ltl fllQOl"1d • 111odMld -'lh tltnaldo;itm w. .. >i...W.. c:ut&tlfiOUI dl1t«i (U~, nauwa. aid "'r'P.,...,,.Mah tlfOt*i 11'1 l'IDIW Nn &% et pa1--. 
	...._,_....,."' k'l IOftlftMN .W• I"..,,_,....., -Mf'OtOC-moratw:OIQ In ""'do*'c·-(cnce1-11' 
	_,..,~~lntllt""d.-c_a._111 p-dln""lll~'llllloby--lbn,..ono-­
	_...,.._.,_,.,,..,.._ -·· "'"*'4 
	Talllo4 
	ADV-1 IYIHrl• F-RX£1>.00SE INFU$IOll STUDIES BY 
	• .
	~GllOUP ~-DOHt~n) ....,aptem -~,... :-...U)> (!1 • 111 ~W..~.J:.41n• • 2 0'1• 11 Body. --··I , s • 7 . • 1r>,1oaeoo 111t I -I 0 I • 0 a 2°"*'-BT·T I 0 • • 0 t 0 .,,.,••,.1111oc I r.~T-'I ln\'l'lorO . I Fl..°"'"Q I 0 • 0 0 ' 8 I >wo"...,.bn.. I 0 o I • 2 l • 2 i ..:-\0 • I • 0 ' 0 0 To~., : 0 3 0 0 • 2 Dtglll\W ....... l • I • I $ 4 V~ng I 3 • • • I 2 A-..ipa>ll. 0 : % NC:wte ~ 0 0 2 ' I ContSP.,-on 1 0 0 • 0 • 2 ! -I o I 0 • • 2 0,_n1 3 0 ...,.on1I i J itl'l.....lci 2 0 • 0--~···I o I • """""' --..~ ~ . 2 0
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	Thi od.-.9Wri ind~Illttd t*aw'I.JI-.:::en OOlttVllDnt ol a.I" 1l#J lorddopom t...,od p.,,.ll'dr«•1'<1 tn tlw-­
	En1t:a lllPOrtM...,.•~"""-Q.ltoft fn ~t~1Kwtth ~" 
	....._. 
	•1r.1~ee. pe~or.a, brai:tycu:la. hean 
	talln, :.dle!T& hHrt~illeeM, l1'r)'OC:l.l«al 
	lnfatcllcrl. angl'\I pec:IO!'lt 
	Figure

	lllVllod8UN.llfYalld...,..gluCOM.tl,_ 
	tl'Ml&rn!nt..., tilVftld U>I Mn••cllr.I cheat pain. P1f'81tll Jeu~la,,bledng ($,,'11tt1t&, up~trrt~cry~ittwder dt11~1111. 
	ANIMAL TOXICOLOGY 
	unutulll ta(i:;OICQle ~igt (a."M1i.J Melons M lht I'll) • ~m,,. ~t>.iow.. TMM rtl'ldlngl l'l.-4 nGt ~4llMr4CI h mice 01 C!oga. Mo ~den09of• t11riltr"8100 ln hum1n1 hubnf\ ct1Nm1d. 
	A~llc.,_ ch.,.._it.arlzed by meCllli1 IWOl'Qlll1 •rid t\11'1"0'ttl1g1 h'1W ~WIM'I nnd ~rile&tWM ot ... glVlt'. lilr~m~• ltf monUn:.;a.a ~cu•~MdOMI 01 c eo '00 ~~lotz.,. ho.;"" Th• lnG°dllnao of ._. le8on• II dO•• ttlalld. kttile *'°"" mCll""pt'(lle~tv tlll'l:!cal ID P.:JM cbMmld Wlh tln.;ldopam IWr;t bltn l'IPl)1td it""""-•d..,.dq:Mlil'lt. ::t.11. _ ,.,...............,,,..,.,t>!o.....,llMMl--clD.<;toodopwnrpc 
	., U11• 

	."""'*""St.IChlellCl'lt,,.. ft~~·"...,'" dngl:.,..,..«-...,., 100 '~"' 
	ti,.~.,_......ncx..-:rwsion tor !ti f'CU"-ftCf .,.lt"V •.-n In dogs frt'-.:aed a1 ._.amt dcia Wino.rt dat:f'-24...lhlcW::tl9gnflcL-.c• al ..fi"drO 
	................. .
	OnlllQ'r...,_d_Vl_ollO.,ll~orZOlo21"""'°""1 IC,_ bt24 tYICllO'il ~I'"VWt hdd• ll09 al ,otytr•rw. nioclmt c:ion..,.t ta addt.. iucl\ M...Wirt net'"".. ratl 0.-"'-' 5 ~d~t:1 l'I
	-g-hdlugal-...:0$0__,.,,.._ 
	OVER.DOSAGE 
	~lt"IOti:fcipwn ~-W.11.i• hu "°" bM1 "90ftl!S. The ftlOtt ~ra1~ wcw.;dti-1 CIC~~wHch•"O'J'O Oii ~WWW!~Cl9CO'IJ'1*l0'1 ft~Odt~tne.IRrK. 
	OOSA.OE ANCI ADMINISTRATION 
	Tho oplrooi -•ltudo ~n ol--·IO IM.l:ilon lnacutly-MI
	h»'I' nCll? ~rtpo1V:.;)' i:-.1, 1n _.191, ~dlllV an:: too rapid '*'-u11t1o a_;:ipew uNla*-bla In ti<*__.,. An lrCaU fona)daplrn ,,..Y• 
	p.._..
	c211wmr.td. 

	lr(ec:tlan doee ':M:/ i.d'ICMft t'10m 1'1>111 2 rel 3 Int. Clr'llcel ~· StC!iOl'IMlPl'OCi.l~l.,_d...l'tCl't\liQl'll.__Mlll"~dtiloodp~~tl a g,.,... C!lnle&J 1~ui80r'. oo... ~o.f '~"*'1'11¥9 very madelt t!hc.11: and appou orfy m11Vnlly UHftJ :, t~.a. PQPVl&tlor:. tn gtntl'.I. • 1'• ,,.. a.it ~ca.hwe !I a .,_., .:d mort lepCd blood prttwt• ..-du:Uon. l-llowtvec. bftrlnlll' doM1(0.03to0.1 ~O"'Q'm"') Dt..ttel 11D!My kl-.. b-.. HIOdlltd""" .... ntlloc ~11'11' MN N~rM11l 110... (•CU 1•D'~). tn clrl.cel k•anrrom 0.
	'~rnallylaKe IJ'8ecfon tlrJA/d be aGtllntdcll"td by ooM!nuaMs i"l...,'lW, "*-tlon. A botut dose ah Nd not be UMd. ~linn&nd r11phJ docrttMt ot blood pc'MlllN lholtld .,. IYCIOt<I. Thi ll)l!Jtit GOM tftauld be tM:rued <4'W"1RI OI 
	c:lownwatd. no rnoc• ~I*.-.ry 15 ._(#Id~frtt(J.181Utv u QOlll preuwo k •Poro1ch1d) to 1.Qtltlvt tht dHh•d li•RP•ueic •11tet. ni. rcocmmcndcld lnc1wmm'8 lcr UrtrOon art 0.08 to 0.1 ~n, 
	UBe of e Cllib1Wt°'d. mecl'll!'llCel l~llOnpump 9 f04iClm!Mnchd ror pf'Optr C01'11rOI of ~r• dutlng ttnoiOOp&tn mHylMt ~Cl! lnl\..llloft. In elN~ Mala. ~m..,W.~11Mtnrot-11r.1y,,..--•.,•-lol
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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
	x
	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 
	Table of Contents .
	Table of Contents .
	Table of Contents .
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	Table of Contents 
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	2 .

	Chemistry Review Data Sheet
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	3 .

	The Executive Summary 
	The Executive Summary 
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	8 .

	I. .
	I. .
	Recommendations
	......................................................................................................................
	8 .

	A. .
	A. .
	Recommendation and Conclusion on Approvability 
	....................................................................... 
	8 .

	B. .
	B. .
	Recommendation on Phase 4 (Post-Marketing) Commitments, Agreements, and/or Risk .

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

	II. 
	II. 
	Summary of Chemistry Assessments 
	......................................................................................... 
	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 
	.......................................................................................................................... 
	9 .

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

	Chemistry Assessment 
	Chemistry Assessment 
	.......................................................................................... 
	10 .

	Chemistry Review Data Sheet 
	Chemistry Review Data Sheet .
	Chemistry Review Data Sheet 
	Representative: Marilyn Friedly 
	Telephone: 614-486-7360 .Fax: 614-486-9029 .
	8. 
	8. 
	8. 
	DRUG PRODUCT NAME/CODE/TYPE: Fenoldopam Mesylate Injection, USP 

	9. 
	9. 
	LEGAL BASIS FOR SUB:MISSION: FFD&CA Paragraph II Certification: Tue basis for submission is the approved listed drug Corlopam® Fenoldopam Mesylate Injection USP, the subject.ofNDA #19-922 heid·by Abbott Hospital Products a division ofAbbott Laboratories. PhannaForce .certifies that in its opinion and to the best ofits knowledge, no unexpired patents exist for Corlopam® Fenoldopam Mesylate Injection USP, the subject ofl\lTIA #19-922 held by Abbott Hospital Products a division ofAbbott Laboratories. The drug 


	J0. PHARMACOL. CATEGORY: Hypertension 
	11. 
	11. 
	11. 
	DOSAGE FORM: Injection 

	12. 
	12. 
	STRENGTH/POTENCY: lOmg(base)/ml 

	13. 
	13. 
	ROUTE OF ADMINISTRATION: Intravenous 

	14. 
	14. 
	Rx/OTC DISPENSED: X . Rx OTC 

	15. 
	15. 
	SPOTS CSPECIAL PRODUCTS ON-LINE TRACKING SYSTEM): 


	_ _ SPOTS product -Forni Completed 
	X 
	Not a SPOTS product 
	16. CHEMICAL NAME; STRUC~FO~\.fl.JLA, MOLECULAR FORMULA, MOLECULAR WEIGHT: 
	. ,. 
	........... 
	........... 
	~ .

	~ 
	Generic Name: Fenoldopam Mesylate .Chemical Name: 6-chloro--2,3,4,5-tetrahydro-1-( 4-hydroxyphenyl)-[1 H 1-3-benzazepine-. .
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	A. Drug Product Information 
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	Test Product 
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	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 
	Figure
	Paaka..sz.Q 

	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~----
	-

	Chemistry Div. I Ir.,i.tials____ Initials Pf 
	L,.,_,.~)~ Cc::nme:"lts: 
	_______...______

	i)r-~och,.,.,'/#-. .Q.QI 0~-NS .:Ort ? 
	RBVIEWER: .DRAFT Paoltaqe FINAL Pa.ckaqa 
	4. .Frank Holcombe Date Date llh..,,..!°}/o
	!nit_,.i_..a..,...i._s____
	Assoc. Dir. For Chemistry In;i.tials ~ ~----­
	~o~.ments: (First ~eneric drug review) 
	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: 
	6. .Gary Buehler Date /J,/i/o3 Date 1tJ,/0 J Director, OGD Initials '5 Initials-...C5=­
	ts: 
	CoJ::Ut1.en

	First Generic Approval a PD or Clinical for BE o Special Scientific or Reg.Issue a 
	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. .
	0 

	;arah\Templates\App:rovrou2.doc 
	Page I of2 
	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: ·~~,,;..~;.. 
	~~~~'~ 
	r~~~· .
	! •. 
	> ·: ~·: ~;{.;,\ · 
	~ . , ,f, . 
	. 

	... 
	... 
	; 

	:,,:' ·..; .... 
	:~~: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) 

	d. 
	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 OffProfile) 
	TOPICAL CORTICOSTEROIDS (VASOCONSTRICTOR STUDIES) 
	a. 
	a. 
	a. 
	Pilot Study (determination ofEDSO) 

	b. 
	b. 
	Pivotal Study (study meets BE criteria 90"/oCI or 80-125) 


	Components and Composition Statements 
	1. 
	1. 
	1. 
	Unit composition and batch formulation 

	2. 
	2. 
	Inactive ingredients as appropriate 


	Raw Materials Controls 
	1. Active Ingredients 
	a. 
	a. 
	a. 
	Addresses ofbulk manufacturers 

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

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

	d. 
	d. 
	Applicant certificate ofanalysis 

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

	f. 
	f. 
	Spectra and chromatograms for reference standards and test samples 

	g. 
	g. 
	CFN numbers 


	2. Inactive Ingredients 
	a. 
	a. 
	a. 
	Source of inactive ingredients identified 

	b. 
	b. 
	Testing specifications (including identification and chara.cteriz.ation) 

	c. 
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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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