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ANDA 77-155

Sandoz Pharmaceuticals, Inc.
Attention: Beth Brannan
Director of Regulatory Affairs
U.S. Agent for: Sabex 2002 Inc.
2555 W. Midway Blvd.
P.O. Box 446
Broomfield, CO 80038

Dear Madam:

This ig in reference to your abbreviated new drug application
(ANDA) dated May 20, 2004, submitted pursuant to Section 505 (j)
of the Federal Food, Drug, and Cosmetic Act (Act), for
Fencldopam Mesylate Injection USP, 10 mg (base)/mL packaged in
10 mg (base)/l1 miL and 20 mg (base)/2 mL single-dose ampules.

Reference is also made to your amendments dated November 2,
November 3, NovembervlS, and December 16, 2004; and January 152
and January.27, 2005 (two submissions).

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 Bicequivalence has
determined your Fenoldopam Mesylate Injection USP, 10 mg

{(bage) /mL, to be bicequivalent and, therefore, therapeutically
equivalent to the listed drug (Corlopam® Injection USP,

10 mg (base) /mL, of Hogpira Inc.

‘Under Section 506A of the Act, certain changes in the conditions
degcribed 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 he adv1sed of any change in the
g:{marketlng statua of thlB drug. SR SR :



http:January.27

- Promotional materials may be submitted to FDA for comment prior
to publication or dissemination. Please note that these
submissions are voluntary. If you desire comments on proposed
launch promotional materials with respect to compliance with
applicable regulatory requirements, we recommend you submit, in
draft or mock-up form, two copies of both the promoticnal
materials and package insert(s) directly to:

Food and Drug Administration _

Division of Drug Marketing, Advertising, and Communications, HFD-42
5600 Fishers Lane

Rockville, MD 20857

We call your attention to 21 CFR 314.81(b) (3) which requires
that all promotional materials be submitted to the Division of
Drug Marketing, Advertising, and Communications (HFD-42) with a
completed Form FDA 2253 at the time of their initial use.

Singerely your%T’ |

b W g 0N

Director
Office of Generic Drugs
Center for Drug Evaluation and Research
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Fenoldopam Mesylate Injection, USP Annual Report

ANDA 77-155 March 2006 to February 2007
Section IiL. Labeling
A. Current Labeling

Final Printed Labels

ANDA 77-155
Carton: 1 mL (10 mg/mL) ampoule

NDC 078 1-3005-71

. Fenoldopam . 10 mg/mL
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Fdnd:lopam Mesylare
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10 mg/mlL

NEXC 0781-3005-71

Fenoldopam Mesylate
Injection, USP
10 mg/mL

DHLUTE PRIOK TO IV INFUSICN
Sterile

1 mL Ampule

Rx only
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Broomlield, C0 80020

1002717

T



Fenoldopam Mesylate Injection, USP Annual Report
ANDA 77-155 March 2006 to February 2007
Section III. Labeling

A. Current Labeling

Final Printed Labels
ANDA 77-155
Carton: 2 mL (10 mg/mL) ampoule

NOC O7B1-3005-92

Fenoldopam 20 mg/2 mi
- Mesylate A * (10 mg/mi)
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20 mg/2 ml (10 mg/ml)
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Fenoldopam Mesylate
Injection, USP

20 mg/2 mL

(10 mg/mlL)

DHUTE PRIOR TO IV INFUSION
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2 miL Ampule
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Fenoldopam Mesylate Injection, USP Annual Report
ANDA 77-155 March 2006 to February 2007

Section II1. Labeling

A. Current Labeling

Final Printed Labels
ANDA 77-155
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Fenoldopam Mesyiate Injection, USP Annual R
» eport
ANDA 77-155 March 2006 to February 2007

Section III. Labeling

A. Current Labeling

? Final Printed Labels

Package Insert

S SANDOZ

PACKAGE INSERT

Fenoldopam Mesyizie Injection, USP

10 mg/ml

Ax GNLY

DESCRIPTION

Fencidopam Mesylate Injsction, USP (s a dopamine Dy-ike raceptor agonist The product is formulated as a solution 1o ba diluied for
Intravenous infusion. Chemically it is 6-chloro-2.3,4,5-tatrahydro-1-(4-hydroxyphenyl)-[1//1-3-banzazepine-7,8-diol methanssulfonate with

the following structure:

.

oM
L=
wd
fenpidopam mesyiate

Fenoldopam mesylate is & white to off-white powdar with a molecular weight of 401.87 and a molecular formula ef Cy,HyGINDS. Itis spar-
Ingly soluble in water, ethanal and methanal, and is soluble in propylene ghyeol,

Ampules: Each mL contains: cilric acld 3.44 mg, fenoldopam mesylate equivalert to fenaldopam 10 mg, propylene glycol 518 mg, sodium
citrate dihydrate 0.61 mg, sodium metabisulfite 1 mg, and water for injection,

CLINICAL PHARMACOLOGY

Mechanism af Actian

Fenoidopam I8 & rapid-acting vasadilator, It i an agonist for D,-like dopamine recoptors and bings with modarate affinity to e;-adrenoceptors,
It has no significant gtfinity for Dy-fike receptors, c; and P adrencceptors, SHT, and SHT, receplors, or muscarinic receplors. Fenoldopam
s a racamic mixture with the R-isomer respansibla for the binlogleal activity. The R-isomer has approximately 250-fold higher affinity
for D.-like receptors than does the S-isomed. In ron-clinical studies, fencldopam had no agonist effect on presynaptic D-like dopamine
receptors, o7 a- or f-adrsnocaptors, nor did it affect angiotensin-converting enzyme activity. Fencidopam mey increase norepinephring
plasma concentration.

In animals, fanoldopam has vasodilating effects in coronary, renal, mesemeric and peripheral arteries. All vascular beds, however, do not
respond uniformty 10 fenoldopam. Vasodilating effects have been demonstrated In renal efierent and afferent ariorioles.

Pharmacokinetics

Adult Patignts: :

Fenoldopam, administered as a constant infusien at rates of 0.01 to 1.6 meg/kg/min, produced steady-stats plasma concentrations that were
proportional to infusion rates. Taa alimination haif-life was about 5 minttes in mild to modarate kyperlensives, with [itle difference betwesn
the R-{active) and S-isomers. Steady state concentrations are attzined in ahout 20 minutes (4 half-lives). The steady state piasma concen-
trations of fenoldopam, at comparable infusion rates, were similar in normotensive subjects and in patiants with mild to mederate hyper-
tension or hypertenstve emergencies.

The pharmacokinetics of fenctdopam were not infiuenced by age, gender, or race in adult palients with a hypertensive emergency. There have
been no formal drug~drug imeraction studies using intravenous fenoldopam.

Clearancs of parent (active) fenoldopam is nol altered in patients with end-stage renal disease on continuous ambuiatory peritoneal dialysis
(CAPD) and is not affected on average, in severe hepatic failure. The effects of hemodialysis on the pharmacokinetics of fenoldaopam have
not been avaluated.

Padiatrie Patients: Information related to the pharmacaokinetics of fenoldopam Injection in pediatric patients is approved for Abbott Laboratories’
fenoldopam drug products. However, due to Abbatt’s markating exclusivity rights, this drug product Is not labeled Tor pediatric use,

In radiolabeled studies in rats, no more than 0.005% of fenoldopam crossed the blood-brain barrer.

Excreticn and Metabolitm

Radiclabeled studies show that abaut 90% of infused fenoldopam is aliminated In urine, 10% in feces. Elimination Is largely by conjugation,
viithout participation of cytoshrome P-450 enzymes. The principal routes of conjugation arc methysation, glucuronidation, and sulfation.
Only 4% of the administered dese is excreted unchangoed. Animal data indicate that the metabolies are inactive.

Pharmacodynamics end Clinical Studiss

Adult Pailents:

In & Endomized double-blind, placebo-controlied, S-group study in 32 patients with mild fo modorate essential hypertansion (diastolic blood

pressure between 95 and 119 mm Hg), and 2 mean baseline pressure of ebout 154/98 mm Hg, and heart rate of about 75 bpm, fixed-rate

|V intusions of tenoldopam produced doso-related reductions in systolic and diastolic blood pressure. Ifusions wers maintained ai a fixed

rate for 48 hours. Tabla 1 shows the results of the study. The onset of responso was rapid at all infusion rates, with the 15-minule response

representing 50-100% of the one-hour respanse in all groups. There wae soms suggestion of partial tolerance al 48 hours in the wo higher

dose infusions, but & substantial effect persistad through 48 hours. When infusions were stopped, blood pressurs gradually returned
to pretreatment values with no evidence of rebound. This study suggests that there is no greater response to 0.8 mog&o/min than

10 0.4 meg/kg/min.
Table 1
PHARMACODYNAMNE EFFECTS OF FENOLDOPAM
1N MILD TO MDDERATE ADULT HYPERTENSIVE PATIENTS
Time Point and Mean Infusion Rate (mog/kg/min)
Change from Time Zaro Platsbo 0.04 0.1 (1] 0.8

il

+ 8E n=7 n=7 n=7 n=8 n=6
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renoldopam iesylate injection, USP
10 mg/mL

DESCRIPTION

Fenoldopam Mesylate Injection, USP is a depamine D.-like receptor agonist The product is formulated as a solution to be diluted for
intravenous infusion, Ghemically it I8 6-chloro-2,3,4,5-totrahydra-1-(4-hydrxyphenyl)-| 1 H}-3-benzazepine-7,E~diol methanesulfonate with
the following structure:

e,
¢t oyeom

HO
fenoldepam mesylate
Fanoldopam mesy'ale Is a witlie o off-whits povider with a molecular weight of 401.87 and a molsculer formula of €, HyCINDGS. It is spar-
Ingly soluble in water, athanol and methanol, and is sojuble in propylene glyccl,

Ampules: Each mL contains: citric ackd 3.44 mg, tenoldopam mesy/ate equivalent fo fenaldopam 10 mg, propylene glycol 518 mg, sodium
citrate dihydrate 0.67 mg, sodium metabisulfite 1 mg, and water for injaction,

CLINICAL PHARMACDLOGY

Mechanism of Action

Fenoldopam is a rapid-acting vasadilator. It is an agoriist for D,-lika dopamine raceptors and binds with modarate affinity to c,-adrenaceplors,
It has no significant affinity for D,-fike receptars, v, and B adrenceeptors, 5HT, and 5HT, receptars, or muscarinic receptors. Fenoldopam
Is a racemic mixture with the R-lsomer responsible for the biological activity. The R-isomer has approximately 250-old higher affinity
for D,-ffke raceptors than does the 5-isomer. In non-clinical studies, fencldopam had no agoriist atfect on presynaplic D;-like dopaming
receptors, of a- or f-adrenoceptors, nor did it affect angiolensin-converting enzyme activity. Fenoidopam may increase norepinephring
plasma concentration,

In animals, fanoldopam has vasodilating effects in coranary, renal, mesenteric and peripheral arterles. Al vascular beds, however, do not
respond unitormiy to fanoldopam. Vasodilating effacts have been demonstrated in renal offerent and affersnt arterioles,

Pharmacekingtics

Adui Patients:

Fencldopam, administered as a constant infusion at rates of 0.01 to 1.6 meg/kg/min, produced steady-state plasma concentrations that wers
praportional to infuslon rates. The elimination half-life was about 9 minudes in mild 1o modarate hypertansivas, with little difference belwoen
the R-(active) and S-isomers. Steady stale concentrations are attained In about 20 minutes (4 half-ves). The steady state plasma concen-
trations of fenoldopam, at comparabla infusion rates, were similar in normatensive subjects and in patients with mild to moderate hyper-
tension or hypertensive emergencies.

Tho pharmacokinetics of fencldopam were not influgnced by age, gender, or race in adult patients with a hyperlsnsive amergency. Thers have
boon no forme! drug-trug interaction studies using intravenous fencldopam.

Clearance of perent (actfve) fenoldopam is not altered in patienis with end-5tage renai disease on cunﬂnuous ambulatory peritoraat diatysis
(CAPD) and is not affectsc on average, In severe hepatic faflurs. The effects of nemodialysis cn the netics of fenoldopam have
not baen evaluated.

Pediatric Patients: Information related to the pharmacokinetics of fencldopam injection in pediatric patients is approved for Abbott Laborator|es’
fenoldopam drug products. However, due to Abbott's marketing exclusivity rights, this drug product is not labeled for pediatric use.

In radiolaheled studies in rats, no more than 0.005% of fenoldopam crossed the biood-beain barrier.

Excrétion and Metabolism

Radiolabeled studies show that about 90% of infused fenoicopam s eliminated in uring, 10% In fzces. Ellmination s largely by conjugation,
without participation of cytochrome P-450 enzymes. The principal rovtes of conjugation are methylation, glucuronidation, and sulfation,
Only 4% of the administered dose fs axcretad unchanged, Animal data indicate that the metabolites are inactive,

Pharmacodynamics and Clinical Studies

Adult Patients:

In & randomized doubie-blind, placebo-controlied, 5-group study in 32 patisnts with mild to moderate essential hypertansion {diastolic blood
pressure betwesn 95 and 112 mm Hg), and 2 mean baseline pressure of about 154/08 mm: Hg, and heart rate of about 75 bpm, fixed-rate
IV Infusions of fencldopam produced dose-related reductions in systolic and diastolic blood pressure. Infusions were maintained at a fixed
rata for 48 haurs. Table 1 shows the resulls of tha study. The onset of response was rapid at all infusion rates, with the 15-minute response
reprasenting 50-100% of the one-hour response in all groups. There was some suggestion of partial tolerance at 48 hours in the two highar
dose Infusions, birt a substantial effect persisted through 48 hours. When infusions were stopped, blood pressure gradually returmed

to pretreatment values with no evidence of rebound. This study suggests that there is no greater rasponse to 0.8 meg/kg/min than
to 0.4 meghg/min.
Tabile 1
PHARMACODYNAMIC EFFECTS OF FENOLDOPAM
IN MILD TO MODERATE ADULT HYPERTENSIVE PATIENTS
Time Point and Mean infusion Rate (meg/kg/min)
———0  Changa from Time Zero Placebo 0.04 (K] 0.4 0.8
—— * SE n=T7 n=7 n="7 An=58 n=6
__ 15 Minutes of Inlusion*
. Systolic BP D6 156 “19:8 “14=4 24:6
B jasiokc BP 0z2 523 1224 1513 20:4
= Heart rate i w2t2 #3227 #9z1 1163 +18+3
30 Minutes of Infusion*
Systolic BP G5 17186 A8 +6 -14:8 2616
Diastolic BP 63 -1=3 1624 1413 2012
Heart rate 4242 4312 #1042 #1823 +23:3
1 Howr of Infusion*
Systolic BP 15+ 4 227 D27 -26:9 2249
[iastolic BP S+3 922 Af 24 1924 2121
Heart rata +123 +512 +12=+13 11914 12524
4 Hours of Infusion”
Systollc BP 425 -1629 1115 22:1 2547
Diastolic BP A4 +8 Brd 18+9 25:3 -20 +1
Hearl rate +5+3 +6£3 104 42112 +27 2 7

24 Hours of infusinn =
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16 Er‘éirza‘t-m-arﬁ v;ﬂleguﬂﬁl Hé'érlf!enl:a of rebound. This study sugpests that there 15 no greater response to 0.8 meg/kg/min than
1o 0.4 mopfAg/min,

Table 1
PHARMACODYNAMIC EFFECTS OF FENOLDOPAM
IN MILD TO MODERATE ADULT HYPERTENSIVE PATIENTS

Time Paiot and Mean Infusion Rate (meg/a/min)
Change from Time Zero Placabo 0.04 b 04 08 .
+5E n=17 o=7 n=7 n=5 n=§
15 Minues ol Intusion*
Systolic BP Orh -15+6 19§ 14=4 24:8
Diastolic: BP =2 5+3 1214 153 20 £ 4
Heart rate t2+2 +3xd +hel B +3 H9:3
== 3 Minutes of Infusion*
Syslofic BP e 65 1726 -iBx6 148 26:48
Diastolic BP £+3 7+3 -16+4 -14:z3 20%2
Heart rate w2l +3+2 s10+2 +18+3 +23+13
1 Hour of Infusion*
Systolic BP 1544 227 22T 2649 -22+9
Diastolic BP 523 G2 18+4 -19+4 21 1
Heart rate . +123 452 +12:3 41024 w25+ d
4 Hours of infusion*
Systolic BP 415 16=9 31 :15 22:11 2527
Diastollc BP 1418 Bid 189+8 25+3 20+
Heart rate 53 LR 110+4 +#1t2 27 +7
24 Hours of Snfusion*
Systolic BP 206 238 35«7 22+B 23+ 11
Diastolic B8P 1126 1115 23210 22+5 “13+3
Heart rate 4623 523 #1322 417+ 4 +15:3
48 Hours of Infuslen*®
Systolic BP 12+ 8 -3126 -22:8 Y 14+ 10
Diastollc BP £+5 10«8 Be7 912 9+3
Heart rate #1=2 Dxd +1t4 +12+3 -3

* Mean change from time zero £ S.E.

In @ multicentes, randomized, double-blind comparison of four Infusion rates, fencldopam was adminkstersd as constant rate infusions
of 0.01, 0.03, 0.1 and 0.3 meg/xg/min for up 10 24 hours to 94 adult patiznts experiencing fypertensive emergencies (defined as diasiolic
blood pressurs = 120 mm Hy with evidence of compromise of end-organ function Invalving the cardiovascular, renal, cerebral or refinal
syslems), infusion rates oould he doubled after one hour if ciinically Indicated. Thare were dose-related, rapid-onset, decreases in systalic
#nd diastolic blood pressures and increases in heart rate (Table 2).

Table 2
PHARMACODYRAMIC EFFECTS OF FENOLDOPAM
IN HYPERTENSIVE ADULT EMERGENCY PATIENTS

Time Polnt and Infugion Rate mep/ky/min
Pharmacodynamic 0.m 0.03 6. 03

Paramelars n=26 A=24 n=22 ne23
Pre-intusion Baseline
Systolic BP — mean &+ SE 210+ 21 208 + 26 205+ 24 21 +17
Diastolic BP — mean = SE 136+ 16 135 = 11 13314 136+ 15
Heart rate — mean + SE B7 20 B4 « 14 B1£19 B0 £ 14
15 Minutes of Infusion*
Systolic BP Sxd Ttd 164 -19¢4
Diastolic BP 53 L Py -12+2 2122
Heart rate 223 el #2221 +1e?
30 Minutes of infusion®
Systolic BP EY Mad 21+3 16£4
Diastollc BP -10&3 1223 1723 202
Heart rate 23 a1 432 +12+8
1 Howr of Infosion*
Systolic BP 5+3 914 184 2224
Diastolic B2 8:3 1313 182 282
Heart rate 1£3 022 +3z2 +11£3
4 Hours of Infusion* :
Systolic BP 144 2015 2344 37 ¢4
Diastolic BP -12£3 18:3 21+3 283
Heart rate 24 02 22 #1122
* Meanghange from baseline = S.E.

Two hysdred and thirty six severely hype rvam mo<nts (DBP 2 120 mm Hg), with or without end-organ compromise, were
randomized to receive In two open-febel studies eithu. fenoldopam or nitroprusside, The response rate was 79% (92117} in the
tenoldopam group and 77% (90/119) in the nitroprusside group. Response required a decling in supine diastolic blood pressute to
less than 110 mm Hg If the baseline ware betwean 120 and 150 mm Hg, inclusive, or by = 40 mm Hy if the baseline were = 150 mm
Hg. Patients were tilrated 1o the desired effect. For fenoldopam, the dosa ranged from 0.1 to 1.5 meg/kg/min; for nitroprusside, the
dose ranged from 1.0 to 8.0 megka/min. As in the study in mild to moderate hypertensives, most of the effect ssen at one hour
is present at 15 minutes. The addional effect seen after 1 hour occurs In all groups end may not be drug-related (thare was no
placabo group for evaluation).

Padiatric Patients: Information relate’” fr [ ¢ o™armaet. ynamics of fanokdapam injection In pediatric patients & approved for Aoboti
Laboratorles’ fenokiopam drug prosucts, How. ver, die to Abbott's marketing exclusivity rights, this drug product is not labeled for
padiatric uss.

INDICATIONS AND USAGE

Adutt Patients:

Fenoldopam Mesylata Injection, USP is indicated for the in-hospital, short-term (up to 48 hours) management of sevare hypenténsion when
rapid, hut quickly raversible, emergency reduction of blood pressure is clinically Indlcated, including malignant hypertension with deterio-
rating end-organ function, Transition to oial therapy with another agent can begin @t any time after blood pressure s stable during
fennldopam ‘nfusion.

Pediatric Patients: Irformation refated to the indicated use of fenoldopam injection in pediatric patisnts is approvad for Abbolt Laboratories”
fenoldopam drug products. However, due to Abbott's marketing exclusivity rights; this drug praduct is not [abeled for pediatric use.

CONTRAIMDICATIONS
None known,

WARNINBS

Usé ol beta-blockers In conjunction with fenoldopam has nol baen studiad In hypertensive patients and, if possible, contomitant use
should be avoided. If the drugs are wsed legether, caulion shoald be exsrcised bacause unexpesied hypotension could resalt from
beta-blacker inhikition of the reflex response 1o fenaldopam.

Contains sodlum metabisulite, a suite thet may cause allergic-type reactions including anaphwlactic symptoms and life-threatening or less
severe asthmatic eplsodes in cerlain susceptible people. The overall prevalence of sulfite sensitivity in the general population is unknown

e s tlic il i mmbbeceandlin dhan iR nanasthmatis nennie



Two hundred and thiy six seversly hypertensive patients (DBP 2 120 mm Hg), with or without end-organ ¢empromise, were
randomized to receive In two open-label studies either fenoldopam or nitroprusside. The responsa rate was 79% (82/117) In the
fenpldopam group and 77% (80¢113) in the nitroprusside group. Response required 2 decline in supine diastolic blood pressure to
|ess than 110 mm™Hp i the basaline ware between 120 and 150 mm Hg, inclusive, or by = 40 mm Hg if the baseline were > 150 mm
Hg. Patients were titrated to the desired effect. For fencldopam, the dose ranged from 0.1 to 1.5 meg/kg/min: for nitroprusside, the
dose ranged from 1.0 to 8.0 meg/kg/min. As in the study in mild fo moderate hypsrtensives, most of the effect seen at ane hour
is presgnt at 15 minutes, The additional effect seen atter 1 hour occurs in all groups and may not be drug-related (there was no
ptacoho group for evaluation).

Padiatrie Patlaats: Information related to the pharmacodynamics of fenoidooam irjection in pediatric patients is mnmd for Ahblrll
Laboratories' fenoldopam drug products. However, due 1o Abbott's marketing exclusivity rights, this drug prodeet is not labeled for
pediatric usa.

INDICATIONS AND USAGE

Adult Patients:

Fenoldaparn Mesylate Injection, USP is indicated for the in-hospital, short-term (up to 48 hours) management of severe hyperlension when
rapid, but Yuickly reversible, emergency reduction of blood pressure is clinjeally indicated, Including mafignant hypertension with deterio-
rating end-organ functien. Transition to oral iheragy with another agenl can bogin at any time after blood pressurs is stable during
fanoidopam infusion,

Pediatric Patlents: Information related to the indlcated use of fenoldopam injection in padiatrc patisnte Is approved for Abbott Laboratories
fenoldopam drug products. However, due fo Abbott's marketing exclusivity rights, this drup product Is not labsled for padiatric use.

'!'liIl!!E!i
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CONTRAINDICATIONS
Nona ¥nown.

WARNINGS

Use cof beta-blockers In conjunction with fenaldopam has not beea studied in hyperiensive patients and, If possibie, cancomitant use
should be avaided. Il the drags are wsed together, cantion chould be exercised because unaxpecled hypolension could result from
heta-blocker inhibition of the refiex response to fensidopam.

Contains sodium metabisulfite, a sulfite that may causa allargic-type reactions including anaphylactic symptoms and Iife-threatening or less
severg asthmglic episodes in certain susceptible peaple. The overall prevalence of suffita sensitivity In the general population is unknows
and probably low, Sullito sensitivity is seen mors frequantly in asthmatic than In nonasthmatic people.

PRECAUTIONS

Intraccular Pressure: In a clinical study of 12 patients with open-angle glaucoma or ocular hypertension (mean basaling Intraocular pressure
was 28,2 mm Hg with a range of 22.0 - 33.0 mm Hg), infusion of fenoldopam at escalating doses ranging from 0,05 - 0.5 meg/Akg/min over
a 3.5 hour peried caused a dose-dependent ingrease In intraocular pregsure (IOF). At the peak affect, the Intracular pressure was raised
by & mean of 6.5 mm Hg {range -2.0 fo +8.5 mm Hy, corrected for placebo effect). Upen discontinuation of the fenoldopam infusion,
the 10P returned to baseline values within 2 hours. Fenoldopam Mesylate injecticn, USP administration to patients with glaucoma or
intrapculer hypertension shouic be undertaken with caution.

Tachycandia: Fencldopam causes a dose-related tachycardia (Table 1 and Table 2), parficularly with infusicn ratss above 0.1 mogfhkg/min.

Tachycardia in adults diminishes over time but remains substantial at higher doses. Ta:l'qcan:lh in pediatric patients at doses > 0.8 mog/kg/min
persists al least for 4 hours.

Hypatension: Fenoldapam may oceasionally produca symptomatic hyootension and closs menitoring of blood pressure during administra-
tion s essentlal. (See ADVERSE REACTIONS). It is particularly important to avnid systsmic fiypolension when edministering the drug ta
patients who hava sustained ar acute cerebral infarction or hemerthage.

In padiatric patients, fencidopam was only administered to patients with @n indwelling intra-arterial line.

Hypokalamia: Oecreasas in serum potassivm occasionally to values below 3.0 meg/L were observed after less than B hours of fenoldopam
jnfusion. It is not clear if the hypokalemia reflects a pressure natriuresis with enhanced potassium-sodium exchangs or a direct drug effect.
During cfinlcal trials, elsctrolytes were monitored at intervals of 6 hours. Hypokalemia was treated with efther oral or intravenous patassium
supplementation, Patient management should include appropriato atlontion Lo Sarum electrobytes.

Intracranial Pressure: The effect of fenoldopam in the presence of increased intracranial pressure has net been studied.

Drug Interactions with Bata-Blockers: Goncomiant use of fencidopam with beta-blogkers should be avolded., If the drugs are usad together,
caution should be exercised because unexpacted hypotension could result from beta-blocker inhibition of the sympathetis refiex response
1o fenoldopam.

Drug Interactions: General: Altheugh there have been no formal interaction studies, infravenous fenoldopam has been administered safely
with drugs such as digialis and sublingua! nitroglycarin. There is limited experisnce with concomitant antihypertensive agents such as
bela-blockers, aipha-blockars, calcium channel-blockers, ACE inhibitars, and diuretics {both thiazide-like and loop).

Carsinugenesis, Mutageness, Impalrment of Fertility: In 2 24-month study, mice treated orally with fenoldopam at 12.5, 25, or 50 mg/g/day,
reduced to 25 my/ko/day on day 209 of study, showsd no increase above controls in the incidence of neoplasms. Female mice in ihe highest
dose group had an incroased incidsnce and degras of severity of 2 libro-osseous lesion of the stemum compared with control or low-dose
animals, Compared to controls, femate mice in the middle- and upper-dose groups had a higher mmdeme and degree of severity of chronic
naphritis. Thesa patheloglc Iasinns were not seen In male migo treated with fenolidopam.

In a 24-month study, rats treated orally with fenoldopam at 5, 10 or 20 mg/kg/day, with the mid- and IIIUI'I -d0se groups increased to 15 or
25 mgikg/day, respectivaly, on day 372 of the study, showed no increase above controls in the incidence or type of nooplasms. Comparsd
with the contrals, rats in the mid- and high-dose groups hed a higher incidence of hyperplasia of collecting duct epithelium at the tip of th
renal paplila, )

Fenoldopam did not Induce bacterial gene mutation in the Ames test or mammalian gens mutation i the Chinese hamster ovary (CHO) cell
assay, In the in vilro chromosomal aberration assay with CHO oslls, fenoldopam was assotiated with statistically significant and
dosa-dependent increases in chromosomal aberrations, and in the proportion of aberrant metaphases. However, no chromasomal damage
was seen in the # vive mice mictonuzleus or bone marrow aseays. The data support the conclusion that fenoldopam s nol penotoxic
or clastogenic.

Oral fertility and gonera reproduction performance studies in male and female rats at 12.5, 37.5 or 75 mp/kg/day revealed no impairment
of fertiltty or reproduction performance dus to fenoldopam.

Pregnancy: Teratogeas Effacts: Pregnancy Gafegory B. Oral reproduction studies have been performed In rals and rabbits at doses of
125 to 200 mg/kg/cay and 6.25 to 25 mp/kolday, respectively. Studies have revealed maternal toxicily al the highest doses tested but no
avidanca of Impaired fertility or harm to the fetus due to fencldopam. However, thers are no adequal¢ and viell-controlled studies in pregnant
women. Since animal reproduction studies are not always prediclive of human response, fenoldopam should be used in pregnancy only if
clearly neaded.
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Nursing Mothers: Fenoldopam Is excreted in milk in rats, It Is not known whether this drug e - reted In human milk. Begause many drsgs
are expreted in human milk, caution should be exescisad when fenoldopam is administered to a nursing woman. =

Pediatrie Use: Clinical study {nformation related te the safaty and ¢flectivensss of fencidopam injeciion in peciatric patiants ages < 1 month
to 12 years old Is approvad for Abbett Laboratories’ fanoldopam drug products. However, due to Abbott's marketing sxclustity tights, s .
drug product is not labeled for pediatric usa.

Geriatrlc Use: Clinical studies of fencidopam did not include sufficient numbers of subjects aged 65 and over to determine whether they
raspond differently from younger subjgcts, Other reported clinical experience has not identified differances In responsas between the eiderty
and younger patients. In genaral, dese selection for an elderly patiant should be cautious, usually starting at the low end of the dosing range,
reflecting the greater frequency of decreased hepatic, renal, or cardlac function, end of concomitart disease or other drug therapy.

ADVERSE REACTIONS

Adult Patiants:

Fenoldopam causes a dose-rolated fali in blood pressure and increase in heart rate (see PRECAUTIONS, Tachycardia, and Hypolension). (n
controfied clinical studies of severe ryperiension in pafients with ond-organ damage, 3% (4/137) of patisnts withdrew because of excessive
falls in blood pressure. Incraased heart rate could, in thoory, lead ta lschemic cardiac events ar worsenad hear failure, although these evarts

have not besn observed. The mest common events eportad as associated with fanoldopam use are headache, cutaneous dilation (flushing),
nausea, and hypotension, éach raported in more than 5% of patients,

Adverse reactions in controlled irials in adult hyperiension

Adverse events occurring move than once in any dosing greup (once if potentially Tmportant or plausibly drug- rolated) in the fixad-doss
congtant-infusion studies are presented in the following table by infusion-rate group. There was no ciear dose relationship, except possibly
for headachs, nausea, flushing.

Table 3
ADVERSE EVENTS® FROM FIXED-DOSE INFUSION

STUDIES BY DOSE GROUP
Fenoldopam Doses (meg/Aa/min)

Platabo 0.01 003-004 01 53-04 06-0.8

Bady System Event n=T7) (n=26) (=31 (n=28) (n=28) (n=11}
Body, General Headache 1 5 4 L ] 6
__ Injegtion sitg reaction ] i 3 0 3 2
Cardlovascutar ST-T abnarmalities 0 2 4 0 1 b

(primarily T-wave invorslion)

Flushing 0 0 0 0 1 3
Hypotension™* 0 0 0 2 ] 2
Paostural hypotension 0 2 0 ' 1] 0
Tachycardia** 0 0 0 0 0 Fy
Digestive Nausea 1] 3 0 3 5 4
Vomiting 0 2 0 ? 1 2
Abdominal pain/Fullness 0 2 0 -0 2 1
Constpation 0 0 0 0 0 2
Diarrhes 0 0 ) 0 2 0
Metabolle and Wutritional Increased creatinine”* 0 0 2 0 0 [}
Hypokalemia*®* 0 2 2 0 1 0
Nervous Warvousness/Anxisty 0 0 1 0 0 2
Ingamnia L] 2 0 ] 1] 0
. Dimingss 0D’ 1 1 2 2 0
Respiratory Wasal congestion 0 ] 0 0 0 2
Skin and Appendapas Sweating i} 0 0 1 1 2
Urapenital . Urinary tragt infecticn 0 2 0 1 0 0
Museuloskeletal Back pain 0 1 0 1 2 2

* Includes evenis reporied by 2 or more patients recelving fencidopam freatment across all dose groups.
** Investigator detined; no protocol definition,

Adverse effects In overall data base
The adverse gvent incidences fisted below are based on obsenvations of over 1,000 fenoldopam ftreated adult patients and not listed in
Tabls 3 ahovs.

Events reported with a frequancy between 0.5 10 5% In patients treated with IV fenoldopam
Cargdiovascular: éxtrasystoles, palpltations, bradycardia, heart failure, ischemic heart disease, myocardial infarction, angina pectoris
IMetabolic: elevaiod BUN, elevated serum glucose, clevated transaminase, elevatad LDH
General Body: non-specific chest pain, pyrexia
Hematologic/Lymphatic: leukocylosis, bleeding
Respiratory: dyspnea, upper respiraiory discrder
Genltourinary: oliguria
Musculoskelotal: limb cramp

Pediatric Patients: Information relating to traatment-emergent adverse svents is approved for Abbatt Labaratories” fenoldopam

Injection drug products. However, due fo Abbolt's marketing exclusivity rights, this dreg product s not labsled for pediatric use.

= ANIMAL TOXICOLDGY

e Unussal toxdeologic findings (erterial lesions in the rat) with fenoldopam &ré surwmarized below. These findings have not been

——== observed in mice or dogs. No evidencs of a similar lesion In humans has bean observed.

Arterial lesions characterized by medial necrosis and hemarrhage nave been seen in renal and splanchniv aneries of rats ghen

' foholdopam mesylate by continuaus intravenons infusion 2t doses of 110 100 meg/kg/min for 24 hours, The incidénce of thase lesions

=== is dosa raizted. Arterial lesions morphologically identical to those ohsarved with fenoldopam have been reported in rats infused with
dopamine. Data suggest that the mechanism for this injury invoives activation of D.-like dopaminergic racaptors. Such lesions have
nat been seen in dogs given doses up to 100 meg/kg/min by continuous Intravenous infusion for 24 hours, nor ware they seen in
dogs infused at the same dose for B hours daily for 24 days. The clinical significance of this finding e not known,
Dral adminisiration of fanoldopam doses of 10 to 15 ma/kg/day or 20 to 25 mg/kp/day to rats for 24 months inducad a higher
incidence of polyarteritis nodosa compared 0 centrols. Such lesions were not seen in rats given § mg/ikg/day of fenoldopam or in
mice given the drug at doses up lo 50 ma/kg/day for 24 months.

DVERDOSAGE
Intentinnal fenoldopam overdosage has not baen reporied. The most likely raaction would be excessive hypotension which shou'd be treated
wifth drug discontinuation and appropriate supportive measures.

DOSAGE AND ADMINISTRATION

Adult Pailents:

The optimal magnitude and rate of bload pressure reduction in acviely hyperiensive patients have not been rigorously determsined, but, in
general, both delay and tdo rapld decreases appear undesirable in sick pafients, An initial Fenoldopam Mesylale Injection, USP dose may
be chosen from Tables 1 and 2 In the Clinical Pharmacology Section that produces the desired magnitudz and rate ol binod pressure
rerdurtion in a olven clinical siuation. Doses beiow 0.1 meg/kg/min have very modast effects and appear only marginaly useful in this
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Musculoskelatal: iimb cramp

Pediatric Patients: Information relating to treatment-emergent adverse events s approved for Abbell Leboreiories’ tenoldopam
injection drug products. However, due ta Abbott's marketing exclusivity rights, this drug product is not labeled for pediatric use,

ANTMAL TOXICOLDBY

Unusuzl foxicologic findings (arterial lasions in the rat) with fenoldopam are summarized below. These findings have not been
observed in mica or dogs. No evidance of a similar lesion in humans hes been observed, &
Arterial lgsians characterizad by medial necrasis and hemomhege have been seen in renal and splenchnic arterias of mts givan
fenoldopam mesylate by continuous Intravenous infusion at doses of 1 to 100 meg/kg/min for 24 hours. Tha incidence of these lesions
Is dose related. Arlerial kesions morphologically identical to those observed with fanokiopam hava been reported In rats infused with
dupamine. Data suggest that the mechanism for this injury invotves activation of D,-like dopaminergic receptors. Such lesions have
not been seen in dogs given doses up to 100 meg/kg/min by continuous Intravenous infusion for 24 hours, nor were they seen in
doge infused at the same dose for 6 hours dally for 24 days. The clinical significance of this finding is not knowr.

Qral administration of fenpldopam doses ot 10 to 15 mg/g/day or 20 1o 25 mg/kg/day to rats for 24 menths induced a highor
incidencs of polvarteritis notiosa compared to controls. Such tesions were not seen in rats given 5 mg/kg/day of fenoldopam or in
¢ micé given the drug at doses up to S0 mgfkg/day for 24 months.

CVERDOSAGE
Intentional fenoldopam overdosage has not been reported. The most likely reaction would be excessive hypotension which should be treated
with drug diseentinuation and appropriate supportive measures.

DOSAGE AND ADMINISTRATION
Aduli Patients:

The optimal magnituda and rate of blood pressurs reduction in scutely hypertengive patients have not besm rigorously detarmined, but, in
general, both delay and teo rapid decreases appear undesirzble in sick patints. An Initial Fenoldopam Mesylete Injection, USP dose may
be chesen from Tables 1 and 2 in the Clinical Pharmacology Section that produces the dasired magnitude and rate of blopd pressurs
reduction in a given clinical situation. Dases below 0.1 mcg/kg/min have vary modest effects and appear only marginally useful in this
population. In general, as the initial dose increasas, there is a greater and more rapid blood pressure reduction. However, Jower inilial doses
{0.08 — 0.1 megfkg/min) Witrated sloxdy have been associated with less reflex tachycardia than have higher initial doses (= 0.3 meg/kg/min).
In clinical trials, doses from 0.01 = 1,6 mog/kg/min have been studied, Most of the effect of & given infusicn rate Is atained in 15 minutes.
Fonoldapam Mesylata Injection, USP should be administered by confinuous Intravenous infusion. A holus dose should not he ussd.
Hypotansion and rapld decreases of blood pressure should be avoided. The initial dose should be titrated upward or downward, no more
fraquently than every 15 minutes (and less frequently 83 goal pressurs is approachad) to achieve the desired therapeutic atfect. The recom-
mended increments for titration are 0.05 = 0.1 meg/kgfmin. |

Use of a calibrated, mechanical intusion pump is recommended for propar control of infuslon rate during Fanoldopam Mesylate Injsction,
USP Infusicn. in clinical triads, fenalkiopam treatment was safely performed without the need for intra-arierial biood pressure monitoring;
blood pressure and heart rate wore monitored at frequent intervals, typically every 15 minufes. Freguent blood pressure monitoring 18
recommended.

The Fenoldopam Mesylate Injection, USP infusion can be abruptly discontinued or gradually tapered prior o discontinuation. Oral antihy-
pertensive agents can be added during Fenoldopam Mesylate Injection, USP infusion or foliowing iis discontinuafion. Patients in controlled
clinical triais have received intravenous fenoldopam for as Jong as 48 hours.

PREPARATION OF INFUSION SOLUTION

WARNING: CONTENTS OF AMPULES MUST BE DILUTED BEFORE INFUSION. EACH AMPULE IS FOR SINGLE USE ONLY.

Dilution;

Adult Patients: i

The Fencldopam Mesylate Injaction, USP ampule conientrats must be diluted in 0.9% Sodium Chlerde Infection USF or 5% Dextrose
[njection LISP using the following dilution schedule:

(T

mL of Concentrate Added 10 Final Concentration
{mg of drug)
4 mL {40 mg) 1000 mL 40 meg/mb
2 ml (20 mg) 500 mlL 40 meg/mL
1mL {10 mg) 250 mL 40 meg/mL

The drwg dose rate must b individualized according 10 body weight and according to the desired rapidity and extent of pharmacodynamic
effoct. Table 4 provides the calculated infusion volume in mlimin for a range of drug doses and body weights. The infusion should be
administerad using a calibratad machanical infusion pump that can accurately and religbly deliver the desire infusion rats.

Infusion rats:
Tabile 4

FENOL DOPAM ADULT INFUSION RATES (mL/hour)
DRUG DOSAGE FOR ADULTS > 40 kg, USING 40 mog/mL CONCENTRATION
NOTE: CONCENTRATION IS DIFFERENT FROM PEDHATRIC PATIENTS, SEE BELOW: PEDIATRIC PATIENTS

Bady Infusion Rate
Weight 0.026 0.05 0.1 0.2 0.3
ﬂgl_ me/kg/min mogfkg/min meg/dg/min mog/kgimin meg/kg/min :
infusion Rates {mL/Mour) of 40 mog/mL solution o
40 15 3 3 12 18 —
50 19 3.8 75 15 225 —
60 2.3 45 9 18 27 —
70 25 53 10.5 21 a5 Se—
80 3 [ 12 24 38 ==
90 34 - 5.8 13.5 27 405
100 38 75 15 20 45
110 41 8.3 16.5 n 485
120 45 9 18 ki 54
130 49 938 16.5 39 585
140 53 105 21 42 B3
160 56 1.3 22.5 45 7.5
Table 4 (continuallon)

FENOLDOPAM ADULT INFUSION RATES (mL/our)
DRUG DOSAGE FOR ADLLTS > 40 kg, USING 40 meg/mL CONCENTRATION
NOTE: CONCENTRATION IS DIFFERENT FROM PEDIATRIC PATIENTS, SEE BELOW: PEDIATRIC PATIENTS

Body Infusion Rate
Weight LS B 1 1.2 1.4 1.6
{IIQ meg/&p/min megAg/min meg/kg/min meg/fg/min mogAg/min mog/kg/min
Infusion Rates (mL/howr) of 40 meg/mL solution —
40 30 48 60 72 B4 9%
50 krd3 ] 75 90 105 120
60 45 72 80 108 126 144
70 62.6 ) 105 126 147 168
&0 60 98 120 144 168 182
a0 675 108 135 162 188 16
100 75 120 150 180 210 240
110 825 132 165 1688 231 264

120 an 144 180 216 262 288
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Table 4
FEMOLDOPART ADULT INFUSION RATES (mLmsur)

DRUG DOSAGE FOR ADULTS > 40 kg, USING 40 meg/ml. CONCENTRATION
NOTE: COKCENTRATION IS DIFFERENT M PEDIATRIC PATIENTS, SEE BELOW: PEDNATRIC PATIENTS
Body Infusion Rate
Weight 0.025 0.06 0.1 0.2 0.3
tig) meg/kp/min  meg/hag/min megrkg/min meg/kg/min meg/kg/min —
Infusion Rates (mlL/Monr) of 40 meg/ml solution’ ——
40 15 E] 6 12 18 I——
- B0 1.9 a8 758 15 2258 e
60 23 4.5 9 18 14 —
70.- 2.6 53 10.5 21 ns . r—
80 3 -] 12 24 k] S —
90 a4 68 135 27 405
38 7h 15 30 45
110 * 41 83 185 33 495
S 120 45 9 18 36 54
130 49 98 195 k) 5B5
140 53 10.5 21 42 63
150 6.6 1.3 225 45 67.5
Table 4 (continuation)
FENDLDOPAM ADULT INFUSION RATES (mLhour)
DRUG DOSAGE FOR ADULTS > 40 ky, USENG 40 meg/mL CONCENTRATION
NOTE: CONCENTRATION IS DIFFERENT FROM PEDIATRIC PATIENTS, SEE BELOW: PEDIATRIC PATIENTS
Body Infugion Rale
Weight 0.5 0.3 1 1.2 1.4 1.6
(k) meg/kg/imin mea/kg/min megkg/min meghg/min mcg/kg/min meg/kg/min
___ Infusion Rates {ml hour) of 40 meg/mL solution e
40 0 48 B0 12 84 96
50 375 &0 75 90 105 120
60 45 72 80 108 128 144
70 525 B4 105 126 147 168
80 60 % 120 144 168 182
90 67.5 108 135 162 189 216
100 75 120 150 180 210 240
110 B2.5 132 165 198 k) | 264
120 80 144 180 216 252 288
130 975 156 195 23 273 312
140 105 168 210 252 204 336
150 1125 180 225 270 415 360

The diluted soiutlon is stabie under ncrmal ambilent light and tampera{.m conditions for at ieast 24 hours. Diluted solution that Is not used
within 24 hours of preparation should be ciscarded. Parenterai products should be inspected visually. If particulate matter or cloudiness is

observed, the drug should be discarded.

Pediatric Patients: Information ralated 1o the dosing of fenoldopam injection in pediatic patients is approved for Abboll Laboratories”

fenoldopam drup products. However, due to Abbott's marketing exclusivity rights,

HOW SUPPLIED

NDC - 0781-3005-71 —1 mlL (10 mg/mL), Single-dose ampulo, boxes of 1.
NDG — 0781-3005-92 — 2 ml. (10 mg/mL), Single-dose ampule, boxes of 1.

Store at 2° to 30°C.

5. SANDOZ

Broomfield, CO 80020

Marufacturad in Canada fy Sandoz Ganada Inc.
Digtributed by Lek Pharmaceuticals, Inc.

an affilizé of Sandoz Inc.

Februzry 2065

MD0ET18

is drug product is not labeled for pediatric use.
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APPROVAL SUMMARY
REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 77-155 . Date of Submission: January 13, 2005
Applicant's Name: Sabex 2002 Inc.
Established Name:  Fenoldopam Mesylate Injection USP, 10 mg/mL

APPROVAL SUMMARY
1. Do you have 12 Final Printed Labels and Labeling? Yes

2. CONTAINER -1 mL single-dose vials
Satisfactory in final print as of the January 13, 2005 submission
WCDSESUBOGD1\N77155\N_000\2005-01-13\fenoldopam 1mLcontainer20050110.pdf

3. CONTAINER - 2 mL single-dose vials
Satisfactory in final print as of the January 13, 2005 submission
WCDSESUBOGD1\N77155\N_000\2005-01-13\fenoldopam2mlcontainer20050110.pdf

4. CARTON - 1 mL single-dose
Satisfactory in final print as of the January 13, 2005 submission
\CDSESUBOGD1\N77155\N_000%2005-01-13\fencldopam1mL carton200501 10.pdf

@

CARTON - 2 mL single-dose
Satisfactory in final print as of the January 13, 2005 submission
NCDSESUBOGD1\N77155\N_000\2005-01-13\fenoldopam2ml carton200501 10.pdf

6. PACKAGE INSERT
Satisfactory in final print as of the January 13, 2005 submission
WCDSESUBOGD1\N77155\N _000\2005-01-13\fenoldopamPI20050110.pdf

7. Revisions needed post-approval: None

8. Patent Data;
Patent Data - NDA 19-922
Patent No. Patent Expiration | Use Code Description How Filed Labeling Impact
N/A NA None There are no unexpired patents for this N/A None
: product In the Orange Book Database.
Exclusivity Data— NDA 19-922
Code Reference Expiration | Labeling impact
|-422 INDICATED FOR THE IN-HOSPITAL SHORT-TERM (UP TO 4 HOURS) 4107 Carved Cut and
REDUCTION IN BLOOD PRESSURE IN PEDIATRIC PATIENTS substituted with
Pediatric
Division/New Drug
Division and OGD
recommended
statemenis
BASIS OF APPROVAL.:

Was this approval based upon a petition? No

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

NDA Number: 19-922

NDA Drug Name; Corlopam® Injection

NDA Firm: Abboit Laboratories; N 18-922/SE-005; Approved April 1, 2004

Date of Approval of NDA insert and suppiement: Approved April 1, 2004; N 18-822/SE-005

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

Was this approval based upon an OGD labeling guidance? No

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



FOR THE RECORD:

1. The labeling submitted by the firm was based on the most recently approved labeling for this drug
product. Labeling was recently approved on April 1, 2004 for the RLD. Used recently approved insert
and container/carion labeling for ANDA 76-582 (fenoldopam injection) produced by Bedford Labs for
guidance.

2. Patent/ Exclusivities:
Patent Data - NDA 19-922

Patent No. | Patent Expiration | Use Code Description How Filed | Labeling Impact
; None There are no unexpired patents for this N/A None
product in the Crange Book Databass.
Exclusivity Data~ NDA 19-922

Code Reference Expiration | Labeling Impact

|-422 INDICATED FOR THE IN-HOSPITAL SHORT-TERM (UP TO 4 HOURS) 4107 Carved Oul and

REDUCTION IN BLOOD PRESSURE IN PEDIATRIC PATIENTS subsfituted with

Pediatric

Division/New Drug
Division and OGD

recommended

statements

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

ANDA: Store at 2° to 30°C.
®)4)

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

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

5. Inactive Ingredients:
The listing of inactive ingredients in the DESCRIPTION section of the package insert appears to be
consistent with the listing of inactive ingredients found in the statement of components appearing on
page 01-003, Vol. A, 1.1.

6. Container/Closure
Containers: Type 1 glass container
Closure: Ampule

(b} (%)

7. All manufacturing will be done by (See pg.01 001) in vol. A. 1.1}

Date of Review: 1/24/05 Date of Submission: 1/13/05
Primary Reviewer: Jim Barlow Date:
. g Ve

Date:

] . //{Q@%@%i*_
A 4
cc: 3 i

ANDA: 77-1

DUP/DIVI FILE

HFD-613/JBarlow/JGrace (no cc)
VAFIRMSNZ\SABEX\LTRS&REW\77 155ap.s.doc
Review

Team Leader: John Grace




REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 77-155

Date of Submission: November 19, 2004

Applicant's Name: Sabex 2002 Inc.

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

Labeling Deficiencies:

1. CONTAINER - 1 mL and 2 mL single-dose ampules
Satisfactory in draft as of the November 2, 2004 submission.

2. CARTON
Satisfactory in draft as of the November 2, 2004 submission.

3. PACKAGE INSERT
Satisfactory in draft as of the November 19, 2004 submission.

Please prepare and submit final printed labels and labeling in accord with the eiectronic labeling rule
published December 11, 2003, (68 FR 62009) that requires submission of labeling content in electronic
format effective June 8, 2004. For additional information, consult the following guidance for industry
regarding electronic submissions: Providing Regulatory Submissions in Electronic Format — ANDAs
(Issued 8/2002)

(hitp://www.fda.gov/cder/quidance/5004fni htm)

The guidance specifies labeling to be submitted in pdf format. To assist in our review, we request that
labeling also be submitted in MS Word format.

Prior to approval, it may be necessary to revise your labeling subsequent to approved changes for the
reference listed drug. We suggest that you routinely monitor the following website for any approved

changes- hitp://www.fda gov/cder/cdernewl/listserv.html or
hitp://www.a data.fda.gov/scripts/cder/drugsatfda\index.cfm

To facilitate review of your next submission, and in accordance with 21CFR 314.94(a)(8)iv), please
provide a side-by-side comparison of your proposed labeling with your last submission with all differences
annotated and explained.

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


http:/lwww.accessdata.fda.gov/scripts/cder/drugsatfda\lndex.cfm

FOR THE RECORD:

1

The labeling submitted by the firm was based on the most recently approved labeling for this drug
product. Labeling was recently approved on April 1, 2004 for the RLD. Used recently approved insert
and container/carton labeling for ANDA 76-582 (fenoldopam injection) produced by Bedford Labs for
guidance.

Primary Reviewer: Jim Barlqrw Date:

2. Patent/ Exclusivities:
Patent Data — NDA 19-922
Patent No. Patent Expiration | Use Code : Description How Filed Labeling Impact
None There are no unexplred patents for this N/A None
product in the Orange Bock Database.
Exclusivity Data—- NDA 19-922
Code Reference Explration | Labeling impact
422 INDICATED FOR THE IN-HOSPITAL SHORT-TERM (UP TC 4 HOURS}) 41007 Carved Out and
REDUCTION IN BLOOD PRESSURE IN PEDIATRIC PATIENTS substituted with
Pediatric
Division/New Drug
Division and QGD
recommended
statements
3. Storage/Dispensing Conditions:
NDA: Store at 2° to 30°C.
ANDA: Store at 2° to 30°C. e
4. Product Line:
The innovator markets their product in two ampule sizes. 1 mL and 2 mL ampules utilizing the
concentration of 10mg/mL.
The applicant proposes to market their product in 1 mL and 2 mL ampules utilizing the 10 mg/mL
concentration as well.
5. Inactive Ingredients:
The listing of inactive ingredients in the DESCRIPTION section of the package insert appears to be
consistent with the listing of inactive ingredients found in the statement of components appearing on
page 01-003, Vol. A. 1.1.
6. Container/Closure
Containers: Type 1 glass container
Closure: Ampule
7. All manufacturing will be done by ®9 see pg.01 001) in vol. A. 1.1
Date of Review: 11/29/04 Date of Submission: 11/19/04

Lt \l“\.ﬁ'?

Team Leader: John Grace @ale:
’ /réc /;/,’»‘?_Af

cc:

ANDA: 77-1

DUP/DIVIS FILE

HFD-613/JBarlow/JGrace (no cc)
VAFIRMSNZ\SABEX\LTRS&REV\77155na3.1.doc
Review



REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 77-156

Date of Submission: November 2, 2004

Applicant's Name: Sabex 2002 inc.

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

Labeling Deficiencies:

1. CONTAINER -1 mL and 2 mL single-dose ampules
Satisfactory in draft as of the November 2, 2004 submission.

2, CARTON
Satisfactory in draft as of the November 2, 2004 submission.

3. PACKAGE INSERT
DOSAGE AND ADMISTRATION -
Table 4: Title — Revise as follows — Delete space between “See Below” and “Pediatric Patients”.

FENOLDOPAM ADULT INFUSION RATES (mlL/hour) DRUG DOSAGE FOR ADULTS > 40 KG,

USING 40MCG/ML CONCENTRATION

NOTE: CONCENTRATION IS DIFFERENT FROM PEDIATRIC PATIENTS, SEE BELOW:
PEDIATRIC PATIENTS

Please revise your labels and labeling, as instructed above, and submit final printed labels and labeling in
accord with the electronic labeling rufe published December 11, 2003, (68 FR 63009) that requires
submission of labeling content in electronic format effective June 8, 2004. For additional information,
consult the following guidance for industry regarding electronic submissions: Providing Regulatory
Submissions in Electronic Format — ANDAs (issued 6/2002)

(http://www fda.gov/cder/quidance/5004nl.htm)

The guidance specifies labeling to be submitted in pdf format. To assist in our review, we request that
labeling also be submitted in MS Word format.

Prior to approval, it may be necessary to revise your labeling subsequent to approved changes for the
reference listed drug. We suggest that you routinely monitor the following website for any approved

changes- httpJ/iwww fda govicder/cdernew/listserv.himl or
hitp://www.accessdata. ipts/cder/drugsa index.cfm

To facilitate review of your next submission, and in accordance with 21CFR 314.94(a)(8)(iv), please
provide a side-by-side comparison of your proposed labeling with your last submission with all differences
annotated and explained.

. Peter Rickman
irector _
Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research



http://www.accessdata.fda.goy/scripts/cder/drugsatfda\index.cfm
http://www.fda.gov/cder/quldance/5()04fnl.htm

FOR THE RECORD:

1. The labeling submitted by the firm was based on the most recently approved labeling for this drug
product. Labeling was recently approved on April 1, 2004 for the RLD. Used recently approved insert
and container/carton labeling for ANDA 76-582 (fenoldopam injection) produced by Bedford Labs for
guidance.

2. Patent/ Exclusivities:
Patent Data — NDA 19-922

Patent No. Patent Expiration | Use Code Description HowFiled | Labeling Impact
None There are no unexpired patents for this N/A None
product in the Orange Book Database.
Exclusivity Data— NDA 19-822
Code Referance Expiration | Labeling Impact |
1-422 INDICATED FOR THE IN-HOSPITAL SHORT-TERM (UP TO 4 HOURS) AMA0T7 Carved Out and
REDUCTION IN BLOOD PRESSURE IN PEDIATRIC PATIENTS substituled with
Pediatric
Division/New Drug
Division and OGD
recommended
statements

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

ANDA: Store at 2° to 30°C. )(4)

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

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

5. Inactive Ingredients:
The listing of inactive ingredients in the DESCRIPTION section of the package insert appears to be
consistent with the listing of inactive ingredients found in the statement of components appsaring on
page 01-003, Vol. A. 1.1.

6. Container/Closure
Containers: Type 1 glass container

Closure: Ampule
7. All manufacturing will be done by @ (see pg.01 001) in vol. A. 1.1
Date of Review: 11/12/04 Date of Submission: 11/2/04

Primary Reviewer: Jim Barlow Date:),l{
1 [ Ve
Team Leader: John GraWate' /,
e 1 fiHhy
A -

cc:

ANDA: 77,

DUP/DIVISION FILE

HFD-613/JBarlow/JGrace (no cc)

VAFIRMSNZ\SABEX\LTRS&REW77155na2.1.doc
Review '
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ANDA 77-155

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

Sabex 2002, Inc.

Yusuf Amin
Chemistry Division I
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CHEMISTRY REVIEW

Chemistry Review Data Sheet

Chemistry Review Data Sheet

1. ANDA # 77-155
2. REVIEW #: 2
3. REVIEW DATE:

16-NOV-2004

4. REVIEWER: Yusuf Amin

5. PREVIOUS DOCUMENTS:

Previo ocume _ Document Date
‘Original 20-MAY-2004
Telephone Amendment 19-JUL-2004

6. SUBMISSION(S) BEING REVIEWED:
Submission(s) Reviewed : Document Date
Amendment (Chemistry) 03-NOV-2004
Amendment (Labeling) 13-JAN-2005
Amendment (Chemistry) 27-JAN-2005
Amendment (Micro) 27-JAN 2005

7. NAME & ADDRESS OF APPLICANT:

Name:

SABEX 2002 Inc.

Address;

145 Jules Leger Street, Boucherville (QC)
Canada J4B 7K8

U.S. Agent:

Beth Brannan

Sandoz Pharmaceuticals, Inc.
2555 W. Midway Blvd.
P.O.Box 446

Broomfield, CO 80038

Telephone:
Fax:

303-438-4237
1-866-301-6408

8. DRUG PRODUCT NAME/CODE/TYPE:
Fenoldopam Mesylate Injection, USP

9. LEGAL BASIS FOR SUBMISSION:
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
Hospira. Sabex certifies that in its opinion and to the best of its knowledge, no uncxpired

FFD & CA

Page 3




10.

11,
12
13.
14.
15.

16.

CHEMISTRY REVIEW
Chemistry Review Data Sheet

Sabex certifies that in its opinion and to the best of its knowledge, the pediatric
exclusivity code No. 1-422 expiring on April 1* 2007 will not be infringed and there will
be no claims on its labeling in regards to this exclusivity (Amendment dated 19-JUL-
2004).

PHARMACOL. CATEGORY:: Short-term management of severe hypertension.

DOSAGE FORM: Injection

STRENGTH/POTENCY: 10 mg (base)/mL

ROUTE OF ADMINISTRATION: Intravenous

Rx/OTC DISPENSED: X Rx ~_OTC

SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM):

SPOTS product — Form Completed

X Not a SPOTS product

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

Generic Name: Fenoldopam Mesylate

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

Formula: C lﬁH; 5C1N03.CH3 SO3H

Molecular weight: 401.87

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

Hypertension

Chemical Structure: C;¢H1sCINO;.CH3SO3H

Page 4



CHEMISTRY REVIEW

Chemistry Review Data Sheet

OH

.CH;SOsH

17. RELATED/SUPPORTING DOCUMENTS:

A. DMFs:

| _ | = DATE
PYE ) TYPE | HOLDER | 12V | CODE'| STATUS | REVIEW | COMMENTS

COMPLETED
I 1 Adequate 11/24/2004 Reviewed by
Y.Amin
I - 4
m
! Action codes for DMF Table:

1 —~ DMF Reviewed.

Other codes indicate why the DMF was not reviewed, as follows:

2 -Type | DMF
3 — Reviewed previously and no revision since last review
4 - Sufficient information in application

S — Authority to reference not granted

6 — DMF not available

7 — Other (explain under "Commeats")

? Adequate, Inadequate, or N/A (There is enough data in the application, therefore the DMF did

not need to be reviewed)

B. Other Documents: None

DOCUMENT APPLICATION NUMBER

DESCRIPTION

Corlopam® Hospira 19-922

RLD

Page 5




CHEMISTRY REVIEW

Chemistry Review Data Sheet
18. STATUS:
" CONSULTS/ CMC

RELATED RECOMMENDATION DATE REVIEWER

REVIEWS
Microbiology Satisfactory 9-FEB-2005 | N. Nath
EES Satisfactory 27-JAN-2005 | S. Adams
Methods Validation N/A
Labeling Satisfactory 26-JAN-2005 | J. Barlow
Bioequivalence Waiver granted 09-NOV-2004 | B. Fritsch
EA Acceptable 11-AUG-2004 | Y.Amin
Radiopharmaceutical | N/A ]

19. ORDER OF REVIEW

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

receipt. X _ Yes No

Page 6

If no, explain reason(s) below:




—erT

Ll A : RN

<SR CHEMISTRY REVIEW e R
Chemistry Review Data Sheet

The Chemistry Review for ANDA 77-155

The Executive Summary

I. Recommendations

A, Recommendation and Conclusion on Approvability
CMC approvable.

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

II. Summary of Chemistry Assessments

A. Description of the Drug Produci(s) and Drug Substance(s)
The drug substance used to manufacture of the drug product, Fenoldopam Mesylate
Injection 10mg/ml, is a white to off-white powder that is| - -
{ )4

formulated with known compendium excipients to form the drug product.

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

B. Description of How the Drug Product is Intended to be Used -
The recommended dose 0.1ug/kg/ml is administered by continuous intravenous
injection with increments of 0.05pg/kg/ml to 0.1pg/kg/ml after 15 minutes followed by
monitoring of blood pressure. Maximum Daily Dose based on 70 kg patient’s weight
and highest rate of 1.6 pug/Kg/min, which is 70 x 1.6 x 60 = 6,720 pug/hr (using
40pg/mL concentration, 168 mIL/Hour is administered). The maximum daily dose will
be 161.28 mg/24 hours. (Reference: Packaging inserts).

C. Basis for Approvability or Not-Approval Recommendation
CMC approvable.

Page 7
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Chemistry Review Data Sheet
III. Administrative
A. Reviewer’s Signature
Yusuf Amin
B. Endorsement Block M\/b’,lp", :
.

Reviewer:HFD-623/Y. Amin/11/24/20 FO& .
Team Leader:HFD-623/A. Mueller/ 70 -a4
Project Manager: HFD-617/S. Eng/

F/: SE ){Q 7—/’ 0/ oS

C. CC Block: N/A

VAFIRMSNZ\SABEXALTRS&REV\77155.REV2.doc




CHEMISTRY REVIEW e TN
Chemistry Review Data Sheet

Controlled Room Temperature Stability Data:

Sabex submitted 9 months controlled room temperature stability data for the drug product
packaged in the container/closure system. There are no significant statistical trends in the
submitted data as the test results meet the current proposed specifications.

30. MICROBIOLOGY: Satisfactory, N. Nath 2/9/05
The information submitted on sterility is currently under review by our Microbiology Team.
Any deficiencies found will be communicated to you under separate cover.

31. SAMPLES AND RESULTS/METHODS VALIDATION STATUS:
The drug substance and the drug product are compendium items, therefore methods validation
is not required.

32. LABELING: Satisfactory, 1/26/05, J. Barlow.

33. ESTABLISHMENT INSPECTION: Acceptable, S. Adams 1/27/05
34. BIOEQUIVALENCE: Waiver granted 11/9/2004, B. Fritsch

35. ENVIRONMENTAL IMPACT CONSIDERATIONS/CATEGORICAL
EXCLUSION: Satisfactory in review 1
Sabex requests a categorical exclusion from requirement of an environmental assessment
statement and certifies compliance of all applicable local, state, and federal environmental
regulations (Section 1.2.7, Vol. 1.1).

Page 20



cc: ANDA # 77-155
ANDA DUP # 77-155
DIV FILE
Field Copy

Endorsements:

Reviewer:HFD-623/Y.Amin/11/24/2004
Team Leader:HFD-623/A. Mueller/
Project Manager: HFD-617/S. Eng/
C. CCBleck: N/A
F/T:

VAFIRMSNZ\SABEX\L TRS&REV\77155.REV2.doc

TYPE OF LETTER: CMC APPROVABLE
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Chemistry Review Data Sheet

Chemistry Review Data Sheet

1. ANDA # 77-155

2. REVIEW #:

3. REVIEW DATE:

1

08/10/2004

4. REVIEWER: Yusuf Amin

5. PREVIOUS DOCUMENTS |

6.
Ongma] 20 MAY- 2004
Telephone Amendment 19-JUL-2004
7. NAME & ADDRESS OF APPLICANT:
Name: | SABEX 2002 Inc.
. | 145 Jules Leger Street, Boucherville (QC)
Address!’| oo ada J4B 7K8
George S. Zorich
U.S. Agent: Roundtable Healthcare Partners,
>+ AUIE | 979 B, Deerpath Street, Suite 350,
Lake Forest IL 60045
Telephone: | (847) 739-3296
Fax: | (866) 301-6408

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
Hospira. Sabex certifies that in its opinion and to the best of its knowledge, no unexpired
patents exist for Corlopam® Fenoldopam Mesylate Injection USP, the subject of NDA

#19-922 held by Hospira.
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11.

12.

13.

14.

15

16.

S
S ey e

'CHEMISTRY REVIEW
Chemistry Review Data Sheet

Sabex certifies that in its opinion and to the best of its knowledge, the pediatric
exclusivity code No. I-422 expiring on April 1¥ 2007 will not be infringed and there will
be no claims on its labeling in regards to this exclusivity (Amendment dated 19-JUL-
2004).

10. PHARMACOL. CATEGORY : Short-term management of severe
hypertension.

DOSAGE FORM: Injection

STRENGTH/POTENCY: 10 mg (base)/mL

ROUTE OF ADMINISTRATION: Intravenous

Rx/OTC DISPENSED: X Rx OTC

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

X Not a SPOTS product

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

Generic Name: Fenoldopam Mesylate

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

For_mula: C15H16C1N03 .CH3SO3H

Molecular weight: 401.87

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

Hypertension

Page 4



Chemistry Review Data Sheet

Chemical Structure:

CH;SOsH
17. RELATED/SUPPORTING DOCUMENTS:
A. DMFs:
R B R T DR S
Il Inadequate | 08/24/200 Reviewed by
Y.Amin
11

! Action codes for DMF Table:

1 - DMF Reviewed.

Other codes indicate why the DMF was not reviewed, as follows:
2 -Type 1 DMF

3 - Reviewed previously and no revision since last review

4 - Sufficient information in application

5 — Authority to reference not granted

6 — DMF not available

7 = Other (explain under "Comments")

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

B. Other Documents: Nene

Corl

Page 5
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Chemistry Review Data Sheet
18. STATUS:
CONSULTS/ CMC
RELATED RECOMMENDATION DATE REVIEWER
REVIEWS
Microbiology Pending
EES Pending
Methods Validation N/A
Labeling Pending
Bioequivalence Pending
EA Acceptable 11-AUG-2004 | Y.Amin
Radiopharmaceutical | N/A

19. ORDER OF REVIEW

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

receipt. X Yes No

Page 6
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o~ CHEMISTRY REVIEW .
Chemistry Review Data Sheet

The Chemistry Review for ANDA 77-155

The Executive Summary

L Recommendations

A, Recommendation and Conclusion on Approvability
The chemistry section is deficient in areas of manufacturing and controls and is
therefore recommended for “not-approvable”.

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

II. Summary of Chemistry Assessments

A. Description of the Drug Product(s} and Drug Substance(s)
The drug substance used to manufacture of the drug product, Fenoldopam Mesylate
Injection 10mg/ml, is a white to off-white powder that is e

B

formulated with known compendium excipients to form the drug product.

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

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

C. Basis for Approvability or Not-Approval Recommendation

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

e The Drug Master File #  ““is deficient.

‘Page 7



CHEMISTRY REVIEW
Chemistry Review Data Sheet

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

Til. Administrative
A. Reviewer’s Signature
Yusuf Amin

B. Endorsement Block

- q{ﬂ lsit

Reviewer:HFD-623/Y.Amin/8/25/2004 [#
Team Leader:HFD-623/A. Mueller/8/28/04

P 1oy y 10-20-0F
Project Manager: HFD-617/S. Eng/9/15/04

Thofvef

f/t:ard/9/16/04

C. CC Block; N/A

VAFIRMSNZASABEX\L TRS&REV\77155 REV 1.doc
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30. MICROBIOLOGY: Pending
The information submitted on sterility is currently under review by our Microbiology Team.
Any deficiencies found will be communicated to you under separate cover.

31. SAMPLES AND RESULTS/METHODS VALIDATION STATUS:
The drug substance and the drug product are compendium items, therefore methods validation
is not required.

32. LABELING: Pending

33. ESTABLISHMENT INSPECTION: Pending

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

35. ENVIRONMENTAL IMPACT CONSIDERATIONS/CATEGORICAL
EXCLUSION: Satisfactory
Sabex requests a categorical exclusion from requirement of an environmental assessment
statement and certifies compliance of all applicable local, state, and federal environmental
regulations (Section 1.2.7, Vol. 1.1).
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36. CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT
ANDA: #77-155 APPLICANT: Sabex 2002, Inc.
DRUG PRODUCT: Fenoldopam Mesylate Injection USP, 10mg/ImL] and 20mg/2mL
The deficiencies presented below represent MINOR deficiencies.

A, Deficiencies:

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

B.  Inaddition 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 is under review . The
deficiencies found will be 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 scparate cover,



4,

The information submitted on sterility is currently under review by our
Microbiology team. Any deficiencies found will be communicated to you under
a separate cover.

Sincerely yours,

Rashmikant Patel, Ph.D.

Director

Division of Chemistry 1

Office of Generic Drugs

Center for Drug Evaluation and Research



cc: ANDA # 77-155
ANDA DUP # 77-155

DIV FILE
Field Copy
Endorsements:
q)r7/ 0%
Reviewer:HFD-623/Y. Amin/8/25/2004 2P 100

Team Leader:HFD-623/A. Mueller/8/28/04 47
Project Manager: HFD-617/S. Eng/9/15/04

C. CC Block: N/A
F/T:ard/9/16/04

VAFIRMSNZ\SABEX\LTRS&REV\77155.REV1.doc

TYPE OF LETTER: NOT APPROVABLE - MINOR
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Product Quality Microbiology Review
Review for HFD-620

4 February 2005

ANDA: 77-155

Drug Product Name
Proprietary: None
Non-proprietary: Fenoldopam Mesylate Injection, USP
Drug Product Classification: N/A

Review Number: #2

Subject of this Review
Submission Date: January 27, 2005
Receipt Date: Januvary 28, 2005
Consult Date: N/A
Date Assigned for Review: February 3, 2005

Submission History (for amendments only)
Date(s) of Previous Submission(s): May 20, 2004
(Rec’d May 24, 2004)
Date(s) of Previous Micro Review(s): December 23, 2004

Applicant/Sponsor
Name: Sabex 2002 Inc.,
Address: 145 Jules-Leger Street, Boucherville, (QC), Canada J4AB7KS8
Representative: Ms. Beth Brannan, Sandoz Pharmaceuticals, Inc.
Telephone: 303-438-4237
Alternate Ms. Louise Fortin, Manager Regulatory Affairs
Telephone: 450- 641-4903, ext. 2169

Name of Reviewer: Nrapendra Nath

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



ANDA 77-155 Mierobisclogy Review #2

Product Quality Microbioclogy Data Sheet

A 1. TYPE OF SUPPLEMENT: N/A

2. SUPPLEMENT PROVIDES FOR: N/A
3. MANUFACTURING SI_’IE_(:hJ 2

4. DOSAGE FORM, RGUTE OF ADMINISTRATION AND
STRENGTH/POTENCY: 10mg/mL as ImL in ImL glass ampoules and
2mL in 2mL glass ampoules; I’V infusion.

) (4)

0 METHO%(;%) OF STERILIZATION:

6. PHARMACOLOGICAL CATEGORY: Anti-hypertensive for short-
term management of severe hypertension.

B. SUPPORTING/RELATED DOCUMENTS: None.

C. REMARKS: o

(D) 4)




ANDA 77-155 Microbielogy Review #2

Executive Summary

I. Recommendations

A. Recommendation on Approvability —
The submission is recommended for approval on the basis of
sterility assurance. Specific comments are provided in the
"Product Quality Microbiology Assessment” section.

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

IL Summary of Microbiclogy Assessments

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

The subject drug preduct is manufactured o

(b) (4}

B. Brief Description of Microbiclegy Deficiencies —
None.

£ Assessment of Risk Due to Microbiofogy Deficiencies —
N/A.

HI. Administrative
e ¢
A Reviewer's Signature ’\ QCLM’& jl . i & s { f/ Zﬂ@r

B. Endorsement Block
Microbiology Reviewer: Nrapendra Nath, Ph.D.
Microbiology Team Leader: Neal J, Sweeney, Ph.D,

C.  CCBlok ) Z/(/Wy

oc:
Original ANDA

Division File

Field Copy

Filename: YV:\MICROREV\77-155al.doc

3
Following this page, 6 Pages Withheld in Full as (b)(4)



Product Quality Microbiology Review
Review for HFD-620

23 December 2004

ANDA: 77-155

Drug Product Name
Proprietary: None
Non-proprietary: Fenoldopam Mesylate Injectionz, USP
Drug Product Classification: N/A

Review Number: #1

Subject of this Review
Submission Date: May 20, 2004;

Receipt Date: May 24, 2004
December 16, 2004 (Gratuitous Amendment); Rec’d December 17, 2004

‘Consult Date: N/A
Date Assigned for Review: November 15,2004

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

Applicant/Sponsor
Name: Sabex 2002 Inc.,
Address: 145 Jules-Leger Street, Boucherville, (QC), Canada JAB7K8
Representative: Ms. Louise Fortin, Manager Regulatory Affairs.
Telephone: 450- 641-4903, ext. 2169

Name of Reviewer: Nrapendra Nath

Conclusion: The submission is not recommended for approval on the basis of
sterility assurance.



ANDA 77-155 Microbiology Review #1

Product Quality Microbiology Data Sheet

A. 4 TYPE OF SUPPLEMENT: N/A

2 SUPPLEMENT PROVIDES FOR: N/A
3. MANUFACTURING SITE:

4. DOSAGE FORM, ROUTE OF ADMINISTRATION AND
STRENGTH/POTENCY: 10mg/mL as lmL in ImL glass ampoules and
2mL in 2mL glass ampoules; I/V infusion.

5. mmoni.s;) OF STERILIZATION: | @9

6.  PHARMACOLOGICAL CATEGORY: Anti-hypertensive for short-
term management of severe hypertension.

SUPPORTING/RELATED DOCUMENTS: None.

C. REMARKS: The subject review used CTD template because the application is
presented in this format,

Note to Chemist:

Page 2 of 23



ANDA 77-155 Microbiology Review #I

Executive Summary
L Recommendations
A. Recommendation on Approvability —

The submission is not recommended for approval on the basis of
sterility assurance. Specific comments are provided in the
"Product Quality Microbiology Assessment" and “List of
Microbiology Deficiencies and Comments” sections.

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

IL Summary of Microbiology Assessments

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

The subiect drug product is manufactured il

(b} (4)

B. Brief Description of Microbiology Deficiencies —
Insufficient documentation of various validation reports and other
deficiencies require explanation and documentation.

C. Assessment of Risk Due to Microbiology Deficiencies -
Low.

III. Administrative
i _ 7
A.  Reviewer's Signature __\/] r“%'hr (.'Er“u{ ;) mj / { ( £ ( 2 S
]
B. Endersement Block

Microbiology Reviewer: Nrapendra Nath, Ph.D.
Microbiology Team Leader Neal L Sweeney, Ph.D.

-

C. CCBlack ‘*-"“-"""’
cC: / /-6~ r..-
Original ANDA
Division File
Field Copy

Filerame: VMICROREV\77-155.doc

Page 3 0of 23
Following this page, 20 Pages Withheld in Full as (b)(4)



LIST OF MICROBIOLOGY DEFICIENCIES AND COMMENTS:

ANDA: 77-155 APPLICANT: Sabex 2002 Inc.

DRUG PRODUCT: Fenoldopam Mesylate Injection, USP

A.  Microbiology Deficiencies:

1.




Please clearly identify your amendment to this facsimile as “RESPONSE TO
MICROBIOLOGY DEFICIENCIES”. The “RESPONSE TO MICROBIOLOGY
DEFICIENCIES” should also be noted in your cover page/letter.

i 1y yours,
gy
Neal J. Sweeney, Ph.D.
Microbiology Team Leader
Office of Generic Drugs
Center for Drug Evaluation and Research



CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 77155

BIOEQUIVALENCE REVIEWS




DIVISION OF BIOEQUIVALENCE REVIEW

ANDA No.:

77-155

Drug Product Name  Fenoldopam Mesylate Injection USP

Strength
Applicant Name

10 mg/mL, 1 mL and 2 mL Ampoules
Roundtable Healthcare Partners
U.S. Agent for: Sabex 2002 Inc.

Address 272 E. Deerpath Street, Suite 350, Lake Forest, IL 60045
Submission Date(s) May 20, 2004
Amendment Date(s) NA

Reviewer Beth Fabian Fritsch, R.Ph., MBA

First Generic No

File Logation

I. Submission Summary

V: firmsnz/sabex/Itrs&rev/77155W0504.doc

The test product is qualitatively and quantitatively the same as the reference listed
drug. Therefore, Sabex 2002 Inc's Fenoldopam Mesylate Injection USP,

10 mg/mL, 1 mL and 2 mL ampoules is deemed bioequivalent to the reference
listed drug Corlopam® Injection (Fenoldopam Mesylate Injection USP),

10 mg/mL under 21 CFR 320.22(b)(1).

A. Drug Product Information

Test Product
Reference Product
RLD Manufacturer
NDA No.

RLD Approval Date
Indication

B. Formulation

Fenoldopam Mesylate Injection USP, 10 mg/mL

Corlopam Injection, 10 mg/mL

Hospira
19-922

September 23, 1997

In-hospital, short-term (up to 48 hours) management of severe
hypertension when rapid, but quickly reversible, emergency
reduction of blood pressure is clinically indicated

Ingredient i Reference p
Fenoldopam Mesylate 10 mg/mL 10 mg/mL

Citric Acid 3.44 mg 344 mg
Propylene Glycol 518 mg 518mg

Sodium Citrate Dihydrate 0.61 mg 0.61 mg

Sodium Metabisulfite | 1 mg lme

Water for Injection g.s. | mL [




Recommendations

The Division of Bioequivalence agrees that the information submitted by Sabex
2002 Inc. demonstrates that its test product Fenoldopam Mesylate Injection USP,
10 mg/mL, | mL and 2 mI. Ampoules falls under the criteria set forth in 21 CFR
320.22(b)(1) of the Bioavailability/ Bioequivalence Regulations. The waiver is

Project Manager, Branch [V

dfﬂ)éi,wﬁ , Hsan. D !{/??'55/

Lizzie Sanchez, Pharm.D.
Special Assistant to the Dlrector
Division of Bioeguivalence

é/f&x‘u f& Ffﬁ/wf“? /%;}»/Q) ~

Dale P. Conner, E*harm D.
Director, Division of Bioequivalence
Office of Generic Drugs




BIOEQUIVALENCE COMMENTS TO BE PROVIDED TO THE APPLICANT

ANDA: 77-155 APPLICANT: Sabex 2002 Inc.

DRUG PRODUCT: Fenoldopam Mesylate Injection USP 10 mg/mL, | mL and 2 mL
Ampoules

The Division of Bicequivalence 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,

vision of Bioequivalence
Office of Generic Drugs
Center for Drug Evaluation and Research



CC: ANDA 77-155
ANDA DUPLICATE
DIVISION FILE

Printed in final on

Endorsements: (Final with Dates)
HFD-655/ B. Fritsch
HFD-655/ L. Sanchez

HFD-650/ D. c:onnerM ﬂ/,_,g,./é”

BIOCEQUIVALENCE - ACCEPTABLE Submission date: May 20, 2004

i WAIVER (WAI) Strengths: 10 mg/mL,
1 ml and 2 mL
Outcome ; AC

Outcome: AC- Acceptable



OFFICE OF GENERIC DRUGS
DIVISION OF BIOEQUIVALENCE

ANDA #: 77-155 SPONSOR : Sabex 2002 Inc.

DRUG AND DOSAGE FORM : Fenoldopam Mesylate Injection USP
STRENGTH(S) : 10 mg/mL, 1| mL and 2 mL. Ampoules
STUDY SUMMARY : The test drug product is a parental sclution intended solely

for administration by injection and contains the same acfive an inactive ingredients in the
same concentration as the approved reference listed product. A waiver of the in-vivo
bioavailability/bioequivalence study requirements is granted [2] CFR 320.22(b)}1)]

DSI{ INSPECTION STATUS

Inspection needed: Inspection status: Inspection results:
No

First Generic No _ Inspection requested: (date)

New facility Inspection completed: (date)

For cause

Other Ll

PROJECT AGER: Beth Fabian Fritsch, R.Ph.,, MBA BRANCH: IV
INITIAL %ﬁ%ﬁd‘%f DATE : Qﬁ/ﬂd/
TEAM LEADER: Aigda Lizzie Sanchez, Pharm.D. BRANCH: IV
INITIAL : Lj %&46 DATE:  [1]/F/0F

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

NmaL: _ A oate:_s /et




CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 77155

ADMINISTRATIVE and CORRESPONDENCE
DOCUMENTS




FAX Cover Sheet ~ Microbiology Deficiencies Enclosed

Office oi Generic Drugs, CDER, FDA
Document Coniro! Room, Metro Park Norih i
7500 Standish Piace, Room 150

Rockvilie MD 20855-2773 (301-594-0320)

THIE DOCUMENT iS IRTENDED ORLY FOR THE USE OF THE PARTY TO WHOM IT IS
ADDRRESSED ARD MAY CORNTARE INFGRMATION THAT IS PRIVILESED, CONFIDERTIAL,
AND PROTECTED FROR DISCLOSURE UNDER APPLICABLE LAW. If you are not the
addressee, or person authorized to deliver the document to ithe addressee, you are hereby
notified that any revisw, disclosure, dissemination, copying, or other action hased on the content
of ihis communication is not authorized. If you have received this document in error, please
immediately notify us by telephone and return it to us at the above address by mail. Thank you.

TO: Louise Fortin FROLA: Mark Anderson

Sabex 2002. inc. Microbiology Projeci Manager
PHOKE: 450-641-4803 %2168 PHONE: (301) 827-0530
FAX: 1-866-301-6408 ; FAX: (301) 827-5911

Total number of pages, exciuding this cover sheet: é

Date: January 1C, 2005

Microebiology Deficiencies:

Enclcsed are the microbiology deficiencies for ANDA 77-155. The submission(s)
reviewed was submitted on “December 16, 2004". Please respond to this letier as
quickly as possible. Your amendment should respond to all of the deficiencies listed.
Facsimiles or partial replies wili not be considered for review. The response to this
facsimile will be considered to represent a MINOR AMENDMENT and will be reviewed
according to current OGD policies and procedures. The designation as a MINOR
AMENDMENT-RESPONSE TO MICROBIOLOGY DEFICIENCIES should appear
prominently in your cover letter.

Should you also have other outstanding deficiencies, for review purposes, please
attempt to consolidate your responses into a single submission for this application.

if you have questions, feel free to call me or Bonnie NicNeil.

Mark Anderson



3.

LIST OF MICROBIOCLOGY DEFICIENCIES AND COMMENTS:
ANDA: 77-155 APPLICANT: Sabex 2002 Inc.

DRUG PRODUCT: Fenoldopam Mesylate Injection, USP

A. Microbiology Deficiencies:

b



http:APPLICA.NT

Please clearly identify your amendment to this facsimile as “RESPONSE TO
MICROBIOLOGY DEFICIENCIES”. The “RESPONSE TO MICROBIOLOGY
DEFICIENCIES” should also be noted in your cover page/letter.

Neal J. SWZ, Ph.D.

Microbiology Team Leader

Office of Generic Drugs

Center for Drug Evaluation and Research



iy R OGD APPROVAL ROQUTING SUMMARY
’Z‘ ' il

ANDA # ! I 7 applicant Sﬁb‘e?(- Z%‘ (- 37 3 .:I:%C- i
Drug I L Strength (s ¥ L
2 s NA— Tt é é
APPROVAL SUPPLEMENTAL APPROVAL (NEW STRENGTE) OTHER
REVIEWER: DRAFT Package
1. Martin Shimer Date - M
Chief, Reg. Support Branch Initials
Contains GDEA certification: éé;;b No Determ. of Involvement? Yes
{required if sub after &6/[L/92) Pediatric Exclusivi
RLD = (]
Patent/Exclusivity Ce : Q No Date Checkedl!
If Para. IV Certificafib d applicant Nothing Submitted
Notify patent holdexr/ er Yes No Written regquest issued
Was applicant s avs:Yes No Study Submitted

Has case been settled: Yes No Date settled:
Is applicant 'eligible for 180fday

Generic Drugs Exclusa.v:.ty for each strength:
Date “of: 1atgst Labelxng Revlewfhpproval Summa';“
Any fﬂllng statusﬂ ' 'S 1€ :

Tvpe of Letter:
Comments:

I W‘" @{aﬁe__

r wepP

Date
Initials

2. Project Manager,
Review Support Brarch Initials

l fﬂ
Original Rec'd date 5 L t(‘ EER Status
Date Acceptable for Filing 1 ¥

Patent Certification (type)
Date Patent/Exclus.expires

Citizens' Petition/Legal Case Yes (No

{(If YBES, attach email from EM toc CP coord
First Generic A—-F Yes @ =
haywabvee o I %

Acceptable Bio reviews tabbe es No Modified lease dosage form: Yes No
Suitability Petition/Pediatric waiver Interim Pissol. Specs in AP Ltr: Yes
Pediatric Waiver Request Accepted Rejected Peghding
Previously reviewed and tentatively approved Date _ N\
Previously reviewed and CGMP def. /NA Minor is— ied Date
Comments: @
(:lggr!oﬁmumffiﬁlj' ot

3. David Read (PP IVs Only) Pre-MMA Language included Date
0GD_Regulatory Counsel, Post-MMA Language Included Initials
Coi g:

4. Div. Dir./Deputy Dir. Date 3/][‘

Chemistry Div. I IT OR III Initials égg
Comments:
\
(m( 0}/


http:eoom;r:~~.rr

REVIEWER: . ] FINAL ACTION

5 Frank Holcombe First Gemerics Only Date
Ass Dir. For Chemistry nltlals
Co nts: {Flrst neric re LewJ f' i
ij Dux mL £ lé)é‘gz)aidf Q’dﬂg: (,QN,UQ )é Jfb‘)
QOrYae y o&ﬁq@@gweot s m’%

b Q'“‘uf

v pesitlDelo (ﬂoﬁmm & c“t(ﬂ lom%d]@@/m[, amLang. |

epu iri.i DO Initials
% " %li)fﬁﬁws NDA A9 T
7. serer Mok t@l\}lfﬂffﬂ Date

Director, DLPS Initia
Para.IV P ent Cert: Yes No ;Pending Legal Action: Yes —P Petltlon

Comments \ a .,qri f‘f\jgkl i wo "f\ Mlﬂm QlCFIQ

J 3221. ))% Q&i%;a Jfg M&E?CC? Q%F F:?itg ; (?
%Iid é&@g‘éﬁ

C(\'\s\&qobert A West \ \

Deputy Director, OGD

"Ziéieil’f f&@% &lﬁﬂﬁ gal[g‘;“[ ab
AL, Lapesprd b ool

This QNDQ IS PECOmYYY SIL?QLQQ?W

Sf' ?CL L-l'ﬁ{’});f "Omﬁﬁe,

9. Gary Buehler Date
Director, OGD i Initials . i
Comments: ’ i Ty B s
First Generic Approval PD or Clinical for EE Special Scientific or Reg.Issus

Support Branch %S Initials =§;

ate PETS checked for first generic drug (Just prior to notification to firmi—

L0 Pr giét Manager, Team 1 ;i YO h) g?i Date 2 rg—ﬁ\§ /

Ap licant notification: e\
[¢ Eﬂﬂ Time notified of approwval by phone 1_i_iﬁ1me approval letter faxed
FDA Notification:

be)E@Le e-mail message sent to "CDER-OGDAPPROVALS" distribution list.
ate Approval letter copied to \\CDSO0l4\DRUGAPP\ directory.

File V:/division/dlps/approvrou9.doc



OCTY 25 2004

36. CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT S

ANDA: #77-155 APPLICANT: Sabex 2002, Inc.

DRUG PRODUCT: Fenoldopam Mesylate Injection USP, 10mg/ImL} and 20mg/2mlL.
The deficiencies presented below represent MINOR deficiencies.

A. Deficiencies:

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

(b) (4)

ta

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

L. Please provide current room temperature stability data.

2 The labeling information that you have provided is under review . The
deficiencies found will be communicated to you under a separate cover.

5 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
a separate cover.

Sincerely yours,

Rashmikant Patel, Ph.D.

Director

Division of Chemistry [

Office of Generic Drugs

Center for Drug Evaluation and Research



P
ANDA 1% Final Check List for Branch Chief

_Zl)Che@kleﬂudatemﬁslanqnhtequNDAvs.dmﬂedleﬁcr.
_ZZ)CIwckforanyNCarrivingpoastampdmbmm:toch.Ruiew.
/. 3) Check for gross errors in letter.
_/4 Check that coerect letter format is used. (PIV vs. Other acknowledgment)
-/.':)Ch::ckaddressandoomaetpemononlatterm 356h.
_Zﬁ)Checkformyt—consandveﬁfydatemdcomspondmdatc.
_[?)Cb&kPaMCerﬁﬁmﬁminfommimiucmﬁedinCOMIS(byEda)m
Actual certification. If mmltiple patent certifications, shoutd be based on
* PIV if applicable or latest expiring patent.
/|

&) Check for any comments or problems raised by reviewer on Check
List.

9) I first generic, copy BE review and file.
10) Sign Check List.

V ll)_CIwckelectrmﬁcOmngeBmktoveﬁi‘ycnm:ntpam

information and comrect RLD. CU“W

L)l&' Check for MOU patents

13) Review 356h. Check NDA number and RLD for correct reference.
If proprietary name proposed, notify Labeling reviewer.

V. 14) Review Basis for Submission. DM% ‘q_qa_l
5) Review Patent Certifications and Exclusivity Statement. (If an
expiration of an exclusivity has occarred make a note to the

Labeling reviewer.

MMWCOHWW Generic Drug and RLD for:
condition of use, active ingredients, route of administration,
dosage form and strength. Check Componerits and Composition.

‘.Zm Sign cover letter 505 (j)(2)(A) OK, date, and full signature.

__18) Pull USP information. (USP ___ves __ no)

—_19) Final Grammar review on letter.

— . 20) Verify information in OGD Patent Tracking System.

____ 21)EES slip.

22) Document in record book.

Signature date



http:sh()U.ld

ANDA CHECKLIST
FOR COMPLETENESS and ACCEPTABILITY of an APPLICATION

ANDA Nbr: 77-155 FIRM NAME: SABEX 2002 Bio
. Assignments: X ¥icro Review
RELATED APPLICATION(S): NA
First Generic Product Received? NO BPH
[ 1 BCE
DRUG NAME: FENOLDOPAM MESYLATE [ BST

DOSAGE FORM: INJECTION USP, 10 MG/ML

Random Quene: 1
Chem Team Leader: Mueller, Albert PM: Simon Eng  Labeling Reviewer: James Barlow

Letter Date: MAY 20, 2004 ; Received Date: MAY 24, 2004

Comments: EC-1 YES On Cards: YES
Therapeutic Code: 1020100 ANTI- HYPERTENSIVE AGENTS

Archival Format: PAPER Sections 1 (356H Sections per EDR Email)
Review copy: YES E-Media Disposition: NO

Not applicable to electronic sections

Field Copy Cerlification (Original Signaturc} YES

Methods Validation Package (3 copies PAPER archive)
(Required for Non-USP drugs) YES

Cover Letter YES Table of Contents YES

PART 3 Combination Product Category~ N Not a Part3 Combo Product

(Must be completed for ALL Original Applications) Refer to the Part 3 Combination Algorithm
Reviewing
CSO/CST  Christine Bina Recommendation:

Date  7/9/04 ﬁ XIFILE [ |REFUSE to RECEIVE
i 8

Supervisory Concurrence/Date: ﬂ/ Date: o\ \L\Lr 0@5’1

ADDITIONAL COMMENTS REGARDII'J G THE AEND:{
1) Need to change RLD holder to Hospira on 356h and Basis for Submission
2) Need to address the I-422 exclusivity
3) Need differences annotated and explained for side by side labeling
4) Need Reprocessing Statement
| 5) Ask for Engenering drawings of container
6) Need sample statement

Top 200 Drug Product:







ACCEPTABLE

Sec. 1 | Signed and Completed Application Form (356h) YES X
(Statement regarding Rx/OTC Status) RX YES
Need to change RLD holder to Hospira

Sec. IT | Basis for Submission NDA# : 19-922
Ref Listed Drug: CORLOPAM Firm: ABBOTT LABORATORIES
ANDA suitability petition required? NO
If Yeg, then is change sub_jéct to PREA (change in dosage form, route, active ingredient)
For products subject to PREA a wavier request must be granted prior to approval of ANDA.
Wavier Granted:

Sec. IIT | Patent Certification

1. Paragraph: 1

2. Expiration of Patent: NA None

A. Pediatric Exclusivity Submitted?

B. Pediatric Exclusivity Tracking System checked?

Exclusivity Statement: YES Need to address the I-422 exclusivity-Will now carve out

Sec. IV | Comparison between Generic Drug and RLD-505(§)(2)(A)
1. Conditions of use Y

2. Active ingredients Y

3. Route of administration Y

4. Dosage Form Y

5. Strength Y

<]

Sec. V | Labeling (Mult Copies N/A for E-Submissions)

1. 4 copies of draft (each strength and container) or 12 copics of FPL Y- 1mL and 2 mL amps B
2.1 RLD label and 1 RLD container label Y
3. 1 side by side labeling comparison with all differences annotated and explained Need differences
annotated and explained
4. Was a proprietary name request submitted? No  (If yes, send email to Labeling Rvwr indicating such.)

Bioavailahility/Bioequivalence

1. Financial Certification (Form FDA 3454) and Disclosure Statement (Form 3455) NO bl
2. Request for Waiver of In-Vivo Study(ies): YES

3. Formulation data same? (Comparison of all Strengths) (Ophthalmics, Otics, Topicals Perenterals) Q1 &
Q2

4, Lot Numbers of Products used in BE Study(ies):

5. Study Type: IN-VIVO PK STUDY(IES) (Continue with the appropriate study type box below)

Sec. VI

IN-VIVO PK STUDY(TES}) (i.e., fasting/fed/sprinkle} NA

a. Study(ies) meets BE criteria (90% CI or 80-125, Cmax, AUC)
b. EDR Email: Data Files Submitted: NO

c¢. In-Vitro Dissolution: NO




IN-VIVO BE STUDY with CLINICAL ENDPOINTS NO

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

b. Summary results meet BE criteria (30% CI within +/- 20% or 80-120)

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

d. EDR Email: Data Files Submitted

TRANSDERMAL DELIVERY SYSTEMS = NO

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

b. Adhesion Study
¢. Skin Irritation/Sensitization Studv

NASALLY ADMINISTERED DRUG PRODUCTS NO
a. Solutions (Q1/Q2 sameness):
1. In-Vitro Studies (Dose/Spray Content Uniformity, Droplet/Drug Particle Size Distrib., Spray Pattern,
Plume Geometry, Priming & Repriming, Tail Off Proﬁle}-
b, Suspensions (Q1/Q2 sameness):
1. In-Vivo PK Study
a. Study(ies) meets BE Criteria (90% CT or 80-125, Cmax, AUC)
b. EDR Email: Data Files Submitted
2. In-Vivo BE Study with Clinical EndPoints
a. Properly defined BE endpoints (eval. by Clinical Team)
b. Summary results meet BE criteria (90% CI within +/- 20% or 80-120)
¢. Summary results indicate superiority of active treatments (test & reference) over
vehicle/placebo (p<0.05) (eval. by Clinical Team)
d. EDR Email: Data Files Submitted
3. In-Vitro Studies (Dose/Spray Content Uniformity, Droplet/Drug Particle Size Distrib., Spray Pattern,
Plume Geometry, Priming & Repriming, Tail Off Profile)

TOPICAL CORTICOSTEROIDS (VASOCONSTRICTOR STUDIES) NO
a. Pilot Study (determination of ED50)
b. Pivotal Study (study meets BE criteria 90%CI or 80-125)

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

2. Inactive ingredients as appropriate Y-Q1 &Q2




Sec.

Raw Materials Controls
1. Active Ingredients
a. Addresses of bulk manufacturers Y
b. Type Il DMF authorization letters or synthesis Y-DMF# %
c. COAC(s) specifications and test results from drug substance mfgr(s) Vol. 3
d. Applicant certificate of analysis vol. 3
e. Testing specifications and data from drug product manufacturer(s) Y
f. Spectra and chromatograms for reference standards and test samples Y
g. CFN numbers
2. Inactive Ingredients
a. Source of inactive ingredients identified Y-vol. 4
b. Testing specifications (including identification and characterization) Y
c. Suppliers' COA (specifications and test resulis) Y
d. Applicant certificate of analysis

Sec.dX

Description of Manufacturing Facility

1. Full Address(es)of the Facility(ies) vol. 1
2. CGMP Certification: YES

3. CFN numbers 9615155

Sec. X

Qutside Firms Including Contract Testing Laboratories
1. Full Address Y- vol. 1

2. Functions

3. CGMP Certification/GLP

4. CFN numbers

Sec. XI

Manufacturing and Processing Instructions
1. Description of the Manufacturing Process (including Microbiological Validation, if Appropriate) Y
2. Master Production Batch Record(s) for largest intended production runs (no more than 10x pilot batch)

3.1f sterile product:
4 Filter validation (if aseptic fill) NA
5. Reprocessing Statement NEED

In-Process Controls
1. Copy of Executed Batch Record with Equipment Specified, including Packaging Records
Packaging and Labeling Procedures), Batch Reconciliation and Label Reconciliation Lot# 1760311

=H

Container

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

2. Components Specification and Test Data (Type Il DMF References) Y-DMF# @
letter in vol. 1

3. Packaging Configuration and Sizes Y
4, Container/Closure Testing NA.
5. Source of supply and suppliers address Y




Controls for the Finished Dosage Form

XIV | |, Testing Specifications and Data Y X
2. Certificate of Analysis for Finished Dosage Form Y-vol, 3- lot#1760311
Sec. | Stability of Finished Dosage Form
XV | 1. Protocol submitted Y 24
2. Post Approval Commitments Y-vol-5
3, Expiration Dating Period ne
4, Stability Data Submitted
a. 3 month accelerated stability data Y-lot#170311A
b. Batch numbers on stability records the same as the test batch
See. | Samples - Statement of Availability and Identification of:
XVI | 1. Drug Substance X
2. Finished Dosage Form
| 3. Same lot numbers
,f;,'cn Environmental Impact Analysis Statement Y-p.vol. 1 X
Sec. GDEA (Generic Drug Enforcement Act)/Other: _
XVI | 1. Letter of Authorization (U.S. Agent [if needed, countersignature on 356h]) US Agent letter —vol. 1 | X

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

0OGD Template Revised 04/01/2004 /T .Hinchliffe




ANDA 77-155

Roundtable Healthcare Partners
UJ.8. Agent for: SABEX 2002 INC
Attention: George S. Zorich
272 E. Deerpath St., Suite 350
Lake Foresgst, IL 60045

JUL 2 1 2004

Dear Sir:

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

Reference is made to the telephone conversation dated
July 14, 2004 and your correspondence dated July 19, 2004.

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

DATE OF APPLICATION: May 20, 2004
DATE (RECEIVED) ACCEPTABLE FOR FILING: May 24, 2004

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 guestions concerning this application, contact:

Simon Eng

Project Manager
{301) B27-5848

Sincerely yziigj

Wm Peter Ric
Director
Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research
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	Section Ill. 
	Labeling 
	A. Current Labeling 
	Final Printed Labels Package Insert 
	A SANDOZ 
	PACKAGE INSERT 
	Fenoldopam Mesylate Injection, USP 
	10 mg/ml 
	RlONLV 
	DESCRIPTION Fenoldopam Mesylate lnjsc:tion. USP Is a dopamine 01-llke receptw ~nlst. The product is formulated as a solution lo be dl!llied for lnllaYeilOllS Infusion. Cllemically it Is 6~re>-2,3,4,5·1etr~1-{4-/lydnl)IYphenyl)-{1Hl-3-beozaz&pine-7,8-iliol melhin8$Ullonate wilh the fo9ov.ing Sltucturv: 
	Figure
	lewDldopam 11etyta1t 
	Fenoldopam mesylate is a wlllta to on·wMe powderwlth amolecular Wllight of 4D1 .81 and amolecular formula or C17H20CINOgS. II is spar· .lngly soluble in water. ethanol and mlllt\anol, and Is soluble in propylene glycol. .Ampules: Each mL con1ains: citric acid 3.44 mg, fenoldopam mesylate equivalent to fenoldopam 10 mg, propylene glycol 518 mg, sodium .
	ciliate dihydB!e 0.61 mg, s<Jdium metablsulli1e 1 mo. and water for injecUon. 
	CLINICAL PHARMACOLOGY .MIChlnisl'I Bf Acll1n .
	· Fenoldopam Is a1'81lid·acllog vasoollator. It is an aoonist for Drib dopamine recop1ors and bin\ls l\~lh moderate affinity to ~-adrenoceptors. tt has no slgnttlcant attlnlty!or 02-ike raooptors, a, and Dadrenocsptors. 5HI1 and SHT2 rueptors, or muscarinlcreceptors. Fenoldoparn ls a racemic mlxtllre with the R-isomer responsible for the blologlcal activity. The R·lsomer has approxlmzte!y 25().fold higher 8lfi11i1y tor O,·llke receptors lhan does 1l1e S-lsoma In non-dirllcll studies, ter.oldopam had no agon
	In animals, foooldopam ilas vasodllatln~ effects In coronary, renal. mesenterlc and p!ripheral arteries. All vascular beds, however, do no1 respood 111\Horml)I to1enoldopam. Vasodllatlng effects have been demonstrated In renal enerent and alferent anurloles. 
	"'•m1call11Uc1 
	Alllll!PlliHts: .fenoldopam, administered asa const1111 lnhlsion a1 ril!S o1 0.01 to 1.6 ~Ill.produced steady•sla!: plasma ccncenrations trurt ..wre .pmpor1lonai to inf\Jsion rates. "The ellmlnalion half·life. was about Smin~"tes in mild to modeme hypertensives, with little dttter&n« between .the R·(active) and S-isomars. Stt111dy state concentraUons are attained In about 20 mirnrtes (4 half-lives). The steady state plasma concen· .trations or fenoldopam, at comparable Infusion rat6S, were similar In normot
	The phannacoldnatlcs cf fenotdopam were not inlluenced by age, gB11der, or race In adult palimwith ahypertanslvs emergency. There have .
	been no fonnal drJJg-drug tnteraction s1ud!es usino inll"iV800Us fllr..oldopam. .Clearoice of pamnt (active) fenoldopam is not al1ered in patients with end·slage renal disease on continoous arnbtll.atory peritoneal dlalysls .(CAPO) and Is not alfecli!d on average. in severe hepatic failure. Tha effects o1 hemodialysis on the pliarmacoklneUcs or fenoldopam have .not i>Mn evaluated. .
	Ptdiatrlc Pllllllb: lnfornlatloo related to the pharmacoklnetlcs ol fenoldopam InjectionJi peoiatrlc patielllS Is approved ror Abbott Laboratories' .lenoldopam drug products. However, Clueto Abbott's mar\t811ng l!XclusMiy rights. 1his drog product Is no! labeled for pedlllric use. .In radiolabeled studies in rals, no more ll1al1 0.005% of fenoldopam crossed tile bll!Od-brain ban1tr. .
	funliOI 81 d Melalloliill .RadiolabelBll studies show that about 90% of inlused lenoldopam is eliminated In urine, 10% tn feces. Elimination Is laroefy b'f conlugatlon, .without participation of cytochrome P·450 enzym~. The pr1nclpal routes of conjuQlllion arc melllylation, glucuronldatlon, and !Wltation. .Only 4% of the administered dose is excreted uncllangod.Anlmal data lndlca1e that tile metabolitas are Inactive. .
	Plr1111nofym11la inf Cllnllal Sllldlt1 .Mll!tPll•ll: .In a randomil.lid doutlla;blind, placebo·controllecl, 5ijroup study In 32 patlMlll with mild to modOtate essential hypertlnslon(dlastollc blood .pr8S$Ure betw99n 95 and 119 n1111 Hg). and a mean baseline preswre of about 1S4/98 mm Hg, and heart rate o1 al>out 75 bpm, tixell-ratc .IV Infusions of fenoldopam produced doso·rela™l ruduc:llons In systolic and dlasloli<: blood pressure.. lnfoslons were maln1alned al afixed .rate for 48 hours. Table 1shows ther
	to prctrutment values 1llf1!t no evidence cf rebound. This study SUllOfSls that there is no greater f8SPOllSe lo 0.8 ~lkgimln than to 0.4 mcgillglrnln. 
	T1bf11 
	PllARMACODYNAM1C EFFECTS OF F!NOLPOPAM 
	IN MILD TO MODERATE ADULT HYPERTENSIVE PATIENTS 
	Timi Pollrt and Mia. lnf111lon Ible (m~o) -Ct1111119 fni111 Time Zuo Plai.bo O.D4 0.1 1.4 0.1 
	~--,,--~~t_S_E~~~~~~~~n-=_7~~~~n_=_7~~~~n_•_7~~~~•-=_5~~~~n_•_i~~ 
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	llJ ONll' 
	DESCIUPTIDM feooldopam Mesylate lnjectlon, USP Is a dopamlns 01-llke receplllr agonlst The product is formulated as a wlullon to b~ diluted for intravenous inluslon. Chemically It Is 6·Chloro-2.3,4,5-totrahydro-1·(4·hydmxyphenyl}-j1 HJ·Henzazeplne-7,8-dlol me1hanl!SIJIJ0111!1e with the fo1towin9 structure: 
	m 
	¢ .
	HO 
	fenold~11111 11esyhdl 
	Fenoteopam mesy1ate Is awhile 10 off-white powder with a molecular and a mol,cul11r IOlll1ula of C,~IHD.S.It is spar­.ingly 6o1Uble in water, o1hanol and methanol, and is soluble in propylene glycol. .Ampules: Each ml contains: cttric acid 3.44 mg, feooldopam mesy/ate oqulvalent to fenoldopam 10 mg, propylene glycol 518 mg, sodium .
	weJ~h1of401.87

	citrate dlhydrate 0.61 mg. sodlwn 1nctablsul11te 1 mg, and Willer tor infection. .
	CUlllCIU. PKARNACOLD&Y .ll•hllnim ti Acttoa .r-tnokfopam is a rapld·actlnovasodila'tor.It is an agonlst for D-like dopamine receptors and binds with moderate affinity 10 <;i·ad1ellOCCl)tors. .It nas no significant affinity for 0-tlke receptors, ci<and ~adrenocep10rs. 5HTand 5fITreceptors, or muscarinlc receprors. FenoldQpam .Is a ractmic mixlure with !he R-lsomer r8Sllonslble for the biological actMty. The R·lsomer has i1Jproic1malely 251>-told higher affinit>; .1or O,·liice raceplors tllan does lhe S·lsome
	1
	2
	1
	1 
	2 

	In animals, fenoldopam has vasodilal/1111 effects in coronary, renal, mesentclic and peripheral arteries. All vascular beds, homver. do not .respond unttormty to fenoldopam. Vosodilating effects have been ·demonstrated in renal efferent and alferant arterioles. .
	Pllarlliclcl!UHtiCI .AllllM l'lllsnts: .Fenoldopam, admlnlGtered as ii constant lnlusfoil at rms of 0.01 to 1.6 mcg/k;g/min, produced plasma concenllatlons that wera .proportional to Infusion rates.The elimination half.life was about 5 mfnutos in mild to moderat! hypertans~. with little dlfforence belw61n .the R-(actlve) and S-lsomers. Steady slate conce11trall011S ara attained In about 20 minutos ('4 half·llves). The steady stale plasma CO/lQln· .tration$ of fenoldopam, at comparable infusion rales, were s
	sleady.w.te 

	Tbopharmacoldnetlcs of fencldopam 1-itlre not lnftuonced by age, gender, or race In adult patients Wflh ahyper1enslve emergency. Thero have 
	beori no formial drug-drug ln1eraction studies uslno intravenous fenoldopam. .Cfoaranc~ of parent (sclfve) fenoldopam Is not altered In patients wl!ll end-stage rsnal disease on continuous ambulatory perhooeal dialysis .(CAPO) and is not sflected on i'<ereae. In sevtre hepadc lalfurn. The effects of hemodlalysls en the pham1aC01cinlllics of fe.l\Oldof)Qm have .nOI be8l! llYaiuated. .Pldlltrlc Pa!ieria: lnformatioo relallld to 1h8pharmacoldnotics oflenol<loJlillTI Injection In pediatric patien1S is approved 
	Ellcrc11on 111d Mmbons111 .Radiolabeled sbJdles show that abolrt 90% cl infused frlloldclpam Is ellmlnatsd In urine, 10% In lecllS. Ellmfllilllon fs largely by conjug!dion. .without particfP111on of cytochrome P-45<l snzymU$. The piincipal roules of con/ug~MOll are mcthylatlon, gtucuroni~tlon, and sulfirtion. .Only '4% of the adminlstellld dose Is excretad unchar11,1ea. Animal data Indicate that the metabolttos are inactive. .
	P111rmacalfy11mlca and Cfinieaf Studies 
	Adull l'llle1fl: In arandomi2ed double·bli11d, placebo-controlled, 5·oroue> stud'1 In 32 patlel'lts with mild to moderal! esse~IhypertellSion (diastolic blood pressure betweero 95 and 119 mm Hg), and a mean baseline pressvra of about 154198 mm Hg, and lleart Jllle of abOlrt 75 bpm, fixe(}-rale IV Infusions c>I fenoldopam produced dos&-retated reductions in systollc and diastolic blood pressure. Infusions were malnlalnee at afixed rate for ~8 Murs. Tlible 1shows the resutts of the study. Th& Olls91 of respon
	to pretreatment values with no evidence of rebound. This sludY suggests thllt there Is no greater re$ponse to 0.8 mcg/kgtmin titan to 0.4 mcgt1(g/mln. 
	Tibia 1 .PHARMACODYNAMIC EFFECTS OF F£11DLDOPAM .IN MllD TO MODERATE ADULT HYPBtTEllSIVE PATIUTS .
	llllusio• Rill: !mc~g{mln) Cllllnge ftOAl lime Ze<u Placebo 0.04 0.1 0.4 0.8 :tSE n .. 1 ·n·7 0;7 a.6 O;I 
	~15 Mi119tM of lnlusfon• -Sys!OIM:BP Ot6 ·15 :t6 -19. 8 ·1 4 =4 -24~6 -OiaSlolicBP 0:2 ·5:t3 -12 t 4 -15 :t 3 ·20 :t 4Heart rate +2 :t2 +3:t2 +S.;; 1 +16 :t 3 +19 :t 3 -30 Mlooles o1 lntuskm• 
	iiiiiiiii 

	Systolic BP .5,.5 -17 :t 6 ·18 :t 6 -14;t 8 -26 i 6 Diastolic BP ·6 :t 3 -7±3 ·16:t4 -14 ;I; 3 -20 ;I; 2 Heart rare +2•2 +3:t 2 +10:1:2 +18 :t 3 +23 :t 3 
	1Hour ar lnfinion• Systolic BP ·15 *4 ·22. 7 -22 ;I; 7 ·26±9 -22 ±9 Diastolic BP -5 ~ 3 ·9 t 2 ·18:t4 -19. 4 ·21 *1 Heart rate +L• 3 +512 +12 ± 3 +19 ;t 4 t25:t 4 
	4 Hotrs of lnlullOtl' $y6tlllle BP ·141: 5 ·16• 9 -31 ~ 15 ·22: 11 -25 s7 01.;stolic BP ·14 *8 ·8•4 _qg. 9 ·25;1;3 -20 t 1 Heart rate +.5 ± 3 +6t3 +10 i 4 +21:t2 +27 t 7 
	24 Ho11s af lnlnJlnn • 
	Time Point end Mean 
	•••• ·;~·p;;j~-,;;~n1 ~a~e°SWiih ~.iiv1ilence of rebound. This study suggests that Illar& Is no greater rosponse to 0.8 mcg/kl,)'min man 
	10 0.4 ir,cg/tlglmln. 
	Tlbll 1 
	PHAAMACODYNAllllCEFFECTS DF F!NOLDDl'AM .IN MILD TO MODERATE ADULT HYPERltllSIVE PATIENTS .
	--
	--
	--
	Time Palat and Mnn Change from Time Zero :tSE 
	Place'° D•l 
	0.04 n~7 
	lrlfucloo Rate (mcQ11<11mlnl 1.1 nc7 
	0.4 n.5 
	0.8 • n~I 

	~
	~
	lti Mlnutas al lnlUllOI' 

	-­Systolic BP -Diastolic BPiiiiiijji; Heart rat! 
	-­Systolic BP -Diastolic BPiiiiiijji; Heart rat! 
	Ot 6 0±2 +2± 2 
	·15. 6 ·5 ± 3 +3;1:2 
	· 19 :t 8 -12 ±4 +5±1 
	·14 :!: 4 -15 .!:3 •16±3 
	·24!: 6 ·20 t4 •19 . 3 

	--­31 Mi111111S al Illusion• 
	--­31 Mi111111S al Illusion• 

	Systorr: BP 01.Utollc BP 
	Systorr: BP 01.Utollc BP 
	~ . 
	-6t 5 -6• 3 
	·17 ± 6 ·7 t S 
	-18 :t 6 -16 ;:4 
	·14. 8 ·14 t 3 
	·26 : 8 ·20± 2 

	Heart rate 
	Heart rate 
	+2± 2 
	+3:t2 
	+10 ±2 
	+18 . 3 
	+23t 3 

	1 Hour al hrlllslon• 
	1 Hour al hrlllslon• 

	Syglolc BP 
	Syglolc BP 
	·15t4 
	·22. 7 
	·22 ± 7 
	·26± g 
	·22±9 

	Diastolic BP 
	Diastolic BP 
	·5t3 
	·9t2 
	·18 . 4 
	·19 i 4 
	·21~1 

	Heart ra1e 
	Heart ra1e 
	+1t3 
	+5. 2 
	+12 ± 3 
	+19t4 
	+25~ 4 

	• HIUll Ill ..,_1111• 
	• HIUll Ill ..,_1111• 

	Sy$1otlc BP 
	Sy$1otlc BP 
	·14 -t5 
	·16 =9 
	-31 • 15 
	·22± 11 
	·25 • 7 

	Dlastollc BP 
	Dlastollc BP 
	·14. 8 
	-8"4 
	·19 . 9 
	·25 :t 3 
	·20 ± 1 

	Heart rate 
	Heart rate 
	+5 t3 
	f6 ,, 3 
	+10. 4 
	+21:t2 
	+27 t7 

	lt4 Hm1 of1~us1011' 
	lt4 Hm1 of1~us1011' 

	Systolic BP 
	Systolic BP 
	·20 ±6 
	·23 t 8 
	·35 :t 7 
	·22t 6 
	·23±11 

	Olutorlc BP 
	Olutorlc BP 
	·11 ~ 6 
	-11.5 
	·23 t 10 
	·22. 5 
	·13 ±3 

	Heart rate 
	Heart rate 
	+6. 3 
	+5t 3 
	+13 . 2 
	•17 * 4 
	+15 t3 

	41 Hours of lnf111t1n• 
	41 Hours of lnf111t1n• 

	Systolic BP 
	Systolic BP 
	·12± 8 
	·31 t6 
	-22 ±8 
	.g :t 6 
	·14 t 10 

	Dlasto41c BP 
	Dlasto41c BP 
	·9 t 5 
	-10t 6 
	·9 :t 7 
	-9 :t 2 
	-9 ± 3 

	Heart rate 
	Heart rate 
	+1 :!: 2 
	0±4 
	+1 t 4 
	+12. 3 
	i1l ± 3 


	• Mean chs!lgefrom time zero t S.f. In a muttlcente<, randomized, doobfe-hliod comparison of foor Infusion rates. fenoldopam was admlnlst!l!d as constant rate lnluslons of 0.01, 0.03, 0.1 1111d O.S mcgti<g/min for up to 24 hours Ill 94 ad ul1 pati~J11s experlanclng hypertensive emergencies (aefinlld as diastolic blood pressure:<!: 120 mm Hg wltt1 evidence of compromise ol 1md-ilrgan function lnYOlving 1ha cardiOYasoolar, renal, e&'1!1ral or rellnal 
	systems). Infusion rates could b8 doubled allef one hour If cllnlcally lnclicated. There were dose-related. rapid-onset, decniases ln systolic and diastDlic blood pressunis and increases In heart rate (Table 21. 
	T1ble 2 .PHARMACOOYllAMIC EfFfCTS Of FEJIOLDOPAN .IN KYPERTEKSIVE ADU LT EMERGENCY PATIENTS .
	lnhrnu• Rate 11CIJtg/lnln Phann1c1dW11mlc 0.01 o.os 0.1 0.3 
	Time Polnl and 
	Pllramelerc 
	Pllramelerc 
	n =2li a• 24 n • 22 n • 23 

	Pr&-a11U1l1111 Beeline 
	Pr&-a11U1l1111 Beeline 
	Pr&-a11U1l1111 Beeline 

	Systolic BP -mean t SE Olastollc BP -mean " SE 
	Systolic BP -mean t SE Olastollc BP -mean " SE 
	210 ~ 21 136 " 16 
	2a! t26 135 :!: 11 
	205 t 24 133: 14 
	211 t 17 1$6 t 15 

	Heart rate ­mean ~ SE 
	Heart rate ­mean ~ SE 
	87 ;lo 20 
	84 t 14 
	81 t 19 
	80 ±14 

	15 Minutes llfhr1Uslot1' 
	15 Minutes llfhr1Uslot1' 

	S}'stollc BP 
	S}'stollc BP 
	-5± 4 
	·7 t 4 
	-16 i 4 
	·19. 4 

	Diastolic BP 
	Diastolic BP 
	-5t 3 
	..St 3 
	·1212 
	-21t2 

	He1rt cate 
	He1rt cate 
	·2:t 3 
	+1t1 
	+2 11 
	+11 :t2 

	30 Mlnullc o! ln!Hlan• 
	30 Mlnullc o! ln!Hlan• 

	Systolic BP 
	Systolic BP 
	·6±4 
	-1 1 t 4 
	-21 t3 
	·16:t 4 

	Diastolic BP 
	Diastolic BP 
	·10 ± 3 
	-12 t 3 
	·17 :t 3 
	·20 ~ 2 

	Heart rate 
	Heart rate 
	·2t3 
	·1 :t 1 
	+3:t 2 
	+1 2:t3 

	1 Hour al ln!uslon• 
	1 Hour al ln!uslon• 

	8'/Slolic BP Dtastnllc Be> 
	8'/Slolic BP Dtastnllc Be> 
	-5 :!: 3 -8 r3 
	·9 t 4 -13 1 3 
	·19 t 4 ·18 t 2 
	·22 :t4 ·23 ~2 

	Hwtrate 
	Hwtrate 
	·1t3 
	Ot2. 
	+3 :t 2 
	+11 :t3 

	4 Ho1ra ol lnfuio•' 
	4 Ho1ra ol lnfuio•' 

	Systolic BP 
	Systolic BP 
	·14 t 4 
	·20 1 5 
	·23 ± 4 
	·37 ± 4 

	Diastolic BP 
	Diastolic BP 
	·1 2 t 3 
	·18 % 3 
	·21 :t 3 
	·29 t 3 

	Hean rm 
	Hean rm 
	·2 t 4 
	Oot2 
	...C 12 
	+1 1± 2 


	• Meart111ange 1rom llzsel'ne t S.E. .Two hljlldred and llilrty Rix severely hype, r" '·~'" ~::,f'~nts (DBP ~ 120 mm fig), with or Ylilhout end-iiritan compromise, were .randomized 10 receive In two open·lilbcl s1udles eithl;. /enoldopam or nttroprusslele. The response rate Ylas 79% (92/117} ln the ~ .lenoldop;if!I gro11P and n% (90/119) iri the nllroprusside group. Response required a decline In supine diastolic blood pressuro to ~ .less lhan 110 mm Hg if U1e baseline w~re bll!Ween 120 and 150 mm Hg,in~usi
	is present at 15 minute&. Th eadd~ional effect seen after 1 !lour occurs In all groups and may not be drv1rretated (there was no = placebo group for evaluation). ­Ptldlah'lo Patients: lnlomlallon relat£;i tr ii.,. orm mar.rnynamlcs of fanoldopam in)ectlon In pediatric patient$ is approY1!d IOI Abbott 
	Laboratories' fenoldopam oruo products. H, w. m , dll8 to Abbott's marketing exclusivity rights. this drug product Is not labeled for pediatric USS. 
	INDltATIOllS AND USAQE .Aclalt h litrrts: .Fenoklopam M8sylate lnJeelton, USP Is Indicated for ttre irt-hospHal, $1101t-tenn (up to 48 hours) management 01 S6Vera hypertension when .rapid, but qvlcld>j reversible, emergency reduction of blood prassure is clinically Indicated, includi11g malign;int hypertenslOll With deterlo­.raUng end-organ function. Transition to oral therapy witll another agent can bcuin 11 any limo after blood pressure Is stable during .fO!'.oidoparn !n!usion. .
	Pediatric Palln:ls: lnfonnatton ri:lated to tho indicated ~eof fenoldopam injection In pediabic patitmts is approved lo!Abbott l.aboratortes' .fanoldopam drug products. However. due to Abbott's marl<atirg 1Xcluslvity lights·. this dTIJll product Is not labeled for pedll!lrfc us~. .
	CDNTAAlNDICATIDNS .None known. .
	WARNINBI .Un ot blCa·•lodlers In c111funcllon 1'1111 fenllldo••m his not lle1n llldted 11 hyperten11Te patients an•, ~ ,oui.le, coacaratt1nt UR .strould be atoldad. If lh• • rvas are ned llrUtthar, cauti on &lloald b1 enrclsed buause 1neq1ected bfl!OtlnSlot1 could mill !rom .b11ta-bl1Kklr lMlbnlan al the rtftex reaponae to tenoldo••m. .
	Contain.~ sodiummetablsulflte, a suttitc mat may cause allerglc-IYPe reactions including anaptrylaciic symptoms and life·1hreat:enlng or less . severe aS111matic episodes in certala Sl!S<:Eptlble poople. The owrall prevalence of sulflte ~risitivl1y 1n the ~neral population Is unknown • · · -.... ··• " • •• ·--.... ·.~--u•. :.. ......i....-~ ~......., '" """"""•t+,'"st"' riol'\nl • 
	Two hundred and thirty six severely hypertens!Ve patients (DBP 2 1.20 mm Hg), witll or without end-organ comproiri1se, were ~--• randomlled to receive In tvio open-label studies either tonoklopam or nttroprusside. The response rm wa~ 79% (92ft 17) In tile ~ fenoldo;>a.m group and no;. (90/119) In tile nltroprusslde group. Response required adecline in supine diastolic blood pressure to j::;il l!ISS than 110 mm'Hg H11le baseline were between 120 and 150 mm Hg, inclusive, or by<: 40 mm Hg tt the baseline vror
	Hg. Patients wm t~J11ed to the desired effect. For tenoldopam, tl1e doseranged from 0.1to1.5 mcglkoimln: lor n1tropruss1de. the I~ dose ranglld trom 1.0 to 8.0 m~g/kg/min. As in ttle srudy In mild to modorale hypert11nslves, most or the tff1lC1 s!Mln at one hour ==· is presont at t5 111i11utas. The additfonaf 8lfect seen afb!r t hour occurs In all groups and may not be drug-relaled (there was no =---·; 
	ptacobo group for Mlu:Alon). · . ~ , . ~-: .PMlatrlc Pallel11: Information relaUO to !he pharmacodynamlct ol llnoldo;l;m il1jection in pediatric pallrnts is approwd fur Abbott ! .l.2bor210rtes• fenoldopam drug products. However, doo to Abbatt's maJ\cet!no excltJSlvlty rightS, tllis drug product is not labeled hlr .~d!atrlc use. .
	INDICATIONS AND USASE' 
	Adult Pallellb; 
	Fenoldopam Mcsy1ato Injection, USP Is Indicated for the In-hospital, short-lllrm (up to 411 h01Jrs) management of severe hyµErtension when rapid, b~tiulcldy rwersible, emeroency reduction or blood pressure Is cllnlcally Indicated, Including maflQ08AI hypertension wiU1 dlltllrlo­ratlng end-organ funcdon. Transition to oral U1erapy with another agent can begin at any time after blood pressuro is st.lblfl during fencY.dopam Infusion. 
	P1tll11trlc f'ltlentl: Information rela1ed to ttle lndlca1ed use of leooldopam injection in pedlatllc patlsnm Is appfO'o-ed for Abbott Laooratorles' fenoJdopam drug products. tlom\'l!r, due to Abbott's markedng axclusivily rights, tMs drug product Is not labeled tor psdlatric use. 
	C 0 llTRAINDICATlOllS 
	None known. 
	WARlllllGS Ua of n114Jlocbra In c•JtlnctlcMI 11411 feuldo,e11 hu nit bee. 111Mlid in tinerteiaiole 'at•nl! Mid, II pm1lbll, c11l:Ollllllrrt 11e n1111• be 1nld1d. If Ille ~11g1 are med together, c:111t1011 should be u1rci1M lllcalBll minp1d1d llyJ1Glll'lllot1 cmilc! r11t1ll flem h•·blochr lnhlllltlol at the reflex n:spo11Se to lenfdopa11. 
	Cootains sodium metabisulfite, a sultite that may cause allergic-type mctlons including anaphy1actlc symptoms and llfe-thraatenlng or less severe asthmatic episodes in certiin susceptible people. The 01111rall prevalence of sulfite sensttfvity fn the genl!l'al population Is unknown and probably IOw. Sufllto soosltlvlty is seen more frequen!1'/ In ~tllmatfc tllan In nonastllmatic pe09le. 
	PRECAUTIONS lntnoal1rPreuwe: In a cllnlcal studyof12 pelients with open-angle glaucoma or ocular hypertension (mean basetlne fntraocular J!f8SSUl8 was 29.2 mm Ho with a range ot 22.D -33.0 mm Hg), Infusion ot tenoldopam at e~latlngdoses ranging from 0.05-0.5 mcgil<g/mln over a3.5 hour l)Cf1od caused adose-dependent incroas8 In lntraocular pre&sura (IOPJ. At the peak effect, t~a llT!raocular pressure was raised by a mean of 8.5 r(lm Hg (range -2.0 to .as mm Ho. correctJ!C! 1or placebo effect). Upon dlscontln
	T1i*yt1nll•: Fonoldopam causes a dose-r111ated tachycardia (T1•111 and T•• I• 2), particularly with infusion fltas abcwe 0.1 me{jfkg.'mirl. 
	TiCITjcardla in adulls diminishes ll'.11rtime bUt remains substlntlal at higherdoses.Taclrjcardia in pecfiabic patients atdoses >0.8 mcgl\.glmin .persists at least for 4 hours. .tlft>llen1ion: Fenoldcpam may occaslonall)' produce symptDmatlc !IYpolBnelon and closemonitoring Ol lllOOd pmsure during &dministra­.
	tlon IS essential. (See ADVlRSE REACTIDllS). It Is parttcularly important to avoid sysbirnic: hypotension when eCministering the drug to .patlllnts wl!o have sustained an acute eerebral lnfarctton or hemorrhage. .
	fn pediatric patt1111ts, fenoldopam was only administered to patlenls wltti an indwelling intra·arterial line. .Hypokal11111l: Decreases In serum potassium occasionally to values below 3.0 me~were observed after lo~;than 8 hours of fenoldopam .lnlu£ion. It Is not clear It the hypolcalemla reflects a pressure natrlurusls with enh1111ced potassium-sodium excl1ang~ or adirect drug 8ffect. .During cllnlcal trials, electrolytes were monitored at intervals of 6 hours. Hypokalemia was treated with etther oral or i
	1n111c111111 Prnaure: The effect of fellOldopam in tile presence of incroasod intracranlal pressure hat not !:>Mn studied. .D11g fnl111ctl1•wMh BttHllocleri: Ccmcomttant use of fenotcJopam with bllla·blockers sboutd be avoided. II tht drugsare used togetfter, .
	caution should be exercised bec<!use unexpect~d hypotensloo could result from bela-blocker lnhlbhlon ol the sympathetic reflex 18Sj)OOse .to finoldopam. .11111 llll111ttlo11: G111111: AlthoullR lllere have been no formal lnleractlon studlas;intravenous fenoldop:un has been admlAlstered safely .
	with drugs such IS digillllis and sublinguil! nitroglya!rin. There 16 Hmll9d experience with collCOlllltal'I! antlhyperten$1Ve iQenll5 such as 
	bela-blod<ors, ~ha-bloclcars, calcilJm dlannet·blockers, Aa: inhibitor~. and dlui1tics (botll lliilzide-lMte and loop). .ClrcinotC11Nis, 11 1111111N1a, Impairment of flr1ilily: fn a24-month sbJdy, mamated oralt,o with lenotdopam at 12.5,25, or 50 mo<11o/day.· .reduced to 25 mi;'lcg/day on da'/ 209 olstudy, showed no Increase abow controls in Ille Incidence of neoplasms. Female mice in the highest .dose group had an hlc111as00 incidencs and degrM ol severity al afibro~ssaous lesion of tile stem~mcompared wit
	In a 24-month study, rats tre~d orally wltll tenoldopam at 5, 1O or 20 mglk!>'clay, with the mid-and high-dose groups increased to 15 or .25 mg/kg/day, r11Spectivefy, on day 372 of the study, showed no increase above controls in the incidence or typeof neopl<lsl'i1$..Compared .with the controls, rats In Ille mid· and high-dose oroups hnd ahigher incidence of hyperplasia of collecting duct epill!eliom at the tip of the .renal papilla. .
	Fl!floldopam did not Induce bacterial gene mut8lion in theAmes test or mammalian oena mut.ation fn the Chinese hamster mry (CHO) cell .assay. In 1t1e Jn vitro chromosomal abemrtion assny with CHO oolls, fenoldopam was assoclatftd with statistically significant and .dose·dopendcM increases in chrom0$1lmal aberrations, and In tile proportion of aberrant metaphas!IS. Haw!IY9C', no chromosomal damage .~en in the in vivo mice micronucleus or bone marrow aggays. The data support 11le conclusion thill tenoldopam I
	was 

	Oral fertility and 119noral reprodcction performance stJJdles In male and female Tits at 12.5, 37.5 Of 75 moil<a/dsy mealed no impairment .OI fertili!Y 01' reproductioo performrice due to fenoldopam. .Pregnm1Cy: T«aloteu Eflrlc:ls: Pt'8gnatrt:f Gategory B. Oral repioduction studies have been performed in rats and rabbits al doses o1 .
	12.5 to 200 mg,1cgfday and 6.25 ro 25 mg/kgf<lay, respecttwly. Sludles have revuled maternal toxicity at tile hiQhest doses tested but no evidence ofImpaired fertllity or harm to the fetus due to re noldopam. HOl""'er, tllere are no adequateand YJell-controlled studies in pregnant women. Since animal reproduction studies are not always preaictive al human response. hlnoll!opam shoulll be used In pregnancy only if clearly needed. 
	Nurdng Moilien: Fenoldopam Is excreted Inmillc inrats. ~Is not knol'ln whether this drug ,. reted lnhuman milk. Because many drugs 
	are excreted in human milk, caution sllould be ex&K:isacl whM fi:ODkfDPam !s admllllsttred to anursing woman. .Pedlatrie Usa: Cllnlcal study Information related to the safely and enectiVeness ol feno!dopam l~eclioo in pediatric patients ages <1month .to 12 years old Is approvlld for Abbott LabOmtories' fanoldopam drug products. However, due to Abbott's marketing.~~clusivity {jghlS, t~. .~rug product Isnot labefed for pediatric use. .
	Glllalrle Use: Clnical ~dies Of teno'.dopam did nol lnclL'lle sllticient nllTlbers of subjects aged 65 and over to determinewhetlier they .respond dilfere11tly from younger subjects. Other reported clinical 1xplriem:e Im not identified differences In responses bel\<teentile elderly .andyounger paliefltS. Ingeneral, dose selection for an elderly pall811t should be cautious, usually stlrtlng at l1Je low end of the dosing range, .reftecllng the greater frequency of decreased hepatic, renal, or cardiac function
	ADVERSE llQC'TIONS .Mull Pdenls: .Fsnoldopam causes adose·rolated tall in blood pressure and ioofll3se Inheart rale (see PRECAUTIONS, Tacllyctnlll, and HrJOle,.lan). In .cootrolled clinic.I studies of S8\lere hypertemlon in patients with ond-<lrgan damage, 3%(41137) of pali811ts wilhdrev1bocauseot oxcessiw .!alls Inblood pressure. lncr&aSed heart rat6 COllkl, ifl thoory, leadto lschemic ctrdiac ewnts orworsenlld har1 failure,allllolJgti these evems .have not ~enollser'llld.The most common events reportedas 
	AdwerH ru dloms I• ce111Dllell lriall Ill adult • n er1ensi!WI .Adverse e;oents oocurring morethan once In any dosing group (once if potentially imporl3nt or ~ausibl'; dri.'Q·f111aledj in the fbcld-dose .constillll·infuslon 61udles are pmented in the following table by Infusion-rate group. There was no clear dose relatlonShlp, except possib~/ .!or headache, nausea, flushing. .
	Ta~le 3 .ADVffiSE EVEXTB• FRON AxED-00$E INFUSION .STUDIESBYDOSE GROUP .
	fenaldo~11 Doses (mcgitg/tni•! 
	fenaldo~11 Doses (mcgitg/tni•! 
	fenaldo~11 Doses (mcgitg/tni•! 

	PlHlbO 
	PlHlbO 
	0.01 
	0.03-0.CM 
	0.1 
	U-0.4 
	0.6 ­0.8 

	Body ~stem 
	Body ~stem 
	Evoot 
	(n=71 
	I" ·26> 
	(n..31) 
	(n •28! 
	!n • 29) 
	jnm 11) 

	Body, General 
	Body, General 
	Headache 
	1 
	5 
	~ 
	7 
	8 
	6 

	TR
	lnjeciion sile roactlon 
	0 
	3 
	0 
	3 
	2 


	Cudlovascufar 
	Cudlovascufar 
	Cudlovascufar 
	SH aboormalitieS 

	TR
	0 
	2 
	0 
	0

	TR
	!~rlmarlty T·wave invorslon) 

	TR
	Flushing 
	0 
	0 

	TR
	llypotcnsion• • 
	0 
	0 
	0 
	0 

	TR
	Postural hyeotension 
	0 
	0 
	0 

	TR
	Tachyeardla.. 
	0 
	0 
	0 
	0 
	0 
	2 

	Dfgnlln 
	Dfgnlln 
	Nausea 
	0 
	3 
	0 
	3 
	5 
	4 

	TR
	Vomi1ing 
	0 
	2 
	0 
	2 
	1 
	2. 


	Abdominal !!!!iri/Fullness 
	Abdominal !!!!iri/Fullness 
	Abdominal !!!!iri/Fullness 
	0 
	2 
	0 
	0 
	2 
	1 

	Constipation 
	Constipation 
	0 
	0 
	0 
	0 
	0 
	2 

	lliarl'llea 
	lliarl'llea 
	0 
	0 
	0 
	0 
	2 
	0 

	Malabaflc and Nutrmouf 
	Malabaflc and Nutrmouf 
	lncreaslld creaiinine.. 
	0 
	0 
	2 
	0 
	0 
	0 

	TR
	Hypokalemla.. 
	0 
	2 
	2 
	0 
	1 
	0 

	Nenon 
	Nenon 
	Nervousness/All~ 
	0 
	0 
	1 
	0 
	0 
	2 

	TR
	Insomnia 
	0 
	2 
	0 
	0 
	0 

	TR
	Dimness 
	0 
	1 
	1 
	2 
	'2 
	0 

	Ruplratory 
	Ruplratory 
	r~aUi corQeSHon 
	0 
	0 
	0 
	0 
	0 
	2 

	Skin and A1>Pen•a1es 
	Skin and A1>Pen•a1es 
	Swn1ing 
	0 
	0 
	0 
	1 
	2 

	urau1nltal 
	urau1nltal 
	, Urinary tract lnJection 
	0 
	2 
	0 
	0 
	0 

	llltisailoslelelal 
	llltisailoslelelal 
	Backp.ain 
	0 
	1 
	0 
	1 
	2 
	2 


	' Includes even1s reported ·by 2or more patterns recoMng 1enoldopam treatment across all dose gl'Olll)s. •• lnvestloator defined; no protocol deflnnlon. 
	Adft11e rffeCll In Oftrall d•bne The adverse tve11t incidences listed below are ~don observalions of ovor 1,000 fenoldopam treatld adul! pallents a00 not listed in Tablo3 abo\19. 
	Events 1e,U11ed Wlill a tnqusncy bltW11n D.510 &% In patiem tr11led witll fV lenolfopam Cardiovascular: &Xlras'/stoles, palpitations, brldyc;ardia, l\eart lallura, lscnemic heart d~as1, myocardial infarcti011, anglna pectoris Matabofrc: etewtud BUN, elevated serum·ollJcose. elevated transaminase, etew!OO LOH General Body: non-specific chest pain, pyrexla 
	HematolOgic/Lymphatlc: leukOC'ftosls, bleeding 
	HematolOgic/Lymphatlc: leukOC'ftosls, bleeding 
	HematolOgic/Lymphatlc: leukOC'ftosls, bleeding 

	Resplraloly: dyspr.ea, upper resplmoiy disorder 
	Resplraloly: dyspr.ea, upper resplmoiy disorder 

	GBltlloulinary: oligurla 
	GBltlloulinary: oligurla 

	Musculoskeletal:·limb cramp 
	Musculoskeletal:·limb cramp 

	= = 
	= = 
	Pldl11rtc l'lllents: lnformB!ion relating to l,_B!lt-emergem adverse events Is approved for Abbott Laboratories' fonoldopam Injection drug products. HO'Nlll/9r, due lo Abbott's marketing oxclusMly r1Qhls, this druv product !s not labeled IOI' pediatric use. 

	TR
	ANIMAL TOXICOLOGY 

	-
	-
	Unusaal 1oldcologic nndlnos (arterial lesions In the rat) with lenoldopam are summari2.ed below. These findings h3vB not been 

	-
	-
	obseMd in mice or dogs. Ho evidBllOO of asimilar lesionIn humallS has beenobslMld. 


	~Arterial lesions characterized by medial necrosis and hemorrhage ha~e been seen ln F11nal and splaoo~m: arteries of nis given -fonoldopam mesylate by continuous Intravenous lnfuslori at doses of1to 100 rncg.lkg/mlnfor 24 hoors.Tileincidence of theselesions -is dose Tlllated.Arterial lesions morphologically Identical to thon observed with fenoldopamllavv been reported In rals Infused with 
	dopamine. Dela supgesl Illa! the mechanism tor ti*! injlliy invotws actimlon ol D1·fite dopaminorgic receptors. Such lesions haYll not been seen in dogs given doses up to 100 mcgll<glmin by continuous Intravenous infusion for 24 hours, nor were they seen in dogs infused at the same close for 6hoors daily for 24 days.The clinical slonmcanceof this finding Is not known. 
	Oral administration of fonoldopam doses of 10 to 15 ml)/kg/day or 20 to 25 mgJkglday to rats for 24 montlls ind~d a higher lnclcrence of polyamrilis nodosa compared to oomrois. Such lesions were not seen in rats gll'lln 5 m~kg/(fay of fenoldopam or in mice given lhe drug at doses up to SO mgll<;glday for 24 momhs. 
	DVEllDDSMlE Intentional f8noldopam ovenklsaQe has not been raported. Themo$t likely ~onwould be excessiveeypo~nsionwllicl\ sllould be treated vrl\!1 drug discontinuation and appropriatesupportive measures. 
	DOSAGE AllD A.DMINISTMTION Allult "'1Jimls: Theoptlmat magnilllde and rate of blood pressure reduction in acutely ~rtenslvepalients l'liM not been rigorously determined. but, in oenerd.I, both delay and 1lio rapid decrea38$ appear undesirableIn sJck patients. An initial Fenoldopam Mcsylalf Injection, USP dose may be chosen from Tables 1 and·2 In the Cllnical Pl\armacology Section that produces the desired magnitude an~ ralo of blood f)fessure rF.llur.tion In a oll'IO clinic.I situation. DOGes below 0.1 mcOf
	• • • • • • · · · · -· ·-········ 1........1...11.:..t ................. .
	.. 

	MusculoSlcelatal: limb cramp 
	Pediatric Plllenll: lnlcrmlltion relating 10 ·1reatment.:emergerrt adverse events Is approved for Abbott lliooratories' 1enold<Jl)am 
	= 

	injectiOl'l drug products. Ho\118\'er, due to Abbott's marketing exclusivity rights, this drug product is not laboled for pediatric U$e. 
	AlflMAl TDXICDLOBYUnusual twcicolOgle findings (arter1al lesions in the rat) wiltl hmoldopam are summarized below. These liooings haYC not bconobserwd In m!ca or dogs. No evidence or a similar lesion In hllmans has been obseMd. 
	= 
	-= 
	niiiiiiiif 

	---Arterial leslons characterized 1)11 medial necrosis and OOrrion!l&ge lla'le been seoo in renal and sptaochnic a:rt!lries ol rits givel,' -fenoldopam mssylate by conttnuous Intravenous ln1usion at !l<JSU ot 1to 100 IOC0/1lofmln for 24 hours.1llaIncidence of these lesions ---is dose relal8d. Arterial lesions morphologil:ll~J idelllical to tMse observed with fonoldopam have been 1'91lortBd In rats lnfllsed wllti 
	doiiamlne. Data suggest 11ial 11ie mechanism lor this il1jury lnvcwes activation of D,-llke dopamillergic recqltors. Slich lesions have not been seen in dogs given doses up IQ 100 mCfJJ1<oimln by continuous Intravenous lntuslon for 24 hOurs, nor were they seen in dogs infusoo at the same dose tor 6 hours dally for 24 days. The cllntcaj !lignlficence of this finding is not kno1111t 
	Oral administration of fe11Pklopam doses ot f 0 to 15 mg/tglday or 20 to 25 moJk~day to rats for 24 months induced a hlghor incidenca ol polyarterltls ndtlosa compared to controls. Sucfl lesions were not seen in rats given 5 m9lk0/day of renoldopam or in t mice given lhe drug at doses up to 5() mg/kg/day tor 24 montlls. 
	OVERDOSAGE Intentional fenoldopam ovcrdOS8'1c ha$ r.ol been re1>0rted. The most likely raactlon would be ~sslvehypolenslon ....,.lch should be treete<J witll drug discontinuation and approprla1e supportlw m~asures. 
	DOSAGE AND ADMINISJRmOW 
	ltiMll PtlllJllS: 
	The optimal magnitude and me of blood prass1K8 reduction i1 acut!ly hypertansive padenlE have not be8ll rigoroosly dftrmlned, bul, In .general, both delay and too rapid decreases apj)llar undesirible in sicl: patients. An lnllial Fenok!opam Mesytate lnjectlon, U5P'dose may .be chosen from Tables 1 and 2 in the Clinical.Phannacology Seellon 1hat produces the-desired magnil1:de and rate ot blood prlSllure .reduction in a giVen Clinical sitwtien. Dosos below 0.1 mc~min haY6 very modest elfecls and appear on~ m
	f onoldopam Mesylattl lnjee11on, USP 8hOtJld be administered by conttnuous 1n1ravet1ous infusion. A IM>~s ~oc& shtuld 111be Htd. .Hypotenslon. and rapid decreases ot blood pressure should be avoided. The initial dose should be titrated upward or downward, no more .frequently than minutes (and less frequently as goal pressure is approached) to achieve the dl!Sired therapeutic elfect.The recom­1nended increments for titration are 0.05 -0.1 mcg/kgfmin. . .
	every.15 

	Use of acali~ra1ed, mechanical infusion pump is recommellcled for pfllt)or control of infusion rate during F&noldopam Mell)llat1> Injection, .USP Infusion. In ciinical lriais, fonoklopam tltlatment was safel'J perf0011Bd wllllaut Ille need lor lntra-a11eria.I blood pfe$Stlre rnonttorlng; .blood pressure and heart rate woro monitored at !reQuenl illlervals, ty;>!tally every 15 minutes. Frequent blood press11re monitoring is .
	rtcommended. .The FenoldQ!)am Mssytato lnjldlon, USP lnluslon can be abcuptly discontinued or gradual!Y tapered prior to diSOOnlinuation. Oril antlhy­.petlensive ;;gents can be added durll!Q Fenoldopain Mesyla1e Injection, USP infusion or tcllOYling its discontinuation. Patients kl cGntroUed .clinleal trials hCM! recemd lntra\llllous fenoldo1101TI tor as loog as 48 hOurs. .
	PREPAllATICMI OF INFUSIONSOLUTIDM . .WARNING: comm OF AMPULES llUST BE DILUTED BEFORE INFUSION. EActl Alllrt.ILE IS FOR SINGLE USE ONLY. .Dikllian: .
	Adult Patlots: .The Fenoldopam Mesytate fnjectlon, USP ampule conl:entrat! must be dlh.ilcd In 0.9". Sodium Chloride lnjeCllon USP or 5% Dextrose .Injection USP using the followlno dilution sehedule: .
	ml of Conce~trale 
	ml of Conce~trale 
	ml of Conce~trale 
	Added to 
	Rnal ConcimtraliOll 

	mg ol drug 
	mg ol drug 

	4 ml (40 mg) 
	4 ml (40 mg) 
	1000 mL 
	40 mqj/ml 

	2 ml (20 mg) 
	2 ml (20 mg) 
	500mL 
	40 mcg/ml 

	1 ml (10 mg) 
	1 ml (10 mg) 
	250 ml 
	40 mco/mL 


	The drug dose rare must be indlvidualized according 10 body Wllight and accord!no tD tile deslrcd rapld:ty and extent of pllarmacotJynamic effect. Table 4 provldas 11\e calculated Infusion volurM in mlhnin tor a range ol drug dosss and body \'!Eights. The infusion si>0\11d be admirisfllred usi'!g a calllmrt9d mechantcal ln1usion PllllP Vlat can accurately and reli~ deli11U1 tile desired infusion ratt. 
	lnlusfon 1'811: 
	Ta.ie 4 .FEllDLDOPAM ADULT INRJSIDN !WES (ml./houtl .DRUG DOSAGE FOR >40 kg, USING 4D lllClllmL CONCENTRATION .NOTE: CONCENTRATION IS DIFFfRfNT FROM PEDIATRIC PATIENTS. SEE BELOW: PEDIATRIC PATIENTS .
	ADIJl.TS 

	lntuton Rile Weight 0.3 
	Body 
	Body 
	mcg/lqj/mln

	ikR! 
	-
	-
	­

	40 1.5 3 6 12 18 ­
	40 1.5 3 6 12 18 ­
	40 1.5 3 6 12 18 ­

	50 1.9 3.8 7.5 15 22.5 .&O 2.3 4.S 9 18 27 .
	50 1.9 3.8 7.5 15 22.5 .&O 2.3 4.S 9 18 27 .


	70 2.6 5.3 10.5 21 31.S 
	-
	0.02& o.t5 0.1 0.2 mc1)1kg/min mcc;/kg/mln mCl)/1<0/mln rrocg/kg/mln lafufo1 R1tu (mli1lourl of 40 mo1/WIL sofalloo 
	80 90 
	100 
	110 
	120 130 140 150 
	3 
	3.4 
	3.8 
	4.1 
	4.5 
	4.9 
	5.3 
	5.6 
	5.6 
	6 

	6.8 
	7.5 
	8,3 9 
	9.8 
	10.5 
	11.3 
	12 
	13.5 15 
	16.5 18 
	19.5 
	21 
	22.5 
	24 27 
	so 
	33 36 39 
	42 45 
	36 
	40.5 
	45 
	49.5 54 
	51!.S 63 
	67.5 
	T1blt 4 (contln1111ll11) .FENOlDOPAM ADULT INRJSION RATES (ml/heur) .DRUG DOSAGE FOR ADULTS> 40 kg, USING 4' mq/ml CDNCf!l'TRATIDN .NOTE: CONCamtATION IS D1FRRENT FROM PEIMATRIC PATIOOS, SEE llELDW: PEDIATRIC PATIENTS .
	Body 
	Body 
	Body 
	fntuston Rll1 

	Welglrt 
	Welglrt 
	1.5 
	1.8 
	1.2 
	1.4 
	U 

	{kt) 
	{kt) 
	lllCQ~ln 
	mcQ/l(g/min 
	mcofko/min 
	mCQ/!<Ql!!lin 
	mcgil!Q/min 
	m~min 

	TR
	lmuslon Rafts (ml..i\ou) ot 40 mcg,hnl sDlullDll 

	40 
	40 
	90 
	48 
	60 
	72 
	84 
	96 

	so 
	so 
	37.5 
	6{) 
	75 
	90 
	105 
	120 

	60 
	60 
	45 
	72 
	90 
	108 
	126 
	144 

	70 
	70 
	52.6 
	84 
	105 
	126 
	147 
	168 

	80 
	80 
	60 
	96 
	120 
	144 
	168 
	192. 

	90 
	90 
	67.5 
	108 
	135 
	162 
	189 
	216 

	100 
	100 
	75 
	120 
	150 
	180 
	210 
	240 

	110 
	110 
	82.6 
	132 
	165 
	198 
	231 
	284 

	120 
	120 
	90 
	144 
	180 
	216 
	252 
	288 


	Ta~ll 4 .FBIDl.DDPAM "DULT INRJSION RATH (11UbaurJ .DRUG DOSAGE FOR ADUL~>40 qi, UllNG 40 mCQhli, CONcemlATION .NOT£: CONCENTRATION IS DIFFERENT FmJN PEDIATRIC PATIENTS, SEE BElDW: PEDIATRIC PATIENTS .
	Body Infusion Rate ·we1;it D.025 D.06 0.1 0.2 8.3 
	(q) .mcoJkg/mln mcg/kg/mln mc:gJtcg/min mcg/kg/min mcgf.tgfmin .'11usion Rates (ml./llG11} or 41 mQflll solllion .
	-
	40 1.5 3 6 12 18 .. 50 1.9 3.8 7.5 15 22.5 .
	-
	60 .2.3 4.5 9 18 'l7 
	~ 

	70 · .2.6 5.3 10.5 21 31.5 ....._..
	-
	80 
	90 
	100 
	110 t 
	"< .120 130 140 150 
	3 '11.4 
	3.8 
	4.1 
	<4.5 
	4.9 
	5.3 
	5.6 
	5.6 
	6 

	6.8 
	7.6 
	11.3 9 
	9.8 
	10.5 
	11.3 
	11.3 
	12 

	13.5 15 
	16.5 18 
	19.5 
	21 
	22.5 
	24 27 30 33 36 39 42 4S 
	36 4-0.5 
	45 
	49.5 
	54 
	58.5 
	63 
	67.5 
	Tabla 4 (contln11h1) .FENDt.OOPAM ADllLJ HIMIDNR"TfS j11l.,4iDUr) .DRUB OOSMIE FOR ADULTI > 4' q, USING 40 ll1CQ/lnl. CONCfKTIWION .NDTf: CONcemumOll IS DIFFERENT AIOM PEDIATRIC H.TIENTS, SEE BELOW: PEDIATRIC PmENTS .
	Boely 
	Boely 
	Boely 
	lalnlan Rall 

	Wei!lln 
	Wei!lln 
	0.5 
	o.a 
	1.2 
	u 
	1.6 

	<51 
	<51 
	mC9f!<glmin 
	m~min 
	meq/l<Q/mIn 
	mcg/kQ/mln 
	mcoito/mln 
	mcgflqfmin 

	TR
	lnl111i1n Rates lml.~1ur) If 40 ns~l1olulioo 

	40 
	40 
	30 
	·48 
	60 
	72 
	84 
	96 

	50 
	50 
	37.5 
	60 
	75 
	90 
	105 
	12il 

	60 
	60 
	45 
	72 
	90 
	108 
	126 
	144 , 

	70 
	70 
	52.5 
	84 
	105 
	128 
	147 
	168 

	80 
	80 
	60 
	96 
	120 
	144 
	1611 
	192· 

	90 
	90 
	67.5 
	108 
	135 
	162 
	189 
	216 

	100 
	100 
	75 
	120 
	150 
	180 
	21-0 
	240 

	110 
	110 
	82.5 
	132 
	165 
	198 
	231 
	264 

	1211 
	1211 
	&O 
	144 
	180 
	216 
	252 
	288 

	130 
	130 
	97.5 
	156 
	195 
	234 
	273 
	312 

	140 
	140 
	105 
	168 
	210 
	252 
	294 
	336 

	150 
	150 
	112.5 
	180 
	225 
	270 
	315 
	360 


	The diluted soiutlon is s'.ible under no!lllal amblem llgtrt and temperature condition& for at least 24 houfll. Dilumd solution that ls not used .within 24 houn of preparation sllCJokl be discarded. Parenteral products shOuld visually. ~J)llrticulatB matter or cloudiness is obsecved, the drug shOJJld be dlscard!d. • 
	be inspec<.ed 

	1'9dlllrl~ Ptll9111J: ln1ormatlon related to the dosing of fenoldopam injection In pediatric patients is approvad !or Alll>ott Laboratories' fenoldopam drug products. HoWC\ler, due to Abbott's marketing excl11Sivity rights, lhis drug product Is not labeled for pediatric uS11. 
	HOW SUPPLIED .NOC -0781--3005-71 -1 ml (10 l'll!)hnl), Sinole·dose ampule, boxes ot 1. .NOC -0781-3006-92-2 ml (10 mg/ml), Slnole-dose aroputn. boxas of 1. .Srore at 2• to so•c. .
	AIANDOZ 
	Broomfield, CO 80020 
	Manufaciured In Canada by SaTidDZ C8nada Inc. Olstlib\llsd by Lek Phamiaceulir.als, Inc. an affmate Ol Sandoz Inc. 
	February 2005 
	01002n9 
	CENTER FOR DRUG EVALUATION AND RESEARCH. 
	APPLICATION NUMBER:. 
	ANDA 77155. 
	LABELING REVIEWS. 
	LABELING REVIEWS. 

	APPROVAL SUMMARY .REVIEW OF PROFESSIONAL LABELING .DIVISION OF LABEUNG ANO PROGRAM SUPPORT .LABELING REVIEW BRANCH .
	ANDA Number: 
	ANDA Number: 
	ANDA Number: 
	77-155 
	Date of Submission: January 13, 2005 

	Applicant's Name: 
	Applicant's Name: 
	Sabex 2002 Inc. 

	Established Name: 
	Established Name: 
	Fenoldopam Mesylate Injection USP. 10 mg/ml 


	APPROVAL SUMMARY 
	1. .
	1. .
	1. .
	Do you have 12 Fina! Printed Labels and Labeling? Yes 

	2. .
	2. .
	CONTAINER -1 ml single-dose vials Satisfactory in final print as of the January 13,· 2005 submission \\CDSESUBOGD 1 \N77155\N 000\2005-01-13\fenoldopam 1mlcontainer2005011 O.pdf 

	3. .
	3. .
	CONTAINER -2 mL single-dose vials Satisfactory in final print as of the January 13, 2005. submission \\CDSESUBOGD 1\N77155\N 000\2005-01-13\fenoldopam2mLcontainer2005011O.pdf 

	4. .
	4. .
	CARTON -1 ml single-dose Satisfactory in flnal print as of the January 13, 2005 submission \\CDSESUBOGD1\N77155\N 000\2005-01-13\fenoldopam1mLcarton20050110.pdf 

	5. .
	5. .
	CARTON -2 ml single-dose Satisfactory in final print as of the January 13, 2005 submission \\CDSESUBOG01\N77155\N 000\2005-01-13\fenoldopam2mLcarton2005011 O.pdf 

	6. .
	6. .
	PACKAGE INSERT Satisfactory in final print as of the January 13, 2005 submission \\CDSESUBOGO 1\N77155\N 000\2005-01-13\feooldopamPl2005011 O.pdf 

	7. .
	7. .
	Revisions needed post-approval: None 

	8. .
	8. .
	Patent Data: Patent Data-NOA 19-922 


	Patent No. 
	Patent No. 
	Patent No. 
	Patent Emlratlon 
	Use Code 
	Delcrlotlon 
	HowFiled 
	LabeUna tmoact 

	NIA 
	NIA 
	NIA 
	None 
	There are no unexpfred patents for this product In the Oranoo Book Database. 
	NIA 
	None 


	Exclusivity Data-NOA 19-922 
	Code 1-422 
	Code 1-422 
	Code 1-422 
	Reference INDlCATED FOR THE IN-HOSPITAL SHORT-TERM (UP TO 4 HOURS) REDUCTION IN BLOOD PRESSURE IN PEDIATRJC PATIENTS 
	Expiration 411/07 
	LabelJna lmnact Carved Out and substituted with Pedalric Division/New Drug Divisioo aid OGD recorrvnended 

	TR
	statements 

	BASIS OF APPROVAL: 
	BASIS OF APPROVAL: 


	Was this approval based upon a petition? No 
	What Is the RLD on the 356{h) form: Cor1opam® Injection 
	NOA Number: 19-922 
	NDA Drug Name: Corlopam® Injection 
	NDA Firm: Abbott Laboratories; N 19-922/SE-005; Approved April 1, 2004 
	Date of Approval of NOA Insert and supplement: Approved April 1, 2004; N 19-922/SE-005 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 recentJy approved labeling of the reference listed drug, Corlopam® Injection. 
	~OR THE RECORDs 
	1. .
	1. .
	1. .
	The labeling submitted by the firm was based on the most recently approved labeling for this drug product Labeling was recently approved on Apr~ 1, 2004 for the RLD. Used recently approved insert and container/carton labeling for ANDA 76-582 {fenoldopam injection) produced by Bedford Labs for guidance. 

	2. 
	2. 
	Patent/ Exclusivities: .. Patent Data-NOA 19-922 


	Patent No. 
	Patent No. 
	Patent No. 
	Patent Exniratlon 
	Use Code 
	Detcriotion 
	How Flied 
	Labellna lmnact 

	TR
	None 
	There ...-e no unexpired patents for this croduct In the Orange Book Da1abase. 
	NIA 
	None 


	Exclusivity Data-NDA19-922 
	Code Reference 1-422 INDICATED FOR THE IN-HOSPITAL SHORT-TERM (UP TO 4HOURS) REDUCTION IN BLOOD PRESSURE IN PEDIATRIC PATIENTS Emlrat:lon Laballna lmnact 411/07 Carved Out and substituted with Pediatric DlvislonJNew Drug Division and OGD recommended statements 
	3. .Storage/Dispensing Conditions: NOA: Store at 2° to 30°C. ANDA: Store at 2° to 30°C. 
	(b)(4) 
	4. .
	4. .
	4. .
	4. .
	Product Line: The innovator markets their product in two ampule sizes. 1 ml and 2 ml ampules utilizing the concentration of 10mg/ml. 

	The applicant proposes to market their product In 1 ml and 2 ml ampules utilizing the 10 mg/ml concentration as well. 

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


	page 01-003, Vol. A. 1.1 . 
	page 01-003, Vol. A. 1.1 . 
	page 01-003, Vol. A. 1.1 . 

	6. Container/Closure 
	6. Container/Closure 

	Containers: Type 1 glass container 
	Containers: Type 1 glass container 

	Closure: Ampule 
	Closure: Ampule 

	7. All manufac1uring will be done by--­
	7. All manufac1uring will be done by--­
	(b)(4) . (See pg.01001)1nvol.A.1 .1) 


	Date of Review: 1/24/05 Date of Submission: 1/13/05 Primary Reviewer: Jim Barlow \\ 
	Date:\ } lA1 }"
	' 
	Date: 
	11:4~ .
	/ 
	HFD-613/JBarlow/JGrace (no cc) V:\FIRMSNZ\SABEX\L TRS&REV\77155ap.s.doc Review 
	cc: ANDA: 77-1 
	DUP/DIVI FILE 
	DUP/DIVI FILE 


	REVIEW OF PROFESSIONAL LABELING .DIVISION OF LABELING AND PROGRAM SUPPORT .LABELING REVIEW BRANCH .
	ANDA Number: 
	ANDA Number: 
	ANDA Number: 
	77-155 

	Date of Submission: 
	Date of Submission: 
	November 19, 2004 

	Applicanrs Name: 
	Applicanrs Name: 
	Sabex 2002 Inc. 

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


	Labeling Deficiencies: 
	1. .
	1. .
	1. .
	CONTAINER -1 ml and 2 ml single-<iose ampules Satisfactory In draft as of the November 2, 2004 submission. 

	2. .
	2. .
	CARTON Satisfactory In draft as of the November 2, 2004 submission. 

	3. .
	3. .
	PACKAGE INSERT Satisfactory in draft as of the November 19, 2004 submission. 


	Please prepare and submit f11al printed labels and labeling in accord with the electronic labeling rule published December 11, 2003, (68 FR 69009) that requires submission of labeling content in electronic format effective June 8, 2004. For additional information, consult the following guidance for industry regarding electronic submissions: Providing Regulatory Submissions in Electronic Format -ANDAs {Issued 6/2002) (htto://www.fda.gov/cder/guidance/5004fnl.htm) The guidance specifies labeling to be submitt
	Prior to approval, it may be necessary to revise your labeling subsequent to approved changes for the reference listed drug. We suggest that you routinely monitor the following website for any approved changes-htto:/fwww.fda.gov/cder/cdemewllistserv.html or 
	http:/lwww.accessdata.fda.gov/scripts/cder/drugsatfda\lndex.cfm 

	To facilitate review of your next submission, and in accordance with 21CFR314.94(a)(8Xlv), please provide a side-by-side comparison of your proposed labeling with your last submission with all differences annotated and explained. 
	eter Rickman o· tor 0 'sion of labeling and Program Support Office of Generic Drugs Center for Drug Evaluation and Research 
	Figure

	FOR THE RE.CORD: 
	1, .The labeling submitted by the firm was based on the most recently approved labeling for this drug product. Labeling was recently approved on April 1, 2004 for the RLD. Used recently approved insert and container/carton labelilg for ANDA 76-582 (fenoldopam injection) produced by Bedford Labs for guidance. 
	2. .
	2. .
	2. .
	Patent/ Exclusivities: Patent Data-NOA 19·922 

	3. .
	3. .
	Storage/Dispensing Conditions: NDA: Store at 2° to 30°C. -------~-----~------~'(b)(...} 
	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 utilizing the concentration of 1Omg/ml. 

	The applicant proposes to market their product in 1 ml and 2 ml ampules utilizing the 10 mg/ml concentration as well. 

	5. .
	5. .
	Inactive Ingredients: The listlng of inactive ingredients n the DESCRIPTION section of the package insert appears to be consistent with the listing of inactive ingredients found in the statement ofcomponents appearing on page 01-003, Vol. A. 1.1. 

	6. .
	6. .
	Container/Closure Containers: Type 1 glass container Closure: Ampule 


	Patent No. Patent Ex iration Use Code Descr1 n How Flied None There are no unexpired patents for this NIA in the o Book Database. Exclusivity Data-NDA 19..g22 Code Reference Emlration Labeina lmDact 1-422 INDICATED FOR THE IN·HOSPITAL SHORT-TERM (UP TO 4 HOURS) 4/1Krl Carved Out and REDUCTION IN BLOOD PRESSURE IN PEDIATRIC PATIENTS substituted with Pedlalric Division/New Drug Division and OGD recommended staements 
	(b)(4) .. 
	7. .All manufacturing will be done by (See pg.01 001) m vol. A. 1.1 
	Date of Review: 11/29/04 Date of Submission: 11/19/04 
	OUP/DIVIS FILE HFD-613/J arlow/JGrace (no cc) V:\FrRMSNZ\SABEX\L TRS&REV\77155na3.1.doc Review 
	Primary Reviewer: Jim Barl\W.1Alr"--­Team Leader: John Grace Date: • \& \ i-~\''1 ate: cc: ANDA: 77-1 
	REVIEW OF PROFESSIONAL LABELING .DIVISION OF LABELING AND PROGRAM SUPPORT .LABELING REVIEW BRANCH .
	ANDA Number: 77~155 Date of Submission: November 2, 2004 Applicant's Name: Sabex 2002 Inc. Established Name: Fenoldopam Mesylate Injection USP, 10 mg/ml 
	Labellng Deficiencies: 
	1. .
	1. .
	1. .
	CONTAfNER -1 mL and 2 mL single-dose ampules Satisfactory In draft as of the November 2, 2004 submission. 

	2. .
	2. .
	CARTON Satisfactory in draft as ofthe November 2, 2004 submission. 

	3. .
	3. .
	PACKAGE INSERT DOSAGE AND ADMISTRATION -. Table 4: Title -Revise as follows -Delete space between "See Below" and "Pediatric Patients". 


	FENOLDOPAM ADULT INFUSION RATES (mUhour) DRUG DOSAGE FOR ADULTS> 40 KG, 
	USING 40MCG/ML CONCENTRATJON 
	NOTE: CONCENTRATION IS DIFFERENT FROM PEDIATRIC PATIENTS, SEE BELOW: 
	PEDIATRIC PATIENTS 
	Please revise your labels and labeling, as instructed above, and submit final printed labels and labeling in .accord With the electronic labeling rule published December 11, 2003, (68 FR 69009) that requires .submission of labeling content in electronic format effective June 8, 2004. For additional information, .consult the following guidance for industry regarding electronic submissions: Providing Regulatory .Submissions in Electronic Format -ANDAs (Issued 612002) .() .The guidance specifies labeling to be
	http://www.fda.gov/cder/quldance/5()04fnl.htm

	Prior to approval, lt may be necessary to revise your labeling subsequent to approved changes for the .reference listed drug. We suggest that you routinely monitor the following website for any approved .changes-htto://www.fda.goy/cder/cdernew/listserv.html or .
	http://www.accessdata.fda.goy/scripts/cder/drugsatfda\index.cfm .

	To facilitate review of your next submission, and in accordance with 21 CFR 314.94(a)(8)(iv), please .provide a side-by-side comparison of your proposed labeling with your last submission with all differences .annotated and explained. .
	. Peter Rickman irector 
	Division of Labeling and Program Support Office of Generic Drugs Center tor Drug Evaluation and Research 
	POR. THB RECORD: 
	1. .
	1. .
	1. .
	The labeling submitted by the finn was based on the most recently approved labelng for this drug product. Labeling was recently approved on April 1, 2004 for the RLD. Used recentty approved insert and container/carton labeling for ANDA 76-582 (fenoldopam injection) produced by Bedford Labs for guidance. 

	2. 
	2. 
	Patent/ Exclusivities: Patent Data -NOA 19-922 


	Patent Ho. 
	Patent Ho. 
	Patent Ho. 
	Patent Emiratton 
	Un Code 
	Descrtntlon 
	How Ried 
	L.abellna lmoect 

	TR
	None 
	There are no unexplred patents for this oroduct in the Oranoe Book Database. 
	NIA 
	None 


	Exclusivity Data-NOA 19-922 
	Exr>iraUon 
	Labeina nact 1-422 
	Code Reference 
	INDICATED FOR THE JN-HOSPITALSHORT-TERM (UPTO 4HOURS) 
	4/1/07 
	Carved Out and REDUCTION IN BLOOD PRESSURE IN PEDIATRIC PATIENTS 
	substituted with Pediatric 
	Divi6ionJNew Drug 
	Otvtslon and OGD reoommendecl 
	statements 
	3. .
	3. .
	3. .
	Storage/Dispensing Conditions: NDA: 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 utlllzlng the concentration of 10mg/ml. 

	The applicant proposes to market their product in 1 ml and 2 ml ampules utilizing the 1 O mg/ml concentration as well. 

	5. .
	5. .
	Inactive Ingredients: The listing of inactive ingredients in the DESCRIPTION section of the package insert appears to be consistent with the listing of Inactive ingredients found in the statement ofcomponents appearing on page 01-003, Vol. A. 1.1. 

	6. .
	6. .
	Container/Closure Containers: Type 1 glass container Closure: Ampule 


	(b)(4l 
	7. .All manufacturing will be done by (See pg.01 001) in vol. A. 1.1 
	cc: ANDA: 77. 
	DUPION ION FILE HFD-613/JBarlow/JGrace (no cc) V:\flRMSNZ\SABEX\LTRS&REV\77155na2.1.doc Review 
	CENTER FOR DRUG EVALUATION AND RESEARCH. 
	APPLICATION NUMBER:. 
	ANDA 77155. 
	CHEMISTRY REVIEWS. 
	CHEMISTRY REVIEWS. 

	ANDA 77-155 .
	Fenoldopam Mesylate Injection USP, lOmg (base)/lmL and 20mg (base)/2mL 
	Sabex 2002, Inc. 
	YusufAmin .Chemistry Division I .
	·' .
	··• ...
	··• ...
	~. 
	..
	. . 
	... 


	CHEMISTRY REVIEW 
	CHEMISTRY REVIEW 
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	A. .Recommendation on Approvability­The submission is recommended for approval on the basis of sterilityassurance. Specific comments are provided in the "Product Quality Microbiology Assessment" section. 
	B. .Recommendations on Phase 4 Commitments and/or Agreements, ifApprovable -NIA 
	II. .Summary ofMicrobiology Assessments 
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	Applicant/Sponsor Name: Sabex 2002 Inc., Address: 145 Jules-Leger Street, Boucherville, (QC), Canada J4B7K8 Representative: Ms. Louise Fortin, Manager Regulatory Affairs. Telephone: 450-641-4903, ext. 2169 
	Name ofReviewer: Nrapendra Nath 
	Conclusion: The submission is not recommended for approval on the basis of sterility assurance. 
	ANDA 77-155 .Microbiology Review #1 
	Product Quality Microbiology Data Sheet 
	A. .1. TYPEOFSUPPLEMENT: NIA 
	2. .
	2. .
	2. .
	SUPPLEMENT PROVIDES FOR: N/A 

	3. .
	3. .
	MA.'l'l{UFACTURING SITE: 


	(b)(4 
	4. .DOSAGE FORM, ROUTE OFADMINISTRATION AND STRENGTH/POTENCY: IOmglmL as lmL in lmL glass ampoules and 2mL in 2mL glass ampoules; J/V infusion. 
	(ti)f4 
	s. .METHOD(S) OF STERILIZATION: 
	(b)(4) .---~--
	-

	6. .PHARMACOLOGICAL CATEGORY: Anti-hypertensive for short­tenn management ofsevere hypertension. 
	B. .SUPPORTING/RELATED DOCUMENTS: None. 
	C. .REMARKS: The subject review used CTD template because the application is presented in this format. 
	Note to Chemist: 
	\D) (4} 
	Figure
	Page 2 of23 
	ANDA 77-155 .Microbiology Review #1 
	Executive Summary 
	I. .Recommendations 
	A. .Recommendation on Approvability-The submission is not recommended for approval on the basis of sterility assurance. Specific comments are provided in the ''Product Quality Microbiology Assessment" and "List of Microbiology Deficiencies and Comments" sections. 
	B. .Recommendations on Phase 4 Commitments and/or Agreements, ifApprovable -NIA 
	II. .Summary ofMicrobiology Assessments 
	A. .Brief Description of the Manufacturing Processes that relate to Product Quality Microbiology ­The subiect drug oroduct is manufa~ed 
	(b)(4 
	B. .BriefDescription of Microbiology Deficiencies ­Insufficient documentation ofvarious validation reports and other deficiencies require explanation and documentation. 
	c. .Assessment ofRisk Due to Microbiology Deficiencies ­Low. 
	ID. .Administrative 
	A. .Reviewer's Signature 
	B. .Endorsement Block Microbiology Reviewer: Nrapendra Nath, Ph.D. Microbiology Team Leader: Neal J. Sweeney, Ph.D . 
	~r, A 
	. 
	·] .

	1
	c. CC Block .~ ~~L
	}tJi?/
	cc: I /-b-05 Original ANDA Division File Field Copy FilCBame: V:\MICROREV\n-155.doc 
	Figure
	Page3 of23 
	Following~~~-age, 20 Pages Wittilielct in Full as (b)(4)
	tliisp-
	-

	3. LIST OF l\fiCROBIOLOGY DEFICIENCIES AND COMMENTS: 
	Al\TDA: 77-155 APPLICANT: Sabex 2002 Inc. .DRUG PRODUCT: Fenoldopam Mesylate Injection, USP .
	A. Microbiology Deficiencies: 
	(6f(<4)
	1. 
	2. 
	2. 
	2. 

	3. 
	3. 

	4. 
	4. 


	5. .
	Please clearly identify yom amendment to this facsimile as "RESPONSE TO MICROBIOLOGY DEFICIENCIES". The ''RESPONSE TO MICROBIOLOGY DEFICIENCIES" should also be noted in your cover paget1etter. 
	~~·;;::t}~ 
	Neal J. Sweeney, Ph.D. Microbiology Team Leader Office ofGeneric Drugs Center for Drug Evaluation and Research 
	CENTER FOR DRUG EVALUATION AND RESEARCH. 
	APPLICATION NUMBER:. 
	ANDA 77155. 
	BIOEQUIVALENCE REVIEWS. 
	BIOEQUIVALENCE REVIEWS. 

	DIVISION OF BIOEQUIVALENCE REVIEW .
	ANDA No.: Drug Product Name Strength Applicant Name 
	Address Submission Date(s) Amendment Date(s) Reviewer First Generic File Location 
	77-155 Fenoldopam Mesylate Injection USP 10 mg/mL, 1 mL and 2 mL Ampoules Roundtable Healthcare Partners 
	U.S. Agent for: Sabex 2002 Inc. 272 E. Deerpath Street, Suite 350, Lake Forest, IL 60045 May 20, 2004 NA Beth Fabian Fritsch, R.Ph., MBA No 
	V: firmsnzlsabex./ltrs&rev/77155 W0504.doc 
	I. Submission Summary 
	The test product is qualitatively and quantitatively the same as the reference listed drug. Therefore, Sabex 2002 lnc's Fenoldoparn Mesylate Injection USP, I 0 mglmL, I mL and 2 mL ampoules is deemed bioequivalent to the reference listed drug Corlopam® Injection (Fenoldopam Mesylate Injection USP), 10 mg/mL under 21 CFR 320.22(b)(J). 
	A. Drug Product Information 
	Test Product 
	Test Product 
	Test Product 
	Fenoldopam Mesylate Injection USP, 10 mg/mL 

	Reference Product 
	Reference Product 
	Corlopam Injection, 10 mg/mL 

	RLD Manufacturer 
	RLD Manufacturer 
	Hospira 

	NDA No. 
	NDA No. 
	19-922 

	RLD Approval Date 
	RLD Approval Date 
	September 23, 1997 

	Indication 
	Indication 
	In-hospital, short-term (up lo 48 hours) management ofsevere 

	TR
	hypertension when rapid, but quickly reversible, emergency 

	TR
	reduction of blood pressure is ch.nically indicated 

	B. Formulation 
	B. Formulation 


	r ---.. 
	edient 
	Ini!.r

	Test 
	Reference
	·-----
	Fenoldopam Mesylate 
	lOmg/mL 
	lOmw'mL 
	Citric Acid 
	3.44mg 
	3.44mg 
	Propylene GlycoJ 
	518 m~ 
	518mg 
	Sodium Citrate Dihydrate 
	0.61 mg 
	0.61 mg 
	1 mg
	Sodium Metabisulfite 
	1mg 
	{b)(4, 
	Water for Inje<:tion 
	Q.s. 1mL 
	I
	-· 
	Recommendations 
	The Division of Bioequivalence agrees that the information submitted by Sabex 2002 lnc. demonstrates that its test product Feooldopam Mesylate Injection USP, LO mg/mL, I mL and 2 mL Ampoules falls under the criteria set forth in 21 CFR 320.22(b)(1) of the Bioavailability/ Bioequivalence Regulations. The waiver is granted. 
	~~~~-
	-

	Project Manager, Branch fV 
	I 
	Lizzie~ez~ 

	Special Assistant to the Director .Division ofBioequivalence .
	;: }
	Dale 'f<Conner, Phann. D. .Director, Division of Bioequivalence .Office ofGeneric Drugs .
	BIOEQUIV ALENCE COMMENTS TO BE PROVIDED TO THE APPLICANT 
	ANDA: 77-155 APPLICANT: Sabex 2002 Inc. 
	DRUG PRODUCT: Fenoldopam Mesylate Injection USP 10 mglmL, I 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, 
	/}~/),,??,~.4/:tt~.~-7 .
	DWeotor, Divlsios otBioeqtiivalence ~eefGenerle Drugs Center for Drug Evaluation and Research 
	CC: .ANDA 77-155 ANDA DUPLI CATE DIVISION FILE 
	Printed in final on 
	Endorsements : (Final with Dates) .HFD-655/ B. Fritsch 11;J~ .HFD-655/ L. Sanchez .HFD-650/ D. Conner Jl?z_ tl/r~~f .
	BIOEQUIVALENCE -ACCEPTABLE Submission date: May 20 , 2004 
	1 . .WAIVER (WAI) Strengths: 10 mg/mL, 1 ml and 2 mL 
	OUtcome:AC 
	Outcome: AC-Acceptable 
	OFFICE OF GENERIC DRUGS .DIVISION OF BIOEQUIV ALENCE .
	ANDA#: 
	ANDA#: 
	ANDA#: 
	77-155 
	SPONSOR : 
	Sabex 2002 Inc. 

	DRUG AND DOSAGE FORM : 
	DRUG AND DOSAGE FORM : 
	Fenoldopam Mesylate Injection USP 

	STRENGTH(S): 
	STRENGTH(S): 
	10 rng/mL, l mL and 2 mL Ampoules 


	STUDY SUMMARY : The test drug product is a parental solution intended solely for administration by injection and contains the same active an inactive ingredients in the same concentration as the approved reference listed product. A waiver ofthe in-vivo bioavailability/bioequivalence study requirements is granted [21 CFR 320.22(b )( J )] 
	DSI INSPECTION STATUS 
	.,.------------------------1 
	Inspection needed: Inspection status: Inspection results: 
	_J 
	INITIAL: . DATE:
	~ 1/9Ml/ 
	1

	No First Generic _No_-lr~spection requested: (d~te) New facility Inspection completed: (date) For cause Other 
	PROJECT~~ritsch,R.Ph., MBA BRANCH: JV 
	PROJECT~~ritsch,R.Ph., MBA BRANCH: JV 


	TEAM LEADER: ie Sanchez, Phann.D. / 
	BRANCH: JV 
	DATE: ,,,I"Io <.f 
	.

	DIRECTOR, DIVISION OF BlOEQUJVALENCE: DALE P. CONNER, Pharm.D. 
	INITIAL: /g...,#7-=== DATE: ///;eher 
	~ -~" 
	CENTER FOR DRUG EVALUATION AND RESEARCH. 
	APPLICATION NUMBER:. 
	ANDA 77155. 
	ADMINISTRATIVE and CORRESPONDENCE. DOCUMENTS. 
	ADMINISTRATIVE and CORRESPONDENCE. DOCUMENTS. 

	FAA Cov~r Street -Microbiology D~flcisncias Enclosed 
	1 FDA Document Control Room, Matro Park North U 7500 Standish Pisce, Room 150 Rockville MD 20855-2n3 (301-594-0320) 
	Office o·i' Generic Drugs, CDER

	Figure
	THIS DOCUMENT IS f~TErU>ED Of"LY FOR THE USE Of 1'f·m PARTY TO WHOM IT IS ~DDRESSEDAND ~yCONT Al~ 1~u=onw1ATIONTHAY IS PF.JVlll'.:GB>, COtt!ADENT!AL, AND PROTECTED fftOM DISCLOSUttE UNDER APi'UCA~LE l.AW. IfyQu are not the addrassea, or person author2ed to deliver the document to ihe eddressee, you are hereby notified that a11y re>Jiew, disclosure, disssminmion, copying, or other action basec.! on the content of this communication is not auihorized. lf·you ha\ie received this documen~ in error, please immed
	TO: Louise Fortin FROl~l: Mark Anderson Sabex 2002 inc. Microbiology Project Manager PHONE: 450.-6414903 X2169 PHONE: (301) 827-0530 FAX: 1--866-301-6408 FAX: (301) 827 -5911 
	Total number of pages, exctuding·this cover ·sheet )... 
	Dato: January 10, 2005 
	Mtcrobiology Deficiencies: 
	Enclosed are the miqrobiology deficiencies for ANDA 77~155. The submission( s) reviewed was submitted on "December 16, 2004". Please respond to this letter as quickly as possible. Your amendment should respond· to all of the deficiencies listed. Facsimiles or partial repiies will not be considered for review. The response to this facsimile will be considered to represent a MINOR AMENDMENT and will be reviewed according to cunent OGD policies and procedures. The designation as a MINOR AMENDMENT-RESPONSE TO M
	Should you also have other outstanding deficiencies, for review purposes, please attempt to consolidate itour responses into a single submission for this application. 
	Ifyou have questions, feel free to call me or Bonnie McNeil. 
	Mark Anderson 
	3. LIST OF MICROBIOLOGY DEFICIENCIES A1'1D COM.1'1E~~S: 
	A.~"'DA: 77-155 DRUG PRODUCT: Fenoldopam Mesylate Injection, USP .
	APPLICA.NT: Sabex 2002 Inc. .

	A. Microbiology Deficiencies: 
	(b)(4) 
	1. .
	2. 
	3. 
	3. 
	3. 

	4. 
	4. 


	5. .
	Figure
	Please clearly identify your amendment to this facsimile as "RESPONSE TO MICROBIOLOGY DEFICIENCIES". The "RESPONSE TO MICROBIOLOGY DEFICIENCIES" should also be noted in your cover page/letter. 
	~elyyo~, 
	-~~/)~ 
	Neal J. Sw~y~ Ph.D. Microbiology Team Leader Office of Generic Drugs Center for Drug Evaluation and Research 
	~7-~1 -f;-'L OGD APPROVAL ROUTDlG S~Y ANDA • · ~ { I '/ 7 Applicant S'"t!;e,K~6 c.-..:M;..c · ~ Drug ......,. r ~ . f ..... :i; -~trengthJ.s) I f) "'\t.rl.-r-=
	i€)fi owp~ftl' eti7 ll r< ~~·$) ~,,, ~fT · 
	.. 
	REVIEWER: 
	APPROVAL 'l'BN'l'A'l'rv\: APPROVAL SOPPLEMB!f?AL APPROVAL (NEW STRENGTH) OTHER 
	I 

	1. .Martin Shimer Chief, Reg. Support Branch 
	Contains GDEA certific tion: 
	No 
	Figure

	(required if sub after 6/ /92) 
	(required if sub after 6/ /92) 
	Nothing Submitted 

	Figure
	DRAFT Package Date /i,)~ I nitials,_~;::.=""-"''--1 No Date Checkedv~.u:..~~l¥-~~""-1 
	Figure
	Notify patent r Yes .Written request issued 
	Was applicant s .s:Yes No Study Submitted 
	Has case been se .Yes No Dat e settled: 
	Is applicant 'eligible fa 180 day 
	Generic Drugs Exclusivity for .each strength: Yes ' 
	1 

	D~_tg "b.t'· .-l:~t;~·~_c:,~~b~11~1:1.9!_.~V!~~~/;~j;ip~?:r.~~'''$~#~\/'.·.Jl: ~ 
	~ J 
	::::~'.'.'.:~r~~~~~-~~::r.~~fi1~1~ 
	2. Review Support Brarlt:h · Initials ~Initials 
	Original Rec'~ date ,. '7'<'> \! j'EER Status Pe Jl . ce~ OAI Date Acceptable for Filing ' Date of EER St tus ·-+fgR-,~~-=+-:"l'--­Patent Certification (type) Date of Office Bio Revi ew ~· 'u'+-'-.a.L#-~1"'----..~ Date Patent/Exclus.expires Date of Labeling Approv. Sum ~ 
	Citizens' Petition/Legal ·Case Yes No B~~~~t~Y~;>~~.~-~,~~r~:~~~~'!l~~~{C:\:.~~e~,:';:,~ :.,'~~;~.. .,_ 
	..

	(If YES, attach email from PM 
	to ~e:oo~:~~~~~~~·\21/6P~f(vd S-es No
	0

	ot~~:.~~f? kf,~ C'./ Methods . en ing Yes OJC­' .t)'A ~·I f(6{$b MV Co from Firm Yes No 
	Figure

	Acceptable Bio review'!. tabbed~ No .l ease dosage f orm: Yes No 
	Suitability Petition/Pediatric Waiver Interim is ol. Specs in AP Ltr: Yes 
	Pediatric Waiver Request Accepted Rejected P ding 
	Previously reviewed and tentativel y approved .Date ~~_,._,/""'
	_~~~­
	Previously r eviewed and CGMP def. /NA Minor is · 1ed Date p_ 
	<> f 
	eoom;r:~~.rr 
	eoom;r:~~.rr 


	3. .David Read (PP IV& only) Pre-MMA Language included Date 
	~--~~~­Post-MMA Language Included Initials.~~~~~
	~~~atory· counsel, 
	, ". ...... .·.' . . 
	ll
	J,l

	4. .Div. Dir./Deputy Dir. Date . Chemistry Di v. I II OR III Initials P-J Comments : 
	c/Ill c 6V' 
	REVIEWER : .FINAL ACTION 
	Figure
	Date _____ .Inf t~als ·-~-
	Date _____ .Inf t~als ·-~-


	9. .Gary Buehler Director, OGD Comments : First Generic Approval PD or Clinical for BE Special Scientific or Reg.Issue 
	10 . ~Manager, TeamS{\'Dt)") ~~ti-.Date 7-/1 ~(<l)
	Support Branch ........ . ~ Ini t ials --=~ate PETS checked for first generic drug (just prior to notification to' fi ApJ?licant notification: .• L. A-rl/\{' trrv\ Time notified of approval by phone /0-·1Ti~eyapproval letter faxed FD Notification: , I _">Ds.t-e e-mail message sent to "CDER-OGDAPPROVALS" distribution list. t/( Date Approval letter copied to \\CDS014\DRUGAPP\ directory. 
	-

	File V:/division/dlps/approvrou9 . doc 
	Figure
	36. CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT ANDA: #77-155 APPLICANT: Sabex 2002, Inc. DRUU PRODUCT: fenoldopam Mesylate injection USP, IOmg/lmLJ and 20mg/2mL The deficiencies presented below represent MINOR deficiencies. 
	A. .Veficiencies: 
	I. .The DMF # !b><>was reviewed and found to be inadequate. Please do not respond until the DMF holder has responded to their deficiencies. 
	4

	Figure
	B. .Jn addition to responding to the deficiencies presented above, please note and acknowledge the following comments in your response: 
	1. .
	1. .
	1. .
	Please provide current room tempernture stability data. 

	2. .
	2. .
	The labeling information that you have provided is under review . The deficiencies·found will be communicated to you under a separate cover. 

	3. .
	3. .
	The bioeqwvalence 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. .
	4. .
	The information submitted on sterility is currently under review by our Microbiology team. Any deficiencies found will be communicated to you under a separate cover. 


	Figure
	Sincerely yours, 
	Figure
	Rashmikant Patel, Ph.D. 
	Director 
	Division ofChemistry I 
	Office ofGeneric Drugs 
	Center for Drug Evaluation and Research 
	Figure
	ANDA 11-lq,jFinal Check List for Branch Chief 
	1) Check letter date and stamp date ofANDA vs. drafted letter. .2) Check for any NC arriving post stamp date but prior to Reg. Review. .3) Check for gross errors in letter. .Oteck that correct letter format is used. (PIV vs. Other acknowledgmettt) ._/_5.
	_L
	_L
	4 
	Jy

	5)) Check address and contact person on letter vs. 356b. 6) Check for any t-oons and verify date and correspondence date. Check Patent Certification information in entered in COMIS (by Eda) vs. 
	_L'
	__£,)

	Actual certification Ifmultiple patent certifications, be based on / ' PIVifapplicable or latest expiring patent. . _./s
	sh()U.ld 

	_ 8) Check for any comments or problems raised by reviewer on Check List generic,. copy BE review and file. 10) Sign Cbeclc List 1) Check electronic Orange Book to verify~patent info~andcorrectRLD. C~ Oleck for MOU patents 13) Review 356h. Check NDA number and RLD for ooncct reference. JIproprietary name proposed, notify Labeling reviewer. 
	~9)~first
	_f_
	Ji
	~
	_L

	--01--.r..--c~1q.q~j,
	_Lr{~)Review Patent CertificatiQDS and ExclUS1vi1j Stat:etti.ent. (Ifan expiration of an exclusivity bas oCcorred make a note to the / / Labeling reviewer. _J_/6) Review Comparison between Generic Drug and RLD for: condition ofuse, active ingredienis, route ofadministration, / dosage form and strength. Check Components and Composition. _L17) Sign cover letter SOS (J)(2)(A) OK, date, and full signature. _ _ 18) Pull VSP information (USP __yes _no) _ 19) Fmal GJammar review on letter. _ 20) Verify information
	~22) Document in reoord book. 
	Sisnature____________ date . . 
	Figure
	Date 7/9/04 Sup~rvlsory Concurrence/Date: 
	ANDA CHECKLIST .FOR COMPLETENESS and ACCEPTABILITY of an APPUCATION .
	ANDA Nbr: 77-155 FIRM NA.t\'IE: ·SABEX 2002 RELATED APPLICATION(S): NA First Generic Product Received? NO DRUG NAME: FENOLDOPAM MESYLATE DOSAGE FORM: JNJECTION USP, 10 MG/ML 
	Bio 
	Bio 
	Bio 

	Assignmen~s: 
	Assignmen~s: 
	[gl Micro Review 

	[gJ BPH 
	[gJ BPH 

	0 BCE 
	0 BCE 

	O BST 
	O BST 


	Random Queue: 1 Chem Team Leader: Mueller, Albert PM: Simon Eng Labeling Reviewer: James Barlow 
	Letter Date: MAY 20, 2004 Received Date: MAY24, 2004 
	Letter Date: MAY 20, 2004 Received Date: MAY24, 2004 
	Letter Date: MAY 20, 2004 Received Date: MAY24, 2004 

	Comments: EC-1 YES On Cards: YES Therapeutic Code: 1020100 ANTI -HYPERTENSIVE AGENTS 
	Comments: EC-1 YES On Cards: YES Therapeutic Code: 1020100 ANTI -HYPERTENSIVE AGENTS 

	Archival Fonnat: PAPER Sections I (3S6H Sections per F.DR Email) Review copy: YES E-Media Disposition: NO Not applicable to electronic sections Field Cop y Certification (OriITTnal Signature) YES 
	Archival Fonnat: PAPER Sections I (3S6H Sections per F.DR Email) Review copy: YES E-Media Disposition: NO Not applicable to electronic sections Field Cop y Certification (OriITTnal Signature) YES 

	Methods Validation Package (3 copies PAPER archive)· (Required for Non-USP drugs) YES 
	Methods Validation Package (3 copies PAPER archive)· (Required for Non-USP drugs) YES 

	Cover Letter YES I Table of Contents YES 
	Cover Letter YES I Table of Contents YES 

	PART 3 Combination Product Category · N Not a Part3 Combo Product (Must be completr:d for ALL Original Applications) Refer to the Part 3 Combination Algorithm 
	PART 3 Combination Product Category · N Not a Part3 Combo Product (Must be completr:d for ALL Original Applications) Refer to the Part 3 Combination Algorithm 


	Reviewing CSO/CST Christine Bina 
	Recommendation: k8J FILE D REFUSE to RECEIVE Date: .1J.....~~'( Jw'"( 
	1) Need to change RLD holder to Hospira on 356h and Basis for Submission 2) Need to address the 1-422 exclusivity 
	3) Need differences annotated and explained for side by side labeling 4) Need Reprocessing Statement 
	5) Ask for Engenering drawings ofcontainer 
	6) Need sample statement 
	Top 200 Drug Product: 
	APPEARS TRIS WAY ON .ORIGINAL .
	2 .
	ACCEPTABLE 
	f8l 
	<~. .
	,: !~i.'. 
	..:. ··~ 
	/ Sec:. I Signed and Completed. Application Form (3S6h) YES (Statement regarding Rx/OTC Status) RX YES Need to change RLD holder to Hospira Sec. II Basis for Submission RefListed Drug: CORLOPAM A.J.'IDA suitability petition required? NO Finn: ABBOTI LABORATORIES IfYes, then is change subject to PREA (change in dosage fomi, route, active ingredient) For products subject to PREA a wavier request must be granted prior to approval ofANDA Wavier Granted: Sec. m Patent Certification 1. Paragraph: I 2. Expiration 
	Table
	TR
	IN~VIVo BE STUDY with CLINICAL ENDPOINTS NO 

	TR
	a. Properly defined BE endpoints (eva]. by Clinical Team) 

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

	TR
	c. Summary results indicate superiority ofactive treatments (test & reference) over vehicle/placebo 

	TR
	(p<0.05) (eval. by Clinical Team) 

	< ·shidY . Type~ 
	< ·shidY . Type~ 
	d. EDR Email: Data Files SUbmitted TRANSDERMAL DELIVERY SYSTEMS . NO a. In-Vivo PK Study 1. Study(ies) meet BE Criteria (90% CI or 80-1 25, Cmmc, AUC) 2. In-Vitro Dissolution 
	:·, .· . ·El 


	Figure
	:·:·:··{ ; 
	:·:·:··{ ; 
	::
	··

	........· . .
	., ·.·· 


	3. EDR Email: Data Files Submitted 
	b. 
	b. 
	b. 
	Adhesion Study 

	c. 
	c. 
	Skin Irritation/Sensitization Study 


	NASALLY ADMINISTERED DRUG PRODUCTS NO 
	.... ­
	·o

	a. 
	a. 
	a. 
	a. 
	Solutions (Ql/Q2 sameness): 

	1. In-Vitro Studies (Dose/Spray Content Uniformity, Drople.t/Drug Particle Size Distrib., Spray Pattern, .Plwne Geometry, Priming & Repriming, Tail OffProfile) .

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


	1. In-Vivo PK Study 
	a. Study(ies) meets BE Criteria (90% CI or 80-125, Cmax, AUC) 
	·.•,' 
	.. 

	'
	b. .: ~ 
	EDR Email: Data Files Submitted 

	2. In-Vivo BE Study with Clinical EndPoints 
	: ·:.· :.· 
	a. Properly defined BE endpoints (eval. by Clinical Team) 
	' ' , ,'·· 
	b. 
	b. 
	b. 
	Summary results meet BE criteria (90% CI within+/-20% or 80-120) 

	c. 
	c. 
	Swmnary results indicate superiority ofactive treatments (test & reference) over .vehicle/placebo (p<0.05) (eval. by Clinical Team) .

	d. 
	d. 
	EDR Email: Data Files Submitted 


	3. In-Vitro Studies (Dose/Spray Content Uniformity,·Droplet/Drug Particle Size Distrib., Spray Pattern, .Plume Geometry, Priming & Repriming, Tail Off Profile) .
	Figure
	TOPICAL CORTICOSTEROIDS (VASOCONSTRICTOR STUDIES) NO 
	a. 
	a. 
	a. 
	Pilot Study (determination of EDSO) 

	b. 
	b. 
	Pivotal Study (study meets BE criteria 90%CI or 80-125) 


	Figure
	Sec. 
	Sec. 
	Sec. 
	Components and Composition Statements 

	VII 
	VII 
	1. Unit composition and batch formulation Y 

	TR
	2. Inactive ingredients as appropriate Y-Q1 &Q2 


	4 
	Sec. VIlI 
	Sec.IX 
	Sec. X 
	Sec. XI 
	Sec. XII 
	Sec. XIIl 
	Raw Materials Controls 
	I. Active Ingredients 
	a. 
	a. 
	a. 
	Addresses ofbulk manufacturers Y 

	b. 
	b. 
	Type II DMF authorization letters or synthesis Y-D~(ti)l 

	c. 
	c. 
	COA(s) specifications and test results from drug substance mfgr(s) Vol. 3 

	d. 
	d. 
	Applicant certificate ofanalysis vol. 3 

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

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

	g. 
	g. 
	CFNnumbers 


	2. Inactive Ingredients 
	a. 
	a. 
	a. 
	Source ofinactive ingredients identified Y-vol. 4 

	b. 
	b. 
	Testing specifications (including identification and characterization) Y 

	c. 
	c. 
	Suppliers' COA (specifications and test results) Y 

	d. 
	d. 
	Applicant certificate ofanalysis 


	Description of Manufacturing Facility 
	1. 
	1. 
	1. 
	Full Address(es)of the Facility(ies) vol. 1 

	2. 
	2. 
	CGMP Certification: YES 

	3. 
	3. 
	CFNnumbers 9615155 


	Outside Firms Including Contract Testing Laboratories 
	1. 
	1. 
	1. 
	Full Address Y-vol. 1 

	2. 
	2. 
	Functions 

	3. 
	3. 
	COMP Certification/GLP 

	4. 
	4. 
	CFN numbers 


	Manufacturing and Processing Instructions 
	t8:J 
	1. 
	1. 
	1. 
	Description .ofthe Manufacturing Process (including Microbiologjcal Validation, ifAppropriate) Y 

	2. 
	2. 
	Master Production Batch Record( s) for largest intended production runs (no more than 1Ox pilot batch)


	(ti) { 1°>n'"~
	3.If ste
	rile product:l 
	_____________________

	· __,
	4.Filter validation (ifaseptic fill) NA 
	5. Reprocessing Statement NEED 
	In-Process Controls 
	1. Copy ofExecuted Batch Record with Equipment Specified, including Packaging Records ~gingand Labeling Procediires), Batch Reconciliation and Label Reconciliation Lot# 1760311 
	(Dl(4 ' 
	Container 
	1. 
	1. 
	1. 
	Summary ofContainer/Closure System (if new resin, provide data) Y 

	2. 
	2. 
	Components Specification and Test Data (Type ID DMF References) Y-DMF#1 IDH"l letter in vol. I 

	3. 
	3. 
	Packaging Configuration and Sizes Y 

	4. 
	4. 
	Container/Closure Testing NA 

	5. 
	5. 
	Source of supply and suppliers address Y 


	5 
	/ 
	.. 
	Sec. XIV 
	Sec. XIV 
	Sec. XIV 
	Controls for the Finished Dosage Form 1. Testing Specifications and Data Y 2. Certificate of Analysis for Finished Dosage Form Y-vol. 3-1ot#1760311 
	igJ 

	Sec. xv 
	Sec. xv 
	Stability of Finished Dosage Form 1. Prot6col submitted Y 2. Post Approval Commitments Y-vol-5 3. Expiration Dating Periodl \Ul\•1 4. Stability Data Submitted a. 3 month accelerated stability data Y-lot# 17031 iA b. Batch numbers on stability records the same as the test batch 
	181 

	Sec. XVI ,. 
	Sec. XVI ,. 
	Samples -Statement ofAvailability and Identification of 1. Drug Substance 2. Finished Dosage Form 3. Same lot numbers 
	igJ 

	Sec. XVII 
	Sec. XVII 
	Environmental Impact Analysis Statement Y-p.vol. 1 
	~ 

	Sec. XVIII 
	Sec. XVIII 
	GDEA (Generic Drug Enforcement Act)/Other: 1. Letter ofAuthorization (U.S. Agent [if needed, countersignature on 356h]) US Agent letter-vol. 1 . 2. Debarment Certification (original signature): YES 3. List ofConvictions statement (original signature) Y 
	igJ 
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	ANDA T/-155 
	Roundtable Healthcare Partners 
	U.S. Agent for: SABEX 2002 INC Attenti on: George s. Zorich 272 E. Deerpath St., Suite 350 Lake Forest, IL 60045 
	JUL 2 1200~ 
	Dear Sir: 
	We acknowledge the receipt ©f your abbreviated new drug a ppl ication submitted pursuant to Section 505(j) of the Federal Food, Drug and Cosmetic Act. 
	Re ference is made to the t elephone conversation dated ,July l.4, 2 004 and your correspondence dated July 19, 2004 
	NAME OF DRUG: .Fenoldopam Mesylate Injection USP, 10 mg/mL, 1 mL and 2 mL ampoules 
	DATE OF APPLICATION: May 20, 2004 
	DATE (RECEI VED) ACCEPTABLE FOR FILING: May 24, 2004 
	We will correspond wi th you further after we have had the opportunity to review the application. 
	Please identify any communications concerning t his application with the ANDA number shown above. 
	Should you have questions concerning t his application, contact : 
	Simon Eng Project Manager (301} 827-5848 
	Figure
	Si~~yij-.
	Wm Peter Rick Director Division of r..abel ing and Program Support Office of Generic Drugs Center for Drug Evaluation and Research 
	ANDA 
	ANDA 
	ANDA 
	77-155 

	cc: 
	cc: 
	DUP/Jackets 

	TR
	HFD -600/Division 
	File 

	TR
	Field Copy 

	TR
	HFD -610 


	HFD -92 
	Endorsement: HFD-615/MShimer, Chi . _date}{ JdO{ 
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