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NDA/IND# 20-53: Suppl/Amend.# Submission Date 29 Dec 94 Volume 1.67
Study Type Metabolic study - “C-:labeled  Study# 792-A-102-
Study Title A “C-label lic disposition study of bromfenac in_healthy volunteers _ _

Clinical lnvcs@tof Philip Leese MD Analytical Investigator M.Osman »
Site Clini h Site Wyeth-Ayerst Research
Foundation-America o NJ
Lenexa, KS
Single Dose_X Multiple Dose  Washout Period
Cross-Over Parallel Other Design
Fasted_X Food Study FDA High Fat Breakfast
If fasted, how long (hrs.)? _8 Prior to dosing and_4 Post-dosing.
Volunteers_X  Patients Young Elderly Renal Hepatic
Subject Breakdown
Subject Type N Male/Female Mean Age (yr) Age Range (yr) Mean Weight (kg) |Weight Range (kg)
volunteers 6  ]6/0 32 1842 74 58-88
Drug Dosage Form
Drug Treatment Group Dose Dosage Form Strength Bach# |l
bromfenac afl 50 mg capsule ______IJ
P e L = — o
Sampling Times :
Plasma 10mi.)0,0.25 05075 1,23 4.6, 8 12 24 48 72 96 ho dose
Whole Blood samples as for plasma
Urine 0-2,2-4 4-8 8-12, 12-24 24-48 48-72 72-96 hours postdose
Feces through 96 hours postdose
Assay Method

Labcling Claims From Study

§  After the ingestion of {“C] bromfena

ium, virtually all of the radioactivi

IL__After 24 hours, an average of 80% of the radioactivity has been recovered.

HI._Approximately 80% of radioactivity is excreled in the urine; neither unchanged bromfenac nor bromfenac conjugates have been
recovered {rom urine.
IV. A cyclic amide metabolite and four glucuronide conjugates of agiycone metabolites account for most of the radioactivity -
recovered in the urine.

V. [Tradename] metabolites arc eliminated primarily by the kidneys.

,f :

4

4

in plasma is recovered as unchanged drug.
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Radioaciivity concentration in plasma and wholc blood following
2 50 mg dosc of { 14C)bromfcnac, as the sodium sait

10

v eq/mi

[}

L8]

1

e Plasma

* Whole Blood

’ 1

E P ——

Pharmacokinctic paramcters of radioactivity in plasma following oral adminisuation of

10

15 20

Time (hours)

50 mg 14C-bromfenac, as the sodium salt

"

Cmax tmax . AUC un

Subject # (£ -equivimi) (hr) (pg-cquiv hr/ml) (hr)

1 L

2 y

3

4

5

6 o . - PR
Mean 2 SD 487+1.78 1.00£0.52 i 1250+ 240 4.54 £ 0.61
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Recovery of radioaciivity in human urine following a 50 12Ci dose of
- { “C]bromfcnac. as the sodium saly

Percent of dose recovered
022 | 24 | 48 [ 812 [12:2¢ [ 2448 | 4872 | 72.96 | Tor

Subicet

1 -

2 i

3 ?

.

s 5

6 :
Meand | 233 | 261 [ 1.0 | s5 [ 66 | 29 | 06 | 02 | 824
3Hour post-dose

bSubjects 1 and § were excluded due 10 unusually low and high recovery, respectively.

Recovery of radioactivity in human feces following a 50 uCi dosc of

(14C)bromfenac, as the sodium salt
Pcrcent of dose recovered
Subject® Dayl | Day2 | Day3 | Days | Tow
X 4 {
2
3
4
5
6 —eas - ‘- —e—e -
Mz2n2 1.54 451 1.78 0.52 13.22
3Subjects 1 and 5 were excluded due 10 unusually high and low radioactivity recovery
bNo sample
Summary of rccovery of radioactivity in humans following a
350 mg dose of {14C)bromfenac, as the sodium sah
Percent of dosc recovered
Subicct Day | ! Dav 2 ] Day 3 I Day 4 ] Total
2 v
3
. ' t t {
6
Mean? 802 | 63 | 83 | o8 | 9s6




NDA/IND# 20-535; Suppl/Amend.# Submission Date 29 Dec 94 Volume:1.54-1.55

Study Typc Absolute bioavailability/Food cffect Study# 792-A-107-US .
Study Title An absolute bioavailability study of bromfenac (intravenous and oral formulations) in healthy volupteers

&F
Clinical lnvesaalor S Swan MD Analytical Investigator ®

Site Hennepia County Site
Medical Center
Minneapolis, MN

Single Dose_X Multiple Dose ~ Washout Period 2 days
Cross-Over Parallel Other Design Incomplete block design

Fasted X Food Study_X FDA High Fat Breakfast_X
If fasted, how long (hrs.)? _10 Prior to dosing and_ 4 Post-dosing.

Volunteers_X  Patients Young Eiderly Renal Hepatic

. Subject Breakdowa
Subject Type N Male/Female Mean Age (yr) Age Range (yr) | Mean Weight (kg) | Weight Range (kg)

volunteers 24 23/1 31 - 20-42 75 49-94
Drug Dosage Forms

lgmg Treatment Group Dose Dosage Form Strength Batch No. Batch Size

k:romfenac all 50 mg capsule 498 mg OVTF

lNa citrate all diluent IV

lbromfcnac all 50 mg IV - lyophilized |  52.6 mg 2THD

Sampling Times

Plasma(7mL): 1V:0.,0.08,0.17,0.33,0.5,067. 1. 1.5, 2, 3. 4,6, 8. 10, 12 hrs post dose
0ral: 0,05, 1,152 3 4, 6,8 10, 12 hrs post dose ’
Urine (-)2-0 hrs before dose; 0-12 hrs postdose
Protein Binding 1 hr postdose - equilibrium dialysis
Assay Method:

Assay Sensitivity )
Assay Accuracy s

Labcling Claims From Study
_ l___The mean systemic availability of oral doscs of bromfenac administered as [Tradcname] as compared with intravenous

administration is approximately 67% in humans.
1I. Food intake reduces peak plasma concenirations of bromfenac by approximately 75%, while the AUC is reduced by about 60%.
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NDA/IND# 20-52‘ SuppllAmcnd # Submission Date 29 Dec 94 Volume 1.65
Study Type Dosc grommonahg Study# 792-A-105-US

Study Title A

Clinical Investfdatdr

Site

ater

Single Dose_ X Muttiple Dose_X Washout Period 2 days
Cross-Over_X  Parallel Other Design

Fasted_X

Food Study

Analytical Investigator
Site

FDA High Fat Breakfast

If fasted, how long (hrs.)? _8 Prior to dosing and 4 Post-dosing.
Healthy_ X Patients Young Elderly Renal Hepatic
Subjcct Breakdown
Subject Type N Male/Female | Mean Age (yr) | Age Range (yr) | Mean Weight (kg) | Weight Range (kg)
healthy 24 24/0 - 28 18-42 75 57-87
Dru D(ﬂge Form
{Drug Treatment Group Dose Dosage Form Strength Batch No. Batch Size
lbromfenac all 5 mg (q8h) capsule 501 mg ITKA
‘bromfenac all 25, 50. 100 mg (q8h) capsule 25.1 mg OVTF
Sampling Times
Plasma ingle :0,0.250.5.1,2.4,6 8 hrs: multiple-dose: 0.0.17 66,1,1.5.2.3.46,8,10,16 h
Whote Blood ingle :0.5.4 hrs , multiple-dose: 0.33, 4 hrs post do:
Urine pre-dose, 0-2, 2-8. 8-16 hrs postdose (not analyzed)
Protein Binding 0,0.33, 2, 6, hrs postdose afier multiple dosing - equilibrium dialysis
Assay Method
Assay Sensitivity .

ASS&) Accurd acy

Labeling Claims From Study

L. The dose proportionality bascd on AUC (arca under the plasma-concentration time curve) is linear between doses of 5 and 100 mg.

_* APPEARS THIS WAY

ON ORIGINAL

-

mN 1
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CONCENTRATION (ng/inl)

ES
* Bromfenac

RECEIVING SINGLE 5, 25. 50. OR 100 MG DOSES OF BROMFENAC

BEST POSSIBLE COPY

Figure 1

unnlB”

»
MEAN + SE PLASMA COXCENTRATIONS OF BROMFENAC IN SUBJECTS

T L T T T v T

! 2 3 4 5 6
TIME (hours)

5 MG (n=6
25 MG (n=€
.50 MG (n=6
100 MC n=6§
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T
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CONCENTRATION (ng/m)

* Bromfenac
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»
MEAN — SE PLASMA CONCENTRATIONS OF BROMFENAC

IN 24 SUBJECTS RECEIVING MULTIPLE (Q8H)

5. 25. 50. OR 100 MG BROMFENAC DOSES
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NDA/IND# 20-535
Study Type Age/gender

Suppl/Amend.#
Study# 792-A-104-US

Submission Date 29 Dec 94 Volume 1.97-1.98

Study Title effe f age and n the pharmacokinetics of bromfenac in healthy volunteers —
Clinical Investightof P Wicht MD Analytical Investigator D Hicks .
Site Harris Labs Site Wyeth-Averst Res.
Clini iv 111 Princeton, NJ
Phoenix, AZ
Single Dose_X Multiple Dose_X Washout Period
Cross-Over Parallel_X Other Design
Fasted_X Food Study FDA High Fat Breakfast
If fasted, how long (hrs.)? _10 Prior to dosing and_4 Post-dosing.
Volunteers X Patients Young_X Elderly_X Renal Hepatic
Subject Breakdown

Subject Type N Male/Female | Mean Age(yr) | Age Range (yr) | Mean Weight (kg) | Weight Range (kgﬂ
young males io 10/0 - 29 - 20-42 82 63-92
young females 10 o/10 29 1940 61 43-34
young-clderly males 6 6/0 68 65-71 83 78-91
young-clderly females 6 0/6 67 65-68 70 58-76

) Iderly males 6 6/0 79 75-82 78 68-94
{ lderly females 6 0/6 8t | 7685 63 S1-73
[ ]
DruLDogge Form
Drug Treatment Group {Dose Dosage Form |Strengih Batch No. Batch Size
bromfenac all 50 mg (q12h) |capsule 50.4 mg 4023 |
Sampling Times

Plasma {10ml)0,0.25.0.5.0.75, 1, 1.5, 2, 3. 4, 6, 8. 12 hrs post single dose: also 24 hrs after multiple-dose

Urine
Protein Binding

cotlected 0-2, 2-4, 4-8, 8-12 hours postdos: - but ot analvzed
0.75, 2, 4, 12 hours postdose - equilibrium dialysis

Assay Sensitivity
Assay Accuracy

Labceling Claims From Study

I._No pharmacokinetic differences between males and females.

1. DifTerences in pharmacokinetics due 10 age observed.but no dosage adjustment for elderly is required.

s

4



CONCENTRA'.. 4 (ng/inl)

Bromfenac t Protocol 792A-104-US GMR-22220

Figure 1
- F .
MEAN + SE OF BROMFENAC PLASMA CONCENTRATIONS
IN THREE GROUPS OF MALE VOLUNTEERS
RECEIVING A SINGLE 50 MG ORAL DOSE OF BROMFENAC
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CONCENTRAT.« (ng/inl)

Bromfenac ‘ Protocol 792A-104-US

10000

1000

100

bd Lo 1
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GMR-22220

Figure 3
F L ]
MEAN + SE OF PLASMA CONCENTRATIONS OF BROMFENAC
IN THREE AGE GROUPS OF MALE VOLUNTEERS RECEIVING
50 MG ORAL DOSE OF BROMFENAC EVERY 12 HR FOR 4 DAYS
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GMR-22220
Table 3

Protocol 792A-104-US

Bromfenac

lr'g

g

(In/oN) (/n/1)

nNxvw) /0%

4

r

110 010
€00 0o

A B TR
€'0 oo
€00 00
EL'0 o010
(%) (%)
HZ) HZ

VWSYId NI gnn
JVN33sWoug IN3

.
010 1’0 180°0 ey 't 8g'y Lv'0 85°0
200 80'0 6100 wg'o 5o beo 910 I§°0
040 61°0 c80'0 ggy 91 91y 0s'0 oL'o
T $1°0 600 ¢g'y V'L g9'g 1970 tLo
€0'0 ¥0'0  620'0 g0 'O 66°4 610 19°0
010 91°0  (60'0 65 [ T4 €9°0 $8°0
(%) /) (n/hH79) (H) (H) (W/HeDDW) (R/1) (H)
HSL 'O 222 COFTAT 198 2/v1 Wz Tany 2Y XVWL
08NN
2434

QW MM p Nvg -

SOvOl YOLVOI LS 3ANT

S4NOH ¢z} AY3A3 oW Og JYNI IWOYS ONIAT3ID3y SY33LINNI0A
AHIV3IH 40 YWSYId 3IHL Nj JVNIJWOEB 40 3140449 JI1LININOIYWYYHG

{TN/DOW) SERLTES)

Y3070 ONV Syv3a SL = 4
SYVis pL 01 Go . Ald3073
S¥V3IA Gv 0 g1 .

fZ«u:
J1¥L3W039

‘a’s

NV IW

99°'g

(44
96°g

Zvo
6€0

8€CO !
SEOD

620 !

. £€Z0
120
0zo
610
Lo

(ONIS0Q 3141

NV 3InW
J1¥13W03D
‘a’'s
NViw

¢vo
. 6£0
8€0
SCO
620

ceo
120
(s14¢]
610
L0

(3500 319

XYWd 123rens

€ 378v,

3




Sa kI

Protocol 792A-104-US GMR-22220

Table 3 (Continued)
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Table 3 (Continued)
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STEADY-STATE AUC 12HR OF BROMFENAC IN HEALTHY MALE VOLUNTEERS

RECEIVING S0 MG EVERY 12 HOURS
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CONCENTRAT...v (ng/.al)

Bromfenac Protocol 792A-104-US GMR-22220
Figure 2
MEAN = SE OF BROMFENAC PLASMA CONCENTRATIONS
IN THREE GROUPS OF FEMALE VOLUNTEERS
RECEIVING A SINGLE 50 MG ORAL DOSE OF BROMFENAC
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Bromfenac Protocol 792A-104-US GMR-22220
Figure 4

MEAN + SE OF PLASMA CONCENTRATIONS OF BROMFENAC
IN THREE AGE GROUPS OF FEMALE VOLUNTEERS RECEIVING
50 MG ORAL DOSE OF BROMFENAC EVERY 12 HR FOR 4 DAYS
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NDA/IND# 20-53¢ Suppl/Amend.# Submission Date 29 Dec 94 Volume:1.88
Study Type Food effect  Study# 792-A-118-US
Study Title The duration of food effect on the bioavailability of bromfenac

Clinical Investigator R Fruncilio MD, PhD Analytical Investigator

Site  Clinical Pharmacology Unit Site
Graduate Hospital

Philadelphia, PA

Single Dose_X Multiple Dose  Washout Period_2 days

Cross-Over X Parallel Other Design

Fasted X Food Study X FDA High Fat Breakfast X
If fasted, how long (hrs.)? _10 Prior to dosingand_4  Post-dosing.
Volunteers_X  Patients Young Elderly Renal Hepatic

Subject Breakdown
Subject Type N Male/Female Mean Age (yr) Age Range (yr) |Mean Weight (kg)| Weight Range (kg)
volunteers 12 8/4 -33 24-41 72 50-102

Drug Dosage Forms
Drug Treatment Group Dose Dosage Form | Strength | Batch No. | Baich Sizc]

bromfenac all 50 mg capsule 49.8 mg OVTF N
Sampling Times
Plasma (ImL): 0.0.25,0.5,075,1,1.5.2,3,4,6, 8, 10 hrs post dose
Protein Binding L hr postdose - equilibrium dialysis
Assay Mcthod
Assay Sensitivity

Assay Accuracy

Labeling Claims From Study

none - study was done to determine the duration of the decrease in concentration observed when bromfenac is administered with food

APPEARS THIS WAY
ON ORIGINAL

APPEARS THIS WAY
ON ORIGHIAL

71
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SUNECT

001
002
003
004

005
006
007
oos

009
010
011
012

MEAN

§.0.
GEOMETRIC

MEAN

SURIECT

CHAX  THAX
{MG/L) (H)

1.6 0.2
1.45 0.50

3.26 0.72

CHMAX THMAX
{MG/L) (W)

"tST POSSIBLE COPY - -

TREATMENT: FASTING

INVESTIGATOR 11002 - R. FRUNCILLN, M.D.,.PH.D.

U OMAXU AUCU cu/F
(V) (NG/ML) (NG H/MLY (ML/H/XC)

T1/2 MRT ORAL Az
(1/7H)

AUCT AUC
(MG H/LY (MG H/L)

cL/F
(L/H/KG) (M) (H)

Vi F
(L/KG)

0.1% 0.11 4.1) 7.8)
0.06 0.01 1.61 3.70

110.)
45.5

6.7 6.06
3.27 .29

6.0} 0.19 0.11 3.7 6.98 102.7

TREATMENT: 1.5 HOURS POTTPRANDIAL

INVESTIGATOR 11802 - R. FRUNCILL)D, M.D..FK.D.

AUCT AUC
(MG*H/L) (MG*H/L)

CL/F

TL1/2 MRT ORAL

{L/H/KG) (M) ®)

Az
(174}

V4 /F
(L/IKG)

FU CHAXU AUCU

CLu/F

(V) (NG/ML}Y (NG *H/ML) (ML/H/XG)

001
002
003
004

005
006
007
008

009
o010
o1t
012

0.80 0.14¢
0.65 0.01

1.49
0.97

1.08 1.)6 1.95 2.07 Q.44

MEAN 1
0.69 0.98 1.27 1.25 0.2) 0.

S.0.
GEOMETRIC

HEAN 0.65 0.14 1.21

0.89 1.15 1.65 1.0 0 40 1.1 2.) 0.61

* RATIO TO THE FASTINC TREATMENT
NOTE SUBJECT 12 EXCLUDED FROM STATISTICAL CALCULATIONS

~

.44

3)2.9
194.6

293.)

RATIO®

CHAX
(A

100.0

0.0

100.0

RATIO®
CMAX
(A1}

32.6
19.9

27.2

RATIO*

AUC
)

100.0

0.0

100.0

RATIO®
AUC
(A3}



TURSECT

001t
002
00}
004

005

URIEXT

001

00}
004

00s
004
007
008

009

012

EST POSSIBLE C™

'l"RU\TNF)ﬂ‘:

2.5 WRS MTTICANDIAL
INVESTIGATOR 11802 - R FRIMNCILLO, M.0..PH.O.
CMAX  TMAX AUCT AUC CL/F T1/2 HRT ORAL ¥4 WV -/F FU CMAxu AU
(MG/L) (H)  (MG®/L) {MG°H/L) (L/H/KG) (H) (W} (1/7H) (L/KG) (V) (NG/ML)
0.99 1.30 1.60 1.6 6.61 c.9 2.1 0.79 0.7 0.1} 1.1§ 2.19
0.52 0.76 0.%4 0.95 0.36 6.2 0.4 0.18 0.52 0.01 0.72 1.38
0.72 1.1} 1.29 1.38 0.52 0.9 2.0 0.7¢ 0.67 0.1) 0.3l 1.75
’ ;RGATHM 1.5 IS POSTFRANDIAL
INVECTIGATOR L1802 - F. FFUNCILLO. M.D..PH.O.
CHMAX  THAX  AICT AUC CL/F T1/2 MRT ORAL iz V\-/F U CMAXU AU
(MG/LI {H) (MG'H/L) (M:*H/L) (L/H/KG) (H) (M) (17K} (L/KG) (%) (NG/HL) (NG R/ML}
1.27? 1.16€ 1.9 2.05 .40 1.1 2.1 0.7¢4 0.66 0.11 1.4} 2.36
0.77 0.%2 0.95% o 90 0.1} 0.6 1.0 0.26 0.49 0.02 0.%0 1.28
1.06 1.06 1M 1.90 0.38 1.0 2.0 0.69 0.5%5 0.11 1.19 2.1)
- .y

* RATIO TO THE FASTINC TREATMENT
NOTE- SUBJECT 12 EXCLUDED FROM STATISTICAL CALCULATIONS

Cw/rF

(NG H/HML) (ML/H/VG)

€93.1
104.3

409.9

CL/F
(ML/H/KG)

3152.9
109.9

1)6.1

RATIO*
CMAX
(%)

27.5
18.9

22.0

FATIO®
CMAX
(%)

RATIO*
AUC
(A%}

26.5
15.1

22.6

RATIO*
AUC
(A 2]



Cmax OF BROMFENAC IN VOLUNTEERS RECEMNG

A SINGLE 60 MG DOSE

AUC OF BROMFENAC IN VOLUNTEERS RECEIVING

A SINGLE 50 MG DOSE
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NDA/IND# 20-535

Study Type Food effect/Drug interaction - antacid

Suppl/Amend.# Submission Date 29 Dec 94 Volume [.86-1.87
Study# 792-A-108-US

Study Title The effect of food and antacid on the bioavailability of bromfenac in healthy men

Clinical Investigator

R Fruncillo MD.PhD

Analytical Investigator

Site I Pha logy Unit Site
Graduate Hospital
Philadelphia, PA
Single Dose_X Multiple Dose  Washout Period_2 days
Cross-Over_X  Parallel Other Design
Fasted X Food Study_X FDA High Fat Breakfast
1f fasted, how long (hrs.)? _10 Prior to dosing and_4 Post-dosing.
Volunteers_X  Patients Young Elderly Renal Hepatic
Subject Breakdown

Subject Type N Male/Female Mean Age (yr) Age Range (yr) |Mean Weight (kg)| Weight Range (kg)

volunteers 20 20/0 - 29 18-45 78 59-96
Drug Dosage Form
Drug Treatment Group | Dose Dosage Form { Strength | Batch No.| Batch Size
luminum hydroxide (Amphojel®) all 2 tbsp suspension
rom{enac all 50 mg capsule 51.3 mg ITKD
Sampling Times

Plasma(5 mL) 0,0.2505,075 1, 1.5 2 3 4 6 8 12 hours postdose
Assay Method
Assay Sensitivity
Assay Accuracy

Labeling Claims From Study

I. Food intake reduces peak plasma concentration of bromfenac by approximately 75%, while the AUC is reduced by about 60%.

11. The concomitant administration of aluminum hydroxide-containing antacid has no effect on the rate and extent of bromfenac
absormption, but decreases the peak bromfenac concentration by 36%.

APPEARS THIS WAY
ON ORIGINAL
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Bromfenac

GMR-24087

Protocol 792-A-311-US
DEMOGRAPHIC ATTRIBUTES: SECTION M1 PATIENTS
Bromfenac- B -
50 mg 25 mg 25 mg Placebo
Demographic fed fasted fed fed
Aunbute (n=20) (n=21) (o = 20) (n=19)
Sex
Male 7 11 10 4
Female 13 10 10 15
Age (years)
Mean 242 - 228 245 243
Range 1840 19-30 18-36 1841
Standard deviation 63 32 62 62
Ethnic Origin
Black 1 7 5 3
Hispanic 2 - - 1
Oriental (Asian) 3 1 2 -
Other - 2 - -
White 14 11 13 15
Helght (cm)
Mean 1685 170.8 1743 1683
Range 157-185 155-188 155-188 150-185
Standard deviation 73 10.6 8.8 85
Weight (kg)
Mean 676 734 734 692
Range 48-114 44-129 59-110 43-130
Standard deviation 172 19.0 133 176
CONFIDENTIAL -53-
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-24087

GMR-

Protocol 792-A-311-US

Bromfenac

Table 13 (Continued)
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Protocol 792-A-311-US

Bromfenac

Table 12 (Continved)
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Protocol 792-A-311-US

Bromfenac

Table 13 (Continued)
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Supportive Figure 82 - -
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Bromfenac Protocol 792-A-311-US GMR-24087

Supportive Figure 79

PID VS CONCENTRATION
FOR 25 MG FED GROUP (SECTION 1)
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Bromfenac Protocol 792-A-311-US GMR-24087
Supportive Figure 76 ) )
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NDA/IND#_20-535, Suppl/Amend.# Submission Date 29 Dec 94 Volume 1.91-1.92
Study Type Renal disease Study#_792-A-101-US

Study Title: Pharmacokinetic evaluation of bromfenac in healthy adult subjects and in subjects with impaired renal

function - =
Clinical Investigator M Rudnick MD Analytical Investigators plasma- PH Burghart
Site linical Pharmacoi nit and Sites Wyeth-Averst Research
Graduate Hospital Princeton, NJ
Philadelphia, PA

Single Dose_X Multiple Dose_ Washout Period
Cross-Over Paraliel_X Other Design

Fasted_X Food Study FDA High Fat Breakfast
If fasted, how long (hrs.)? _10  Prortodosing and_4 Post-dosing.
Volunteers_X Patients Young Elderly Renal X Hepatic

Subject Breakdown -
Subject Type N Male/Female Mean Age (yr) Age Range (yr) |Mean Weight (kg)| Weight Range (kg)

normal 18 14/4 30 19-58 76 57-97
|impaired 12 9/3 45 20-71 79 64-98
dialysis 10 773 48 39-56 73 61-100
Drug Dosage Form
Drug Treatment Group Dose Dosage Form Strength Batch:No.. . |- . Batch Size
bromfenac all 50 mg capsule 50.4 mg 4023

Sampling Times

Plasma (10ml)0,0.25. 05,075, 1, 15,2 3,4, 6 8 12, 24 hour postdose when not on dialysis
0, 1, 3. 4 hours after beginning of dialysis, which started 30 min post dose

Urine 0-1,1-3.3-6, 6-12_12-24 hour postdose

Dialysate from total dialysate

Protein Binding {5ml)0.75, 2, 4. 12 hours postdose

Assay Method

Assay Sensitivity
Assay Accuracy

_ Labeling Claims From Study
_In a study of the effects of nuld to severe renal impairment. no significant differences were scen in the disposition of total
and unbound bromfenac.
I._in subjects undergoing hemodialvsis. unbound bromfenac clearance was not alterad.
1{. No dosage adjustment of Bromfcnac is required in pauents with mild to severe renal impairment: however. Bromfenac
should be_used with caution in such patients because NSAIDs mav further decrease renal function in some patients with




Bromfenac Protocol 792-A-101-US GMR-22077

Figure 1

Mean Plasma Concentrations of Bromfenac
I'd

In Normals and Patients with Renal Disease
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TABLE SA - PRARMACOXINETIC PROFILE OF BROMFENAC 1N SUBJECTS witn VARTING OEGREES OF REmAL FUNCTION
RECEIVING A SINGLE 50 MG ORAL DOSE OF SROMFENAC
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-~ BEST POSSIBLE ¢g, |

Bromfenac Protocol 792-A-101-US

Figure 8

Relationship of Bromfenac Disposition and Renal Function
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BEST POSSIBLE CO#

TABLE 7 - ARTERIAL AND VENOUS PLASMA CONCENTRATIONS OF BROMFENAC (N DIALYSIS SUBJECTS
RECEIVING A SINGLE 50 MG ORAL DOSE OF SROMFENAC
(CONCENTRATION UNITS = NG/ML)
INVESTIGATOR 10115 - MICHAEL R. RUONICK, M.D.

ARTERIAL VENOUS ARTERIAL VENOUS ARTERIAL VENOUS ARTERIAL VENOUS
- GROUP SUBJECT 0 HOURS 0 HOURS 1 HOUR 1 HOUR 3 HOURS 3 HOuRS & HOURS & HOURS

DIALYSIS b

MEAN 1250.50 1380.20 520.40 608.60 479.00 507.30 384.10 384.90
sT0 1480.83 1552.13 382.86 463.94 L32.n 472.38 327.23 348.07

A “BLANK™ INDICATES A MISSING VALUE.



NDA/IND# 20-535. <= Suppl/Amend.# Submission Date 29 Dec 94 Volume 1.94-1.95

Study Type Hepatic discase Study#_792-A-103-US
Study Title A single-dose pharmacokinetic study of bromfenac in subjects with chronic stable liver disease in healthy adult subjects
Clinical Investigator Harnis MD,PhD Analytical Investigators plasma: D Hicks
Site South Florida ) and Sites Wyeth-Avyerst Res.
toavailability Clinic Princeton, NJ
Coral Springs, FL.

Single Dosc_X Multiple Dose  Washout Period
Cross-Over Parallel_X Other Design

Fasted_X Food Study FDA High Fat Breakfast
If fasted, how long (hrs.)? _10 Prior to dosing and 4 Post-dosing.
Volunteers_X  Patients Young Elderly Renal Hepatic_X

Subject Breakdown
Subject Type N Maie/Female Mean Age (yr) Age Range (yr) Mean Weight (kg) | Weight Range ('kgﬁ
normal 16 12/4 47 3565 71 47.99

Ihcpatic 17 13/4 49 35-64 75 45-143 |

* one subject was obese and excluded from summary statistics, although individual concentrations and pk parameters are presented
in the report.

Drug Dosage Form
Drug Treatment Group |Dose Dosage Form Strength Batch No. Batch Size

romfenac all 50 mg capsule 50.4 mg 4023

Sampling Times

Plasma (10mL)0,025 05075 1,15.2346.8 10 12 16,24 hours postdose
Urine 0-24 hours postdose

Protein Binding 0.75, 2, 4, 12 hours postdose - equilibrium dialysis

Assay Method

Assay Sensitivity

Assay Accuracy o

Labeling Claims From Study

1. Dosage adjustment of 1/3 to 1/2 that of healthy voluntecrs is required in some hepatically impaired subjects especialiy if

prothrombin time > 13.5 seconds.
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Unbound AUC (mcg-h/mL)

Unbound AUC (mcg-h/mL)

~PFST POSSIBLE cor

Relationship of Bilirubin and Unbound AUC

274
Y (oxp ) '(Blitubino'n). R-squared = 0.59

5
Ol L] L] L] T T L L Ll L)
02 04 06 08 1 12 14 16 18 2 22
Bilirubin (mg/dL)
= Normals O Impaired

Relationship of Prothrombin Time and Unbound AUC
-45 _ o
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NDAJ/IND# 20-535/

Study Type Bioavailability - clinical vs. trade

Study Title A comparative bicavailabili

Clinical Investigator P. Leese MD Analytical Investigator
Site Innovex Inc - . Site
Lenexa, KS

Single Dose_X Multiple Dose  Washout Period_2 days
Cross-Over X Parallel Other Design

Suppl/Amend.# Submission Date 29 Dec 94 Volume:1.61-1.62
Study# 792-A-119-US

ral bromfenac formulation

Fasted X Food Study FDA High Fat Breakfast
If fasted, how long (hrs.)? _10 Prior to dosing and_4  Post-dosing.
Volunteers_X  Patients Young Elderly Renal Hepatic
Subject Breakdown .
Subject Type N Male/Female Mean Age (yr) Age Range (yr) |Mean Weight (kg)| Weight Range (kg)
volunteers 24* 213 27 19-39 73 49-95

* 27 volunteers completed study, data from first 24 was analyzed and | subject was excluded from final summary by outlier test

Drug Dosage Forms
Drug TreatmentGroup Dose Dosage Form Strength | Batch No. | Batch Size
bromfenac all 25 mg capsule 249 mg ITWG
bromfenac all 25 mg capsule 25.1 mg 3TEV :
bromfenac all 100 mg capsule 99.2 mg 1VDF
foromfenac all 100 mg capsule 102 mg 3TEX ]

Sampling Times

Plasma(7 mL): 002505075 1,152 3 4 6 8, 12 hrs post dose
Assay Method

Assay Sensitivity

Assay Accuracy

Labeling Claims From Study

none - study done to verify that dosage forms used in clinical studies were bioequivalent to dosage form intended for market




Bromfenac Protocol 792-A-119-US GMR-24725

BEST POSSIBLE COP™

FIGURE 1
MEAN + SE OF BROMFENAC
PLASMA CONCENTRATIONS
IN 23 HEALTHY SUBJECTS
SINGLE 25 MG DOSE
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TABLE JA - PKANSACOKINETIC PARAMETIRS OF BACRENMAC IN MCALTNY SURJECTS

114
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HEAN
s.0.
COOMETR IC
HEAN

X THAX
s/ (L]
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0.7 0.7%
1.9 1.06

nn

AUCT

e MG /LY - -
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1.00 o.9
1.0 1.00

RECCIVING A SINCLE 23 »C OOSE
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auC cLse v,

(1
IL/WIK) (LK)

e.12 .17
.03 8.06
0.12 e.16

- 1,
(L1) T
2.1 o 7
[N 0.1y
b 0 4

NOTE: SURJECTS 26. 27. 29 AMD 110 WERE NOT INCLUDED IN THE SUMMARY STATISTICS

TABLE JA - PRARMACOKINETIC PARANETERS OF BRONFDWC IN MEALTHY SUBJECTS

TORMAATION: LONEA
SUBJECT
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b2
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b1 -
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»
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(R%]
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QuX THAX
(MG/L) (L1}
L .
22 12
[ ] 0 ¢4
10 110
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T
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1
o1
Lo
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-=(MG*R/L) -~
10 y
1 0¢ ) 0¢
o1 Y10

RECEIVING A SINGLE 23 NG DOST
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T A,
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28 AND 110 WERE NOT INCLUDED IN THE SURHARY STATISTICS
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GMR-24725

Protocol 792-A-119-US

Bromfenac

BEST POSSIBLE copy
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Bromfenac Protocol 792-A-119-US GMR-24725
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FIGURE 2
MEAN + SE OF BROMFENAC
PLASMA CONCENTRATIONS
IN 23 HEALTHY SUBJECTS
SINGLE 100 MG DOSE

CONFIDENTIAL -34.
34
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TASLE 18 - PHARMACOKINETIC PARAMETERS OF BRONFINAC IN REALTHY SURSECTS

RECCIVING A SIMCLE 190 NC DOST

INVESTIGATOR 11962 ~ PNILLIP LECSC . H.O.

OWX  TAX  TI/7 AT MaC cwr v, o 1,

1MG/L) ™ ™) RN L L VI R ERR (W T TR T 1) o ovses
*.4 1.2¢ 1.6 15.14 13,26 630 o.n2 2.1 0.4
3. 0.8 0.6 ¢.01 1.0 o s.00 .3 o1
'R 1.04 1.3 16,67 1479 o0 o2 1.6 04

NOTE: SUBJECTS 26. 17. 28 AND 110 WERE NOT INCIUDED IN THE SUMMARY STATISTICS

TASLE 38 - PHARMACOKINETIC PARANTTIRS OF BROMFDMAC IN NEALTNY SUBJEICTS

FORMAATION: LONIA
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NDA/IND# 20-535. Suppl/Amend.# Submission Date29 Dec 94 Volume 1.75-1.76
Study Type Drug interaction- methotrexate Study# 792-A-1 13-US

Study Title A pharmacokinetic evaluation of the potential interaction between bromfenac sodium (AHR-10282B) and methotrexate
in patients with rheumatoid arthritis - -

Clinical Investigator J Doane MD ; Analytical Investigaiors
Site Sites

Single Dose Muiltiple Dose_X Washout Period
Cross-Over_X  Parallel Other Design

Fasted X Food Study FDA High Fat Breakfast
If fasted, how long (hrs.)? _10 Prior to dosing and_4 Post-dosing.
Volunteers PatientsX Young Elderly Renal Hepatic

——

Subject Breakdown

Subject Type N Male/Female Mean Age (yr) Age Range (yr) |Mean Weight (kg)| Weight Range (kg)
RA patients 9 4/5 54 40-63 76 51-100
Drug Dosage Forms
| Drug Treatment Group Dose Dosage Form Strength Batch No.| Batch Size
{promfenac all 50 mg q8h capsule 49 ITBK
lmcthotrexa(c all 3-15mgq 7 days tablets patients supplied own medication

Sampling Times
Plasma bromfenac: (5 mL) 0, 0.5, 1.5 8 hrs post dose
Serum methotrexate: (7ml)0, 0.5, 1, 1.5 2 4, 6.8, 12 16, 24, 36, 48 hrs post dose

Urine methotrexate: 0-8, 8-16, 16-24, 24-48 hrs post dose
Assay Method

Assay Sensilivity

Assay Accuracy

Labeling Claims From Study

I._Coadministration of methotrexate has no effect on the pharmacokinetics of bromfenac.
Hl._Bromfenac has no effect on the pharmacokinetics of methotrexate.

(\7"’—\
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Bromfenac Protocol 729-A-113-US GMR-235]11

FIGURE 1
PLASMA CONCENTRATIONS (MEAN AND SE) OF BROMFENAC
IN PATIENTS WITH RHEUMATOID ARTHRITIS RECEIVING
BROMFENAC WITH OR WITHOUT METHOTREXATE
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B

100 -

BROMFENAC PLASMA CONCENTRATION (ng/mi)
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DOSE — NORMALIZED SERUM METHOTREXATE CONCENTRATION (ng/mL)

Bromfenac Protocol 729-A-113-US ' GMR-235]11 -

FIGURE 2 _
SERUM CONCENTRATIONS (MEAN AND SE) OF METHOTREXATE
IN PATIENTS WITH RHEUMATOID ARTHRITIS RECEIVING
METHOTREXATE WITH OR WITHOUT BROMFENAC
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Bromfenac

BEST POSSIBLE C(r

Protocol 729-A-113-US GMR-23511

FIGURE 3

SERUM CONCENTRATIONS (MEAN AND SE) OF 7-OH-MEIHOTREXATE
IN PATIENTS WITH RHEUMATOID ARTHRITIS RECEIVING

JOSE ~NORMALIZED SERUM 7 —0OH METHOTREXATE CONCENTRATION (ng/mL)

METHOTREXATE WITH OR WITHOUT BROMFENAC
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NDA/IND# 20-535/.

Study Type Drug interaction- warfarin

SupplV/Amend.# Submission Date29 Dec 94 Volume 1.73-1.74

Study Title A pharmacokinetic and pharma
normal volunteers

Clinical Investigator
Site

P Leese MD -

Clinical Research
Lenexa, KS

Study# 792-A-112-US

namic evaluation of the potential interaclion between bromfenac and warfarin in

Single Dose Multiple Dose_X Washout Period
Cross-Over_X  Parallel Other Design

Fasted X Food Study
If fasted, how long (hrs.)? _10
Volunteers X Patients Young Elderly Renal

Analytical Investigators

Sites

FDA High Fat Breakfast
Prior to dosingand_4  Post-dosing.

Hepatic

Subject Breakdown

Subject Type N Male/Female Mean Age (yr) Age Range (yr) }Mean Weight (kg)| Weight Range (kg)
ivolunteers 15 15/0 28 1843 75 60-101
Drug Dosage Form
Drug Treatment Group Dose Dosage Form | Strength | Batch No. | Batch Size
bromfenac all 50 mg q8h capsule 49 ITBK
Coumadin® all Smg* | tablets
Coumadin® all 2.5 mg* tablets

* dose adjusted to maintain prothrombin time in pharmacological range

Plasma (5 mL)

Assay Method

Assay Sensitivity
Assay Accuracy

I1_Warfarin has no effect on the pharmacokinctics of bromfenac.

Sampling Times

0,05, 1.2 4 8 hrs post dose for bromfenac; 0, 1.2, 4, 8, 12, 24 hrs post dose for warfarin
Protein Binding(5 mL) 0.5, 2. 4 hrs for bromfenac
4, 12, 24 hrs for warfarin

Labcting Claims From Study
1. _Coadministrauion of bromfenac has no effect on warfarin pharmacokinelics or its anticoagulant effect.




CONCENTRATION (ng/ml)

Bromfenac Protocol 792-A-112-US GMR-23253

Figure 2A

MEAN + SE STEADY STATE PLASMA CONCENTRATIONS OF RACEMIC
WARFARIN IN VOLUNTEERS
WITH AND WITHOUT BROMFENAC
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CONCENTRATIC

Bromfenac Protocol 792-A-112-US GMR-23293

Figure 1

MEAN + SE STEADY STATE PLASMA CONCENTRATIONS OF BROMFENAC
IN VOLUNTEERS RECEIVING 50 MG DOSE EVERY 8 HOURS
WITH AND WITHOUT WARFARIN
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Figure 7

Bleeding Time with and without
Warfarin and Bromfenac
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NDAJ/IND# 20-535/__, .. Suppl/Amend.# Submission Date 29 Dec 94 Volume 1.71
Study Type Drug interaction - cimetidine  Study# 792-A-110-US
Study Title A pharmacokinetic evaluation of the potential interaction between bromfenac and cimetidine in normal volunicers

Richard Fruncillo MD,PhD

Clinical Investigator

Analytical Investigators

Site linical Pha lo nit Sites
Graduate Hospital
Philadelphia, PA
Single Dose Multiple Dose X Washout Period
Cross-Over_X  Parallel Other Design
Fasted X * Food Study FDA High Fat Breakfast
If fasted, how long (hrs.)? _10 Prior to dosing and_4 Post-dosing.
Volunteers_X  Patients Young Elderly Renal Hepatic
Subject Breakdown
Subject Type N Male/Female Mean Age (yr) Age Range (yr) |Mean Weight (kg)! Weight Range (kg)
volunteers pL 24/0 28 18-45 77 56-98 |
Drug Dosage Form
Drug Treatment Group Dose Dosage Form |  Strength Batch No. Batch Size
bromfenac all 50 mg q8h capsule 49.8 mg OVTF
Icimctidinc all 400 mg ql2h tablets
Sampling Times
Plasma 0,02505075 1.15.23.4.6,8, 12 16, 24 hrs postdose
Urine 0-2,2-4, 4-8 _8-24 hrs postdgse (bromfenac not analyzed)
Assay Method :
Assay Sensitivity
Assay Accuracy

Labeling Claims From Study

I.__The concomitant administration of cimetidine caused a moderate increase in bromfenac concentrations. The clearance of
bromfenac was decreased by 17% in subjects taking cimetidine.
1. __Bromfenac has no effect on the pharmacokinetics of cimetidine.




Bromfenac Protocol 792A-110-US GMR-21864

' FIGURE 1|
Mean Bromfenac Plasma Concentrations in Healthy Male Volunteers Receiving
Bromfeaac 50 mg Every 8 Hours With and Without Cimetidine 400 mg Every 12 Hours
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Bromfenac Protocol 792A-110-US : GMR-21864

FIGURE 2
. Mean Cimetidine Plasma Concentrations in Healthy Male Volunteers Receiving
Cimetidine 400 mg Every 12 Hours With and Without Bromfenac SO mg Every 8 Hours
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NDA/IND# 20-535. Suppl/Amend.# Submission Date29 Dec 94 Volume 1.77-1.79

Study Type Drug interaction- phenytoin  Study# 792-A-1 14-US
Study Title A pharmacokinetic and evaluation of the potential interaction between bromfenac and phenytoin in normal subjects

Clinical Investigator w ne Analytical Investigator

Site D luatign Unit Site
Minneapolis, MN

Single Dose Multiple Dose_X Washout Period

Cross-Over_X  Parallel Other Design

Fasted X Food Study FDA High Fart Breakfast

If fasted, how long (hrs.)? _10 Prior to dosing and_4 Post-dosing.

Volunteers X  Patients Young Elderly Renal Hepatic

Subject Breakdown

Subject Type N Male/Female Mean Age (yr) Age Range (yr) |Mean Weight (kg)| Weight Range (kg)
volunteers 12 12/0 27 18-38 74 60-87
Drug Dosage Forms
Drug Treatment Dose Dosage Strength | Batch No. | Batch Size
Group Form
bromfenac all 50 mg q8h | capsule 49 ITBK
[Dilantin® all adjusted* | capsule | (30 mg)
lDilantin' all adjusted® capsule (100 mg)

* dose adjusted to maintain phenytoin concentration of 7 to 14 mg/L

Sampling Times

Plasma: (5 mL) bromfenac 0, 0.5, 1, 2, 4, 6, 8 hrs post dose

Serum_ (5 mL phenytoin 0, 1,2, 4,6, 8, 12, 16, 24 hrs post dose

Protein Binding unbound phenytoin concentrations were measured in serum samples collected
Assay Method

Assay Sensitivity

Assay Accuracy

Labeling Claims From Study

I._As with other drugs mctabolized by the cvtochrome P450 pathways, phenvioin reduced the plasma lcvels of bromfenac by about
5

0%.

ll._Bromfenac has no cffect on the pharmacokinetics of phenytoin,
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SERUM CONCENTRATIONS (MEAN AND SE) OF UNBOUND
PHENYTOIN IN VOLUNTEERS RECEMING PHENYTOIN
WITH OR WITHOUT BROMFENAC

UNBOUND PHENYTOIN SERUM CONCENTRATION (moh)
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NDA/IND# 20-53. Suppl/Amend.# Submission Date 29 Dec 94 Volume 1.68-1.69
Study Type Drug interaction - glyburide Study# 792-A-109-US

Study Title The pharmacokinetic evaluation of the potential interaction between bromfenac sodium and glyburide in diabetic subjects

Clinical Investigator Stuart Harris MD, PhD  Analytical Investigators

Site South Florida B Sites
Bioavailability Clinic
Miami, FL

Single Dose_ Multiple Dose_X Washout Period

Cross-Over_X  Parallel Other Design

Fasted X* Food Study . FDA High Fat Breakfast

If fasted, how long (hrs.)? _10 Prior to dosing and_ Post-dosing.

* bromfenac given 2 hours after breakfast, glyburide given with breakfast
Volunteers Patients_X Young Elderly Renal Hepatic

Subject Breakdown

Subject Type N Male/Female Mean Age (yr) Age Range (yr) |Mean Weight (kg) Weight Range (kg)
|diabetic 1 10/1 51 36-64 87 69-111
Dru Dosage Forms
Drug Treatment Group| Dose | Dosage Form Strength Batch No. Batch Size
bromfenac all 50 mg capsule 49.0 mg ITBK
bromfenac placebo all capsule 2TCV
Micronase® all 10 mg tablet 5 mg

Sampling Times

Plasma bromfenac: (SmL)0.0.5, 1, 1.5, 2, 4, 6 hrs after dose. glyburide: (5 mL) 0. 1,2,3.4.6.8,10 12 16 hrs
after dose

Protein Binding lyburide: 1, 2 hr after dose - equilibrium dialysis

Assay Method ' )

Assay Sensitivity

Assay Accuracy

Labeling Claims From Study

Coadministration of bromfenac has no effect on the pharmacokinetics and pharmacodvnamics of glyburide.
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NDA/IND# 20-535/
Study Type Drug interaction- digoxin Study# 792-A-116-US
Study Title The effects of bromfenac on serum digoxin concentrations

Analytical Investigators

Clinical Investigator William Mullican MD

. Suppl/Amend.# Submission Date29 Dec 94 Volume | 82-1.84

Site GFi Pharmaceutical— Sites
ervi nc.
Evansville, IN
Single Dose Multiple Dose_X Washout Period
Cross-Over_X  Parallel Other Design
Fasted X. Food Study FDA High Fat Breakfast
If fasted, how long (hrs.)? _10 Prior to dosing and_4 Post-dosing.
Volunteers _ Patients X Young Elderly X Renal Hepatic
Subject Breakdown

Subject Type N Male/Female Mean Age (yr) Age Range (yr) |Mean Weight (kg)| Weight Range (kg)

cardiac patients 12 6/6 765 50-70 75 58-94
Drug Dosage Forms
Drug |Treatment Group Dose Dosage Form Strength Batch No.| Batch
Size
Ibromfenac all 50 mg q8h capsule 498 OVTF
digoxin all 0.188 - 0.5 mg q 24h tablets patients supplied own tablets
Sampling Times

Plasma bromfenac: (S5 mL) 0. 0.5, 1, 2 4, 6 8 hrs post dose
Serum digoxin: (3 mL)0. 1.2.4. 6.8 12 16 24 hrs post dose
Urine digoxin; 0-2, 2-4_ 4-8 8-12, 12-16, 16-24 hrs post dose
Assay Method
Assay Sensitivity
Assay Accuracy

Labeling Claims From Study
I. _Coadministration of bromfenac has no effect on the pharmacokinetics of digoxin.
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Bromfenac Protocol 792-A-116-US GMR-22433

Figure 2

MEAN + SE STEADY STATE SERUM CONCENTRATIONS OF DIGOXIN IN
VOLUNTEERS RECEIVING THEIR REGULAR REGIMEN OF DIGOXIN
WITH AND WITHOUT BROMFENAC 50 MC EVER 8 HOURS
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