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Duramed Pharmae=udcals, Inc. ' Page 66 |
NDA 20-992 Synchedc Conjugated Esgogens .

Apolication Summary: D. Chemistry, Manafacmring. aod Congols Summary

2. ' Drug Product, Continued
f. Investigational Formulations - continued
The formulas for the clinical batches used in the Pivotal Study #366 are summarized below.

Synthetic Conjugated Estrogens Tablets

Quantitative Formula for Clinical Batches used in Pivotal Studv #366

Component Amount per Tablet
C-0034 94350 C-0031
03 mg 0.625 mg Placebo

Core Tablet:
Synthetic Conjugated Estrogens' 03 mg 0.625mg | N/A
Lactose Monohydrate, NF j
Hydmxyprbpyl Methyicellulose
USP

Pregeladnized Starch, NF
Magnesium Stearate, NF
Alcohbol .

Purified Water, USP

Subcoat Coat:

Ethylcsllulose Aqueous Dispersion, NF
Trethyl Ciate, NF

Purified Water, USP

Color Coat:
_ . Maroon

Purified Watar, USP

Clear Coar:
/ Clear 2 chaig ]
Purified Water, USP | = _ =

' Contains a @rget 125 g of Synthetic Conjugated Estrogens
. Removed during the manufacmring process.
3 Weights indicate theoretical amount of residae

~
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NDA 20-992 Synthetic Conjugated Estrogens
Agolication Summary: D; Chemisay, Manufacniring, and Controls Summary

Page 62

2. ' Drug Product, Continued

b. Manufacturer

Duramed Pharmaceuticals, Inc. is the manufacturer for all soengths of Synthetic Conjugated

Estrogeas Tablets. The full name and address of the drug product manufacturer is:

Duramed Pharmac=uticals, Inc.
5040 Lester Road

Cincinnat, Ohio 45213

¢. Specifications acd Analytical Methods

The test methods and specifications for Synthetic Conjugated Estrogens Solution are based
upoa the USP test methods for Conjugated Estrogens Tablets.

d. Container/Closure System

The market package configurations are summarized as follows:

Synthetic Conjugated Estrogens Tablets
Proposed Market Package Configurations

Market Bottle Cap Liner Desiceant Stuffer
Package Size Description Description Description Description
33 mm white
30 count 60 cc white - | polypropylene Two 2 gram Rayon
2X HDPE CRC 130 Inner Seal | canisters
100 count 60 cc white | 33 mm white Two 2 gram Rayon
2X HDPE polyprooylene | 75 Inner Seal | canisters
1000 count:
(03 mg, 0.625 mg 300 cc white. | 45 mm white . Four 2 gram Rayon
& 0.9 mg) 2X HDPE polvpropviene | 75 Inner Seal canisters
1000 count:
(125 mg & 2.5 mg) | 500 cc white | 45 mm whute Four 2 gram Rayon
2X HDPE | polvprovviene | 75 Inner Seal | canisters

01-

066

Conninued on next page

=




/8

ATTACHMENT 3
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NDA 20-992 Synthetic Conjugated Estrogens
Arolication Summary: F. Human Pharmacokinetics and Bioavailability Summary

F. Human Pharmacokinetics and Bloqvallablhty
Summary, Continued

Figure S
Comparison of Mean Plasma Concentrations of Total and Free

Estrone and Equilin After Either 22 x 0.625 mg or 1 x 1.25 mg Dose
: of Cenestin™ Under Fasting Conditions

Camparison of Mean Mamna Concantratdons after either 3
220629 mg or1 2 1.25 mg Do of Canestin Under Famting Candlions

4500
4000
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T ::-m <
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® AN :
500 J
0 [ §
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Compartson of Mean Plasna Concsntrations after either 2
2 x 0.825 mg or 1 x 129 mg Doss of Cenestin Under Fasting Candlitions
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Duramed Pharmacsunicals, [ne

NDA 20-992 Synthetic Conjugated Estrogens

Human Pharmacokinescs

Fastiné Bioavailability Study - 0.625 mg, Continued

Table 13 :
Mean Pharmacokinetic Parameters after a 2 x 0.625 mg Dose under Fasting Conditions
Total Equilin
Test Formuiation Rerference Formulation Rario of Least Confidence Intervai
(Caznestn™) (Premarin® ) Square Means
Duramed Wyedi-Ayerst
Pharmacokinetic Parameter Mean (CV%) Mexn (CV¥%) (%) (%)
AUC/0-77) (Measured) (ag*homl) 46.46 (47.5) 48.82 (45.5) - .
AUC/0.77) (Geomemic) (ng*hrml) 41.68 44.67 93.30 89.13-97.65
AUC/0—0) (Measured) (ng*trmL) 47.25 (47.4) 49.66 (45.2) . -
AUC/ (<o) (Geomeric) (ag*trrml) 3247 45.51 9332 89.16 - 97.66
[Cnax Mezsured) (ng/ml) 3.271 (43.5) 3,650 (41.1) . -
Cnax (Geomemic) (ng/mi) 2937 3.336 83.04 31.75-94.31 .
ko) (Mezsured) (1/hr) 0.0756 (23.1) 0.0729 (212) - - -
. (Measured) (br) 9.66 (23.0) 9.39 (19.4) » -
Tmax (Measured) (br) S8(3L.1) ~ 6.7 (28.5) . . R
Table 14

Mean Pharmacokinetic Parameters after a 2 x 0.625 mg Dose under Fasting Conditions
Total Estrone (Baseline Corrected)

Test Formuladon Reference Formulation |Ratio of Least Square| Confidence [nterval
(Ceaestn™) (Premarin® ) Means
Duramed Wyeth=Ayerst
Pharmacokinesdc Parameter Mean (CV%) Mean (CV4) (%) (%)

AUC/0.77y (Measured) (ng*he/ml) 69.89 (39.2) 69.69 (38.8) - -
AUC/0.72) (Geomemic) (ng*hr/mL) 63.01 6332 99.53 95.16 - 104.10
AUC(0-0) (Measured) (ng*hr/ml) 70.99 (39.3) 71.12(39.8) - -
AUC/0-x) (Geomerric) (ag*ho/mL) 66.04 21 99.73 95.44 - 10421
Cenax (Measured) (ng/ml.) 4.430 (40.4) 4.535(38.2) - -

&n_a:c (Geometic) (ag/mL) 4.0576 4.2245 96.05 90.16 - 10231
ke (Measured) (1/hr) 0.0705 (29.3) 0.0728 (28.6) - -

t, (Measured) (hr) 10.55 (25.4) 1021:(25.1) - o

Tmax (Measured) (hr) 7.7 (30.3) 7.5 (24.1) -

- Continued on next page
06- 047
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. Duramed Pharmaceutcals, [ne
NDA 20-992 Synthedc Conjugated Esgogeas
Human Pharmacokinetes

Fastir;g Bioavailability Study - 0.625 mg, Continued

Faming Conditions
Mean Free Estrone and Free Equilin in Plasma
a0
™ '# { -
Exrone e Db wTE g WyelA parst
& h Ealin g Durarrna e Wyst-Ayerst
porg
E % ﬁ g
E Y
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0 24

44

Time after Dose (hours)

Table 15
Mean Plasma Concentrations of Free Estrone and Equiiin after a 2 x 0.623 mg Dose
under Fasting Conditions
. Free Estrone (Baseline Corrected) Free Equilin
- Time Test Formularion Rerereace Formuiation Test Formulation Refereqes Formulation

After (Cenestin™) (Premarin®) (Ceaestn™) (Premarin®)

Dose Duramed Wyeth-Ayerst Duramed Wyeth-Ayerst

(hr) ag/ml (CV%) ag/mL (CV%) ag/mi (CV%) ag/ml (CV%)
0 0.00 0.00 035(578.7 033 (596.3)
1.5 6.47 (75.6) 2.50(163.3) 5.75 (143.7 0.39 (597.9)
3.0 23.61 (52.5) 10.55 (36.9) 19.06 (74.6) 8.54 (118.7)
4.5 $5.55 (39.7) 40.84 (69.2) 3277 (41.5) 27.19 (77.8)
6.0 67.98 (41.6) 63.58 (57.7) 37.61(51.4) 39.36 (65.4)
7.5 '73.98 (44.9) 70.87 (45.6) 4030 (51.9) 4232 (51.7)
9.0 77.49 (45.2) 77.06 (46.7) 38.30 (53.6) 42.49 (48.1)
105 67.89 (47.1) 64.39 (44.9) 32.73(55.9) 34.22 (47.8)
12 64.85 (44.3) 63.76 (483) 3111 (55.9) 32.63 (48.1)
14 5334 (42.7) 32.04 (42.9) 25.69 (54.6) 26.89 (45.6)
- 16 47.35(43.4) 46.11 (43.5) 21.78 (52.9) 23.29 (50.4)
24 36.48 (43.9) 34.14 (45.4) 13.49 (32.3) 12.90 (732)
32 21.92(39.3) 2135 (61.7) B 5.75(150 ) 6.35 (126.3)
= 40 (2,44 (75.8) 12.28 (80.0) 2.15 (285.9) 2.79 (221.0)
48 10.37 (71.0 9.35(31.4) 1.09 (373.5) 1.35 (330.3)
< 60 3.39 (143.6) 3.54(163.8) 0.97 (366.3) 0.70 (410.3)
T 72 3.32(132.9) 3.62(151.9) = 0.35(470.5) %25 (348.9)

Continued on next page
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'Duramed Pharmacsuticais, Inc. Page 55

NDA 20-992 Synthedc Conjugated Estrogens

Human Pharmacoidnedcs

N : i
Fasting Bioavailability Study - 1.25 mg, Continued
Table 20 :
Mean Pharmacokinetic Parameters after a 1 x 1.25 mg Dose Under Fasting Conditions
Total Equilin
Test Formuiation Refereacs Formularion Ratio of Least Confidencs [nterval
(Cenestin™) (Premarin) Square Means
Duramed Wyeth-Ayerst
Pharmacokinedc Parameser Mean (CV%) Mean (CY%) (%) (%)

AUC(0.72) (Measured) (pg*brml) 34902 (572) 34569 (54.8) - -
AUC(0.72) (Geomexic) (pghrmL) 50907 30501 101.33 9529 - 107.74
AUC(0«0) (Measured) (pg*hormL) 36220 (55.6) 35667 (53.3) - -
AUC(0x) (Geomezric) (pg*hrfml) 31985 31720 100.34 96.45 - 105.41
Crax (Measured) (pg/mL) 2537.8 (50.6) 25812 (57.4) - - .
Cmax (Geomeic) (pg/mlL) 235025 22475 102.45 93.68 - 112.05
kei (Mezsured) (L/hr) 0.0796 (29.1) 0.0775 (22.3) - - -
04 (Measured) (hr) 934 (25.4) 9.42 (23.5) - - =
T may (Measured) (ar) 5.433 (35.1) 7.947 (352) - -

Table 21

Mean Pharmacokinetic Parameters after a 1 x 1.25 mg Dose Under Fasting Conditions
Total Estrone (Baseline Corrected)

Test Formulation Refersnes Formularion |Rano of Least Square{ Confidence [nterval
(Cenestin™) (Premarin) Means
Durarned Wyeth-Ayerst

Pharmacokinesde Parametsr Mean (CV%) Mean (CV%) (%) (%o)
AUC/0.72y (Measured) (pg*hr/mL) 58229 (42.6) 56727 (39.3) - -
AUC/0.77) (Geomewic) (pg*hr/ml) 53690 55149 101.02 95.38 - 106.97
AUC/(0x) (Measured) (pg*hr/ml) 59513 (44.3) 57881 (40.3) - -
AUC/0<n) (Geomemic) (pgehr/mL) 34576 54089 100.90 95.13 - 107.01
Cynax (Measured) (pe/ml) 3695.1 (39.83) 3617.5 (383) - -
Cmax (Geomexic) (pg/ml) 34283 3400.5 100.82 93.50 - 108.70
K.j (Mezsured) (U/hr) 0.0732 (30.9) 0.0732 (29.9) - -
ti, (Measured) (hr) 1033 (30.1) 1026 27.7) - -
T max (Measured) (57) 7168 (30.) 8.333(30.3) - -

- . nguimxed on next page
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. NDA 20-992 Synthesic Conjugated Estrogens
Human Pharmacokinesies -

Fasting Bioavaiability Study - 1.25 mg, Continued

Mean Plasma Concantration after 3 1 x 1.25 mg Dose
Under Faming Canditions
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Table 22
Mean Plasma Concentrations of Free Estrone and Equilin after a2 1 x 1.25 mg Dose
Under Fasting Conditions
Free Estrone (Baseline Corrected) _ Free Equilin

Time Test Formuiation Reference Formulaton Test Formularion Reference Formularion
After (Cznestin™) (Premarin®) (Cenestin™) (Premarin®)
Dose Duramed Wyeth-Ayerst Duramed Wyeth-Ayerst
(br) pg/mL (CV*%) pg/mL (CV*%) pe/ml (CV%) pg/mL (CV%)

0 0.00 0.00 0.00 0.00

1.5 6.07 (112.0) 0.99(153.0) 725 (80.5) 0.00

3.0 22.76 (589.3) 4.54 (110.5) 1823 (53.1) 332 (188.3)
4.3 56.15 (46.9) 25.60 (31.4) 28.42 (44.9) 15.06 (103.6)
6.0 62.88 (45.7) 40.64 (61.7) 29.70 (42.6) 2423 (61.4)
7.5 66.15(42.9) 5220(58.1) 30.90 (45.3) 29.77 (51.9)
9.0 69.06 (42.1) 60.95 (53.6) 29.81 (43.8) 30.89 (46.9)
10.5 62.84 (43.8) 59.65 (52.5) 26.40 (42.7) 27.16 (40.6)

12 58.43 (43.4) 55.03 (50.9) 2321 (45.6) 2431 (44.9)

14 50.50 (40.3) 51.75 (46.9) 19.61 (42.3) 22.31 (47.8)

16 43.57(45.7 44.77 (48.7) ] 18.07 (47:1) 20.59 (49.0)
24 35751 | 53.92(46.9) .11 (81.7) 10.75 (69.3)
32 19.71 (58.3) 2021 (57.1) 4.37 (120.4) - 5.81(98.3)
40 11.41 (72.0) 11.36 (73.7) 1.87(203.8) 2.18 (168.2)
43 1028:(61.3) | 9.85 (66.9) 0.38 (475.3) ™0.60(349.2)
60 232 (162.3) 2.76 (148.6) 0.10(7935.7) 0.08 (300.0)
72 4. 72 (142.7) 3.58(98.3) 0.00 0.00
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'Duramed Pharmacsutieals, Ine.

P 7
NDA 20-992 Synthetic Conjugated Estrogens =
Human Pharmacokinetics
Fasting Bioavailability Study - 1.25 mg, Continued
Table 23 .
Mean Pharmacokinetic Parameters After a 1 x 1.25 mg Dose Under Fasting Conditions
Free Estrone (Baseline Corrected)
Test Formuiation Referencs Rato of Least Confidencs
(Cenestin™) Formulation | Square Means Interval
Duramed (Premarmn)
Wyeth-Ayerst
Pharmacokinetic Parametsr Mean (CV%) Mean (CV%) (%) (%)
AUC ., (Measured) (pg*br/mL) 1609.5 14833 - -
(43.9) (46.8)
AUCq. (Geometric) (pg*hrml) 1365.9 1518.9 105.86 95.18 - 115.77
C e (Measured) (pg/mL) 75.69 67.54 - - .
(40.4) (432) :
Cam (Geomeric) (pg/ml) 68351 59.72 114.38 105.15 - 12443 |-
T (Measured) (hr) 7.344 11250 - -
(50.9) (32.3)
Table 24
Mean Pharmacokinetic Parameters After a 1 x 1.25 mg Dose Under Fasting Conditions
Free Equilin
Test Formuiation Referencs Ratio of Least Confidence
(Cenestn™) Formulation Square Means Interval
Duramed (Premiarin)
) Wyeth-Ayerst
Pharmacokinetic Parameter Mean (CV%) Mean (CV%) (%) (%)
AUC o.7) (Measured) (pg*hr/mL) 556.5 543.4 - -
: (52.6) 43.7)
AUC g, (Geometic) (pg*hr/mL) 483.7 479.0 100.99 95.35 - 109.24
C e Measured) (pg/mL) 35.142 36211 - -
- (40.9) (44.7)
Cu (Geomemic) (pg/mL) 32.160 52.621 98.39 90.46 - 107.43
T e (Measured) (hr) 6.954 9.406 - -
- (31.5) L (34.3) =
Continued on next page
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Comparison of Baseline Adjusted Pharmacokinetic P
1x1.25 mg Tablets from Different Studies:

arameters for 2x0.625 mg Tablets and

Study BN038 (2x0.625), Study BNO37 (1x1.25), Parameters under Fasted Conditions

Ratio -Total Estrone Total Equilin Free Estrone Free Equilin
1.25/2x0.625

AUC 0-72 0.833 0.75 | 0.92 | 0.77

Cmax 0.85 0.78 | 0.90 | 0.77

Study BN038 (2x0.625), Study 941817 (1x1.25), Parameters under Fasted Conditions

Rato Total Estrone Total Equilin Free Estrone Free Equilin
1.25/2x0.625

AUC 0-72 1.04 0.95 |1 | 1

Cmax 1.04 0.92 [ 1 |1

Study 930125 (2x0.625), Study 941817 (1x1.25), Parametrs under Fed Conditions

Rato Total Estrone Total Equilin Fres Estrone Free Equilin
1.25/2x0.625
AUC 0-72 0.96 1.01 1.04 0.90
Cmax 0.84 0.92 0.94 0.91
25
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Duramed Pharmaceuticals, [ne,

NDA 20-992 Synthedc Conjugated Esoogens

Human Pharmacokinetics

Page 46

Fasting Bioavailability Study - 0.625g, continued

Table 13
Mean Pharmacokinetic Parameters after a 2 x 0.625 mg Dose under Fasting Conditions
Total Equilin
Test Formuiation Reference Formulanon Rano of Least: Contidencs [ntesvai
(Cenestn™) (Premarin® ) Square Means
Duramed Wyeth-Ayerst

“Pharmacoicnedc Paramesss Mean (CV¥%) Mean (CV2%) (%) (%)
AUC(0.72) (Measured) (ng*homl) 46.46 (475) 48.82 (45.5) " N
AUC(o.'TZ) (Geometric) W) 41.68 44.67 9330 89.13 - 97.65
AUC/ (w0 (Measured) (ag*hr/ml) 4725 (47.4) 49.66 (45.2) - D -
AUC/0-0) (Geomerric) (ng*heyml) 42.47 45.51 9332 89.16 - 97.66
Cenax (Measured) (ng/mL) 3.271 (435) 3.630 (41.1) - -
Crmax (Geomeric) (ag/mL) 2.937 3.336 88.04 81.75-94.81
ke (Measured) (1/hr) 0.0756 (25.1) 0.0729 (21.2) - - -
t (Measured) (hr) 9.66 (25.0) 9.89 (19.4) - - =
Trmax (Measured) (hr) S8 (31.1) 6.7 (23.3) . : e

Table 14
Mean Pharmacokinetic Parameters aftera 3 x 0.625 mg Dose under Fasting Conditions
Total Estrone (Baseline Corrected)
Test Formuiaton Reference Formuiation |Rado of Least Square| Confidence Interval
(Cenestin™) (Premarin® ) Means
Duramed Wyeth-Ayerst

Pharmacokinetic Parameter Mean (CV9%) Mean (CV%) (%) (%)
AUC(0.79) (Meastred) (ng*he/mL) 69.89 (39.2) 69.69 (38.3) . -
AUC/0-77) (Geometric) (ng*hre/ml.) 65.01 63532 99.33 95.16 - 104.10
AUC/00) (Measured) (ng*hr/ml) 70.99 (59.3) 71.12(39.8) - -
AUC(00) (Geomenic) (ng®brymi ) 66.04 66.21 99.73 95.44 - 104.21
Cray (Measured) (ng/mi) 4.430 (40.4) 4.535 (38.2) - -
Crmax (Geomemic) (ng/mL) 4.0576 4.2343 96.05 90.16 - 10231
kei (Measured) (1/br) 0.0705 (29.3) 0.0728(28.5) - -
t, (Measured) (hr) 10.55 (25.4) 10.21 (25:1) - -
T max (Measured) (hr) 7.7 (303) 7.5 (24.1) " -

Conrirrued on next page
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Duramed Pharmacesticals; Ine.

-NDA 20-992 Synthedc Canjugated Estrogens

Human Pharmacolinetics

Page 43 -

Fastih"g Bioavailability Study - 0.625 mg, Cantinued

Table 16
Mean Pharmacokinetic Parameters after a 2 x 0.625 mg Dose under Fasting Conditions

Free Estrone (Baseline Corrected)

Test Formuiaton Referencs Rario of Least Confidencs
(Ceaestin™)  Formulaton | Square Means Interval
Duramed (Premarin) :
Wyeth-Ayerst
- Pharmacokinetic Parametar Mean (CV%%) Mean (CV%) (%) (%)

AUC . (Measured) (pg*hr/ml) 1749.0 (43.8) 1650.4 (47.3) - -

AUCqp.~ (Geometic) (pg*hr/ml) 1621.8 1482.0 109.44 101.74 - 117.71

Cax (Measured) (pg/mlL) 8454 (41.4) 83.06 (45.0) - -

Coee (Geomeric) (pg/ml) 78.87 75.17 104.92 98.08-112.22

T (Measured) (hr) 8.250 (35.6) 8.938 (23.7) - -

Table 17
Mean Pharmacokinetic Parameters after a 2 x 0.625 mg Dose under Fasting Conditions
Free Equilin
Test Formulation Reference Rartio of Least Confidence
(Cenestin™) Formuiation Square Means Interval
Duramed (Premarin)
: Wyeth-Ayerst
Pharmacokinetic Parameter Mean (CV%) Mean (CV%) (%) (%)

AUC(0-72) (Measured) (pg*hr/mL) 7252 (67.9) 719.5(57.6) - -
AUC(0-72) (Geomewic) (pg=bmmL) 6063 610.6 9930 91.80 - 107.40
C e (Measured) (pg/mL) 4558 (473) 43.72 (52.9) - -
C e (Geomeric) (pg/mL) 41.58 4334 95.95 86.05 - 100.04
T e (Measured) (ar) 7.779 (28.3) 8315 (283) - -

Continued on next page
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Duramed Pharmacsuticals, Inc.
NDA 20-992 Synthetic Conjugated Eszrogens
Human Pharmacokinetes

Page 47

Fastiﬁg Bioa;/ailability Study - 0.625'mg, Continued

Fastng Conditions
Mean Free Estrone and Free Squilin in Plassa
]
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Table 15
Mean Plasma Concentrations of Free Estrone and Equilin after a 2 x 0.625 mg Dose
under Fasting Conditions
Free Estrone (Baseline Corrected) Free Equilin
T Time Test Formulaton Reference Formuianon Test Formularion Referencs Formuiation
After (Canestin™) (Premarin®) (Ceaestin™) (Premarin®)
Dose Duramed Wyeth-Ayerst Duramed Wyeth-Ayerst
(hr) agfml (CV%) ag/ml (CV%e) ogfml (CV%) ng/ml (CV%)
0 0.00 0.00 035(578.7 033 (596.2)
3 6.47(75.6) 2.50 (163.3) 5.75 (143, 0.39 (597.9)
3.0 23.61 (52.5) 10.55 (86.9) 19.06 (74.6) 834 (118.7)
4.3 5§5.55(39.7) 40.84 (69.2) LTI (41.9) 27.19 (77.8)
6.0 67.98 (41.6) 63.58 (57.7) 37.61(51.4) 39.36 (65.4)
7.3 73.98 (44.9) 70.87 (45.6) 4030 (51.9) 423532 (51.7)
9.0 T7.49 (45.2) 77.06 (46.7) 38.830(53.6) 42.49 (48.1)
10.5 67.39 (47.1) 64.39 (44.9) 3278 (53.8) 34.22 (47.3)
12 6435 (44.2) 65.76 (48.3) JL11(559) 3263 (48.1)
14 §3.34 (427 52.04 (42.9) 25.69 (54.6) 26.89 (435.6)
o 16 735 (43.4) 46.11 (43.5) 21.78(52.9) 2529 (50.4)
24 36,48 (43.9) 34.14 (45.4) 13.49 (82.3) 12.90 (73.2)
32 21.92 (39.3) ] 21.33(61.7D L 5.75(159.1) 6.36 (126.3)
~ 40 12,44 (75.8) i 12.28 (80.0) 213 (285.9) 2.79(221.0)
48 10.37 (71.0) | 9.85(81.%) 1.09 (373.9) 1.33(330.3)
o 60 139 (143.8) | 3.54 (163.8) 0.97(366.3) 0.70 (410.3)
T 72 3.32 (132.9) ' 3.62(151.9) " 0.55 (470.5) &F25 (843.5)

06- 048
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Duramed Pharmac=uticals, Inc. S0/ 02

NDA 20-992 Synthesic Conjugarad Estrogens 0 ok 7 Fage 53

Hurman Pharmacokinsdcs ‘

Fasting Bioavailability Study - 1.25 mg, Continued

Table 20 _
Mean Pharmacokinetic Parameters after a 1 x 1.25 mg Dose Under Fasting Conditions
Total Equilin
Test Formuiaron Referencs Formuilation Rario of Least Confidencs Interval
(Cenestin™) (Premarin) Square Means
: Duramed Wyeth-Ayesst
Pharmacokinere Parameesr Mean (CY%) Mean (CV%) (%) (%)

AUC0. 72y (Measured) (pg*hefml) 34902 (572) 34569 (54.3) - -
AUC0-72) (Geomezic) (pg*hr'mi) 30907 30501 10133 9529 - 107.74
AUC 0wy (Measured) (pg*he/mi) 36220 (55.6) +35667 (53.5) - -
AUC0x) (Geometic) (pg*homL) 31985 31720 100.34 96.45 - 105.41
Crmax (Measured) (pg/mi) 2537.83 (50.6) 25812 (57.4) - -

Ceax (Geomemc) (pgrml) 23025 22475 102.45 93.68 - 112.03
Kej (Measured) (1/hr) 0.0796 (29.1) 0.0775 (223) - - 5
E"’ (Measured) (hr) 934 (25.4) 9.42 (23.5) | - -
T pax (Mezsured) (br) 5.435 (35.1) 7.947 (352) ' - - B

Table 21

Mean Pharmacokinetic Parameters after a 1 x 1.25 mg Dose Under Fasting Conditions

Total Estrone (Baseline Corrected)

Test Formuianon Reference Formulation |Rato of Least Square| Confidencs [nterval
(Cenestin™) (Premarin) Means
: Duramed Wyeth-Ayerst

Pharmacokinetic Parametsr Mean (CV%) Mean (CV¥%4) (%) (%)
AUC/0.72) (Measured) (pg*heyml) 58229 (42.6) 56727 (39.3) - -
AUC/0.77y (Geomemic) (pg*hrml) 53690 53149 101.02 95.38 - 106.97
AUC/0x) (Measured) (pgehe/ml.) 59513 (44.3) 57881 (40.3) - -
AUC;0wn) (Geometric) (Fg‘hrf'ml.) 54576 54089 100.90 95.13-107.01
Cmax (Measured) (pg/mL) 3695.1 (59.9) 3617.5(383) - -
Crmax (Geomesmic) (pg/mL) 3428.3 3400.5 100.82 93.50 - 108.70
kej (Measured) (1/hr) 7 0.0752 (30.9) 0.0732(29.9) - =
t%, (Measured) (hr) 1033 (30.1) 1026 (27.1) = -
Trmax (Measured) (hr) _ 7.168 (30.5) ~8.833(30.3) - | -

Continued on next page
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Table 23
Mean Pharmacokinetic Parameters After a 1 x 1.25 mg Dose Under Fasting Conditions
Free Estrone (Baseline Corrected)
Test Formulation . Reference Rario of Least Confidence
(Cenestn™) Formulation | Square Means Interval
Duramed (Premarin)
Wyeth-Ayerst
Pharmacoidnetic Parameter Mean (CV%) Mean (CV%) (%) (%)
(43.9) (46.83)
|AUC 0.7y (Geomewic) (pghr/ml) 1365.9 1518.9 103.86 ° 93.18 - 115.77
Coux (Measured) (pgrml) 75.69 67.54 - -
(40.4) (48.2)
C o (Geomenic) (pg/mlL) 68.51 59.72 11438 105.15- 124.43
T (Measured) (hr) 7.844 11250 - -
(50.9) (32.8)
Table 24
Mean Pharmacokinetic Parameters After a 1 x 1.25 mg Dose Under Fasting Conditions
Free Equilin
Test Formuiation Reference Rado of Least Confidencs
(Cenestin™) Formularion Square Means Interval
Duramed (Premarin)
Wyeth-Ayerst
Pharmacokinetic Parametsr Mean (CV%) Mean (CV%) (%) (%)
AUC .-, (Measured) (pg*hr/mL) 556.3 543.4 - -
(52.6) 48.7)
AUC . my (Geomerric) (pg*ar/mL) 4337 479.0 100.99 9335 - 10924
C e (Measured) (pg/mL) 35.142 36211 = -
(40.9) (44.7) _
Crex (Geomerric) (pg/mL) - 32.160 32.621 98.59 90.46-- 107.45
Taax (Measured) Chr) 6.954 9.406 - - -
(313 (34.3)
Continued on next page
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