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Table 22 -
Mean Plasma Concentrations of Free Estrone and Equilin afteralx 1.25 mg Dose
Under Fasting Conditions
: Free Estrone (Baseline Corrected) Free Equilin
Time Test Formulation Refereace Formuiagon Test Formuiadon Reference Formulanon
After (Cenestin™) (Premarin®) (Cenestin™) (Premarin
Dose Duramed Wyeth-Ayerst Duramed Wyeth-Ayerst
(br) pg/mL (CV¥%) pg/mL (CV¥%) pg/mL (CV™) pe/ml (CV%)
0 0.00 0.00 0.00 0.00
1.5 6.07 (112.0) 0.99 (158.0) 725 (80.5) 0.00
3.0 22.76 (593) 4.54 (110.5) 1823 (53:1) 3.32 (188.8)
4.5 56.13 (46.9) 25.60 (81.4) 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) 5§220(58.1) 30.90 (45.3) 29.77 (51.9)
9.0 69.06 (42.1) 60.95 (53.6) 29.81 (43.8) 50.39 (46.9)
10.5 62.84 (43.3) 59.65 (523) 26.40 (42.7) 27.16 (40.6)
- 12 58.43 (43.4) 55.03 (50.9) 2321 (45.6) 2451 (44.9)
14 50.50 (40.3) 51.75 (46.9) 19.61(423) 22.81 (47.3)
- 16 43.37 (45.7) 44,77 (43.7) 18.07 (47.1) 20.59 (49.0)
24 33.70 (45.1) 35.92 (46.9) 9.11 (81.7) 10.75 (69.5)
32 19.71 (58.3) 20.21 (57.1) 4.37 (120.4) 5.31(98.3)  F
= 40 .41 (72.0) 11.36 (73.7) 1.87 (203.8) 3.18 (1682) |
E 43 1028 (61.5) .85 (66.9) 0.38 (475.3) ~ 0.60 (349.2)
60 2.32(162.3) 2.76 (148.6) 0.10 (793.7) - 0.08 (300.0)
2 3.72 (142.7) 338 (98.8) 0.00 0.00
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Effect-of-Food Study - 0.625 mg, Continued

Table 26
Mean Pharmacokinetic Parameters after a 2 x 0.625 mg Dose
under Non-Fasting Conditions
Total Estrone (Baseline Corrected)
Test Formulanon Reterencs Formuiation Rano of Least Square Meapns |
(Cenestn™) (Premarin® )
: Duramed Wyeth-Ayerst
Pharmacokinesic Paramerer Mean (CV®%) Mean (CV%%) (%)
AUC(0.) (Measured) (ng*hmL.) 77.44 (31.9) 79.47 (32.7) =
AUC(g.y) (Geomemic) (ng*terml) 73.69 75.70 973
AUC/0.77) (Measursd) (ng*trml) 77.44 (31.9) 79.47 G2 -
AUC/0.72) (Geomemic) (ng*hemi.) 73.69 75.70 973
AUC/0)0) (Measured) (ng*hr/mL) 83.22(30.0) 83.71 (32.9) -
AUC(0-0) (Geomexic) (ng*hrml) 78.36 80.04 97.3
Cmax (Measured) (ng/mL) 4.584 (373) 4.418(30.4) - -
Cmax (Geomeic) (ng/mi) 4277 4.225 101.2
ke (Measured) (1/hr) 0.0525 (13.7) 0.0493 (50.9) -
. (Measured) (ar) 13.62 (17.3) 1731 (85.4) -
Tmay (Measured) (hr) 7.17 (32.5) 3.53(303) -
Table 27
Mean Pharmacokinetic Parameters after a 2 x 0.625 mg Dose
under Non-Fasting Conditions
Total Equilin
Test Formulation Referenes Formulation Ratio of Least Square Means
(Cenestin™) (Premarin® )
' Duramed Wyeth-Ayerst
Pharmacokinetic Parameter Mean (CV%) Mean (CV2%) (%)
AUC(0-) (Measured) (ng*hr/mL) 4725(29.1) 50.17 (33.0 -
AUC(p-y) (Geomeric) (ng*hr/mi.) 45.19 47.77 94.6
AUC/o.77y (Measured) (ng*hr/mL) 47.58 (28.71) 50.49 (32.5) -
AUC/0.77) (Geomemic) (ng*hrmi.) 45.57 48. 14 94,7
AUC/(0x) (Measured) (ng=trvml) 48.39 (28.3) 51.32(32.4) | -
AUC/0-0) (Geomemic) (ng*hr/mlL) 46.58 43.98 | 94.7
Cmax (Measured) (ng/mL} 4.221 (32.1) 4.730 (50.7) | -
Cmax (Geomeric) (ng/ml.) 4.020 4,505 | 89.2
ket (Measured) (1/hr) 0.06612 (20.7) | 0.06821 (19.9) | -
ty, (Measured) (hr) - 10.35(17.3) , 10.52 (13.6) | -
Trmax (Measured) (hr) 5.08 (20.6) | 5.09 (35.0) | -
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Effect-of-Food Study - 0.625 mg, Continued
Table 29
Mean Pharmacokinetic Parameters after a 2 x 0.625 mg Dose
under Non-Fasting Conditions
Free Estrone (Baseline Corrected)
‘Test Forrmuladon Referencs Formulaton | Rado of Laast Square
(Cenesdn™) (Premarin®) Means
Duramed Wyeth-Ayerst
Pharmacokinedc Parametsr Mean (CV%) Mean (CV%) (%)
AUC/0-r) (Measured) (pg*homl) 2616.7 (37.0) 2657.5(41.0) -
AUC(0.+) (Geomewic) (pg*tomL) 2441.0 24613 992
AUC/0.77) (Measured) (pg*hrmL) 2617.9 (37.1) 2657.7(41.0) -
AUC/0.72) (Geometric) (pgehr/ml) 2437.9 2461.7 99.0
Cmax (Measured) (pg/mi.) 114.8 (38.4) 117.9 (36.1) -
Cmax (Geomemie) (pg/mi) 106.8 110.9 963
Tmax (Measured) (hr) 9.22 (29.9) 9.11 (26.8) -
Table 30
Mean Pharmacokinetic Parameters after a 2 x 0.625 mg Dose
under Non-Fasting Conditions
Free Equilin
Test Formuiarion Reference Formuiarion | Ratio of Least Square
(Cenestin™) (Premarin®) Means
Duramed Wyeth-Ayerst
" Pharmacokinetic Parameter Mean (CV%) Mean (CV%) (%)
AUC(0~) (Measured) (pg*bofmL) 850.0 (42.9) 930.5 (45.9) -
AUC(0) (Geomewic) (pg=hrmL) 812.49 344.54 96.2
AUC(o.n) (Measured) (pg*hr/ml.) 947.3 (40.2) 997.4 (42.6) -
AUC(0-72) (Geometric) (pg*hr/mL) 875.8 918.4 95.4
Crnax (Measured) (pg/mL) 69.75 (43.1) 72.18 (35.0) -
Cmax (Geometric) (pg/mi) 64.29 69.03 93.1
Tmax (Mezsurea) (hr) - 6.30(30.7) 6.76 (3+.1) I -
- < Continued on next page
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Table 28

Mean Plasma Concentrations of Free Estrone and Equilin after a 2 x 0.625 mg Dose
under Non-Fasting Conditions

A

Free Estrone (Baseline Corrected) Free Equilin
Time Test Formulation Referencs Formulaton Test Formulation Referencs Formuiation
After (Cenestin™) (Premarin®) (Cenestin™) (Premarin®)
Daose Duramed Wyeth-Ayerst Duramed Wyeth-Ayerst
(hr) ag/mL (CV%) ag/mL (CV%) ag/ml (CV%) ag/ml (CV%)
] 1.72 (134.0) 252 (91.9) 0.00 0.00
1.5 2.63(158.3) 1.08 (234.9) 2.69 (232.6) 0.38 (424.3)
3.0 23.12 (82.9) 12.92 (141.9) 2438 (74.7) 1639 (121.0)
43 75.38 (55.4) 56.72 (71.5) 60.82 (41.7) 5824 (55.0)
6.0 8921 (55.1) 21(59.0) $6.27 (51.9) 55.91 (427)
7.5 ~~-97.35 (40.1) 95.56 (43.3) 51.18 (36.9) 55.54 (33.5)
9.0 100.02 (40.3) 101.69 (42.0) 50.05 (33.3) 55.12 (33.8)
10.5 99.45 (35.3) 105.63 (40.8) 48.31(35.4) 53.48 (38.2)
12 37.80 (35.0) 92.69 (37.7) 4037 (33.5) 46.45 (34.9)
14 77.54 (38.0) 81.35(38.6) 34.353 (28.7) 37.72 (30.3)
16 66.05 (40.4) 70.05 (45.1) 28,33 (34.8) 32.23 (39.9)
24 46,28 (32.5) 50.38 (40.4) 14.86(60.2) 15.38 (58.4)
52 36.03 (44.9) 37.48 (54.0) 7.25 (122.9) 6.35 (125.9)
40 2532 (54.4) 24.99 (41.6) 439 (147.5) 3.36 (168.3)
a8 20.25 (49.1) 20.14 (50.5) 1.38 (296.7) 1.47(291.3)
60 11.46 (63.5) 10.35(61.4) - 0.00 0.57 (424.3)
72 8.3 (62.2) [166(69.4) -J 0.00 T = 0.00
Continued on next page
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ai—




23vd jxau uo panupuo)

*33u313§31) { (P2} "1$31) ¥ SN ] 10) suwas $33wnbs-1599y

PoUISOYSUNIL-U) JO SINYEA 24 I 4 PUF X IIAYM

-K2Aq1n3dsar ‘(paise) *23u3s3)31) (1 puv {p3rsR) ‘131) O '(p31
"t 317 ¥001 ¥¥ PIUYY3P 5} oW SN fs1appurered pausojsuen-u) 5o -1
‘papodos 5 (ueaui op1awosd *37) uwaw 3y) jo Jojpus A ‘sp3prwered pruwsgjsussi-v| 1o -

UR4 om yoll coti (A 4] gt e m wian
s £001 1001 9001 (N1 9101 001 riol . %)
1ol 616 vE6 €6 3001 Y6 Y6 yi6 AL 747
S sannbg-1593]
Jooyiny
95°6E5Y yoe¥EL TISI0L T1680L or68Ly 9960089 95710859 WISy () 1why-grahm
or199r SEEL9L s 96LLL [ 3414 wiLey 6s'L10iL 615189 19°LLE89 (D) pawwing
e s 6lotsL 6S8I8L 9119t oL'eyost yr1otst YL ILISL (1) 32Ay -4k m
wieLe 1213/ 965EEL i §1421) 119t 9t s91LL 6 10569 90'6LY69 {y) paureing
suespy $arenbg-1593]
1241 6'LE rLe rie 19 14 L4114 06t 99t L4 4 1y yiy {L2=0) %AD
rethy yristt L8669 9Tion 31611 £9L500 196 (1R 424 SY60ELY 1eris9 LSy () woly-ykm
yit e ¥ot T9¢ yaL Gt Lit 98t 96t tie $Le (£1~V) %AD
99 66109 Lisu oL Lis’el 119500 oL 119 1144 6Ls10IL (1%11] 3 1LY () poweing
ot e 60¢ 60¢ L 1914 Y [ 318 (11 61¢ 61¢€ {11=9) %AD
$0°0VIC ri6ste 9196L 9'19L6L o 'tl 165500 | ost0l 66 10L€ UL Ltotst Ltronst () makynakm
24 ot ot 1€ (1 y'6t st 22 14 Tt rte (=) 4AD
65°513¢ P44 18 TieerL U116k gsL el ¥19500 1es L6'LY9¢ LeLssit LELSSiL ({y) poweing
{w/id) T 3 | Crom,29) g 3d) ) W) o (vAd) 1wy, 8d) (1upy,3d) 1y, 39)
e megny | oy | "Yony W " wey | mow | ™eonyrn | *™onvw | “onvu
$29)211e ] D)INpjUIBULIN] UBIPN
(p3193s10D uj|Is8y]) JU0I5H (VI0],
suvfijpuo)) uz_-nchu—_cz Japun Iso(q i1 YA RS RY REJTURACIELILALN | u_.oz_u_cuc—:uc_—.— uvIA
_ £EULL
. 1 Rt
]
i
- ] e
panupuod ‘Bt gZ° L -ApMg Po0--10-31994)d
$I119U14008ULISYJ URWIY ]
suaBonsy parwdnfue)) suaniuhs 766-01 YAN
b 28eg

“au] "syrapMIdTULNY] pIWeINg

Y

075

06-

34




23vd yxeu uo panupuo)

ooso_u._o: @ (p3) "1531) ¥ 51wy} 10) UYL s219ibs-15e3) PIULIOISURIL-U] JO SINJUA JY) 298 X PUT X 2194M *, e x_u.g_ 58 pIUYIP 8} o192 S *ssapawered pauniojsuen-vj 10.] (R 4 i f
. “papodar sj (usauws 2213w073 2y 1) ueaw >y) jo Topiue 3y *s1apawesed paunojsuen-uj soy -4
6101 Lot yiot Yot 901 L'601 6601 3°601 AT
oL oyl o'sol o'sot  i14] Yol 1501 101 wny)
90 Les L'E6 156 Lrso $'€6 9¢6 9(6 vy}
SUBIN snenbg:5ea]
. Jooney
LO98NE Y eIy 1Esssy £6165P TR 1113 LY 19Ty LY 95 TELIY () 152K v-1ak Ay
1ot 90805¥ VHEYCY 6 TL0PY 107882 ey 209950¥ Y600 {1y powemgy
oreLye 91208 131111 1’5626V oy Lt 9L '6699Y oY LIFSY orrinsy () reraky-yakp
wirse oLy sy 66E19Y LLLyse £90h9EN $O S6FLY $0' 9630 (v) pauneing
sunapy s3swnbg-gsvag
} =
, U Ly ey Ly oIt (311 Yoy CLy o9y 9y %14 {(1=v) %AD
< ENL9vE 19969) R X11l11J [$14312 9886 | 9cLtoo | e sresie $6'9LETY (181441 91°to9ty () wrshy -k m
RT3 e yiE oLe %13 9L 69¢ o€t 100 90y cor ((~-M%AD
oot yoCIsey 9LILEY 19500V 6yt ol | vivioo | oLes | LeNt 6V LYOTY ortLLOY orEcHy (D) powemy
(%13 X13 65t §SE yit Tre 60F LTy Ley ey (L~ %AD
teriee $'6501¢ 1$3/114 ¥ L0108 sstoo |t | guvse LOOTSLY SITEL9Y 2414417 (@) mhy-yrakm
£ ree £ yie oot e Tie Yy iy PR A Uiy (Tt-Y) %AD
9L'698¢ 60L9TY YLy COVeLY 101 | TLOLOO | ¥O¥S ] 9190%€ orLyLSy LY THOPY WLEE9eY {v) pawung
.._....._.u.: Crupy8d) | Cyop, 30) 1 (pomi30) ) () ) (w (uAd) | Crope 3D | Cropydd) | Cugm3d)
) "oy | "ony | "*ony % "1 ! maut | WYonvvt | *Yonvy | "*onvel
£12)3118.48,] I[)IUP|OITWLIYY ] WUIN

*A1241123d831 *(paise) “23u213)21) () pue (p3iswy "1521) ) ‘(P

suopppuo)) Jupsuyj-uop 2pun 9so( Jut GTI X 1 ¥ .19)J8 519)IWLILJ IPIUP|OIVULIVY ] UBIJA

upinby jejoy,

PEIIYLL

[

"\

076
37

06-

penujuoy ‘Bu gZ°} -Apms poo-jo-j99)3

$3]120) 09ULEY | URWN])

suaBonsg paednfuo) ononwisg 766-07 YAN
*2uq “S{ed1neUlINy 4 pawseangg



. Durarned Pharmaceaticals, Inc. Page 73
NDA 20-992 Synthedc Conjugared Estrogens’
Human Pharmacokinetics

Effect-of-Food Study- 1.25 mg, Continued

Table 37
Mean Pharmacokinetic Parameters after a 1 x 1.25 mg Dose under Non-Fasting Conditions
Free Estrone (Baseline Corrected) :
Mean Pharmacokinetic Parameters
InAUC(0.72) IBCrax. Trax AUC(0-72) ' Cmax
(pg*hrml) (pe/ml) (tr) (pg*hrmi) {pz/mL)
Duramed (A) 261228° 10433 10333 2724¢.1 ’ 107.66
CV% (nm=2]) 30.8 263 3.5 293 2689
Wyeti-Ayerst (B) 27611 107.11 11318 2854.6 , 11152
CV¥% (re22) 26.3 303 195 263 23.0
- Duramed (C) 2453.18 110.13 3.33] 25393 117.05
CV% (=23} 319 38.0 214 279 350
Wyem-Ayesst (D) 229623 10029 10.090 2445.5 106.79
CV% (1=23) 37.7 38.1 233 37.7 36.1
Least-Squares Means
Duramed (A) 2619.56 10592 7192 109.40
e Wyeth-Ayerst (B) . 2792358 109.10 2869.1 114.03
Duramed (C) 247050 112.03 25843 119.14 =
Wyeth-Ayesst (D) : 232263 100.42 2473.0 106.53
Rano of Least-Squares Means® -
(A/B)% 933 97.1 4.8 95.9
(A/C)% 106.0 9.3 1052 91.8
B/D)% 120.2 108.6 116.0 107.0
Table 38
L Mean Pharmacokinetic Parameters after a 1 x 1.25 mg Dose under Non-Fasting Conditions
Free Equilin
Mean Pharmacokinetic Parameters
mAUC(0-72) InCrmax Tmax AUC(0-72) Cenax
(pg~hr/ml.) (pg/mlL) (hr) {pg*hrimL) (pg/mL)
Duramed (A) 787.99° 53.72 7.762 350.4 65.71
CV% (me2l) 417 43.4 427 419 417
Wyeth-Ayerst (B) 847.10 §735 9.167 9113 61.56
CV% (n=11) . 403 41.0 292 41.5 374
Duramed (C) 739.66 5032 3335 307.1 53.75
CV% (m=22) 43.4 39.0 363 473 362
Wyett-Ayerst (D) 743.02 55.97 10318 8154 60.99
CV% (n=12) 46.0 435 553 47.3 453
Least-Squares Means )
- Duramed (A) 788.76 60.04 £50.0 65.43
- Wyeth-Ayerst (B) : 879.74 58.12 ‘ 937.4 6223
Duramed (C) 751.09 s2.10 . 2142 55.78
) Wveth-Avest (D) - 750.22 55,92 . 3186 60.281
N Rauo or Least-Squares Means® — j
(A/B)% 89.7 1033 0.7 - 105.1
L (A% 105.0 1182 K 1044 1173
= (B/D)% ™ 1173 104.1 - 1145 = 103.1
i - For in-ganstformed parameters, the antilog of the mean (i.c. the geometric mean) s reported.
2. For In-ransformed parameters. this ratio is defined as: 100%™, whese X anid Y are the vajues of ln-ranisformed lesst-squares

mezns for Trexmments A (test, fed), B (referencs, fed), C (tast, fasted) and D (reference, fasted), respectively.
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Effect-of-Food Study- 1.25 mg, Continiied
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Table 35

Mean Plasma Concentrations of Free Estrone (Baseline Adjusted) after a 1 x 1.25 mg Dose

under Non-Fasting Conditions

37

Time Test Formulation Reference Formulation Test Formiilation Reference Formulaton
After (Cenestin™ (Premarin®) (Cenestin™) (Premarin®)
Dose Duramed Wyeth-Ayerst Duramed Wyeth-Ayesst
(k) pg/ml (CV¥%) pg/mL (CV%) pg/mL (CV%) pe/mL (CV%)
Fed Fed Fasted Fasted

Q 0.00 0.00 0.00 0.00

1.5 1.67 (163.8) 0.79 (186.2) 13.90 (75.7) 3.90 (77.0)

3.0 14.52 (96.3) 3S51(173.1) | 35.88(44.1) 9.93 (50.1)

4.5 5734 (53.7) 21.85 (1042) } 80.00 (44.6) 44.35 (49.2)

6.0 73.03 (41.5) 43.82 (66.5) | 85.56(35.0) 66.99 (53.7)

7.5 - ~-88.07 (37.0) 69.87 (46.0) 95.89 (44.]) 79.40 (48.2)

9.0 94.38 (29.5) 89.31 (32.9) 9532 (32.2) 92.80 (37.2)

10.5 98.01 (26.4) 100.91 (33.1) | 91.96 (30.3) 94.78 (42.6)

12 90.46 (31.3) 99.56 (31.5) i 856.68 (31.8) 95.22(42.3)

t4 82.64 (30.7) 91.11 (27.7) ] 73.16 (32.6) 80.61 (42.3)

16 71.153 (29.4) 80.38 (23.0) | 65.57 (27.8) 68.05 (42.4)

24 54.58 (35.9) 64.19 (30.5) | 43.96 (25.6) 46.98 (49.8)

32 4012(33.9) | +.63(30.9 | 36.56 (33.0) 32.00 (34.2)

40 29.94139.5) I 33.68(26.7) | 494 (41.4) 18,26 (49.1) [
48 21.90 (47.3) | 25.35(37.8) | 18.73 (33.8) 18.27 (45.3)

60 11.61 (73.8) | 12.05 (62.5) | 9.46 (85.3) 8.46 (84.5)

72 9.671(65.4) ' 9.68 (56.8) | T.31(92.1) ' 7.49‘.(678)

Continued on next page
06- 077
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Effect-of-Food Study- 1.25 mg, Continued
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Table 36
Mean Plasma Concentrations of Free Equilin aftera 1 x 1.25 mg Dose
under Non-Fasting Conditions
Time Test Formulaton Reserence Test Formufaron Rerersacs
After (Cenestin™) Formulation (Cenestin™) Formulation
Dose Duramed (Premarin®) Duramed (Premarin®)
(hr) Wyeth-Ayerst Wyeth-Ayerst
py/mL (CV%) pg/mL (CV%) pg/mL (CV%) pg/mL (CV%)
Fed Fed Fasted Fasted
-3 0.00 0.00 0.00 0.00
-24 0.00 0.00 0.00 0.00
0 0.00 0.00 0.00 0.00
K] 0.00 0.00 11.28 (50.7) 0.00
3.0 12.92 (112.9) 2.14(333.3) 25.13.(59.5) 3.55(201.%)
4.5 S211(59.2) 24353 (111.6) 42.96 (45.5) 28.95(101.4)
6.0 46.22 (45.2) 34,42 (69.1) 4027 (37.7) 40.99 (61.1)
7.5 | -~ 4553 (36.1) 45.94 (46.1) 40.91:(37.6) 47.76 (53.8)
9.0 45.76 (32.5) 47.38 (39.7) 41.00(33.3) 43.99 (41.0)
10.5 45.38 (40.0) 47.45(43.4) 40,90 (37.4) 47.91 (47.1)
12 40.70 (34.8) 47.98 (34.6) 42.97 (44.4) 49,38 (48.3)
14 35.94.(42.7) 44.09 (37.9) 34,12 (45.8) 39.51 (40.8)
16 29.57 (41.0) 35.72(35.8) 27.01 (42.2) 30.50 (42.4)
24 13.62 (67.0) 20.86 (46.7) 11.98 (39.4) 13.59 (81.1)
32 | 6.0l (136.7 8.70 (102. 1) 6.66 (131.7) 5.83(160.5)
10 | 1.39.02¢51.2) | 2.04(236.7) | 1.291336.9) . | 20202610
48 | 0.00 0.514 (458.5) 0.49 (469.0) 0.00
60 | 0.00 0.00 0.00 0.00
72 [ 000 Q.00 = 0.00 O.Q&
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2x0.625
Cma'x) “3/’“L : . AUC, ng'kr/“‘_
fed fasted | % difference | fed | fasted | % differencs
Total Estrone | 4.584 | 4.43 3.48 77.44 69.89 | 10.8
Total Equiline | 4221 |3.271 29.04 47.58 46.46 | 241
Free Estrone 0.115 | 0.085 35.79 2.618 1.749 | 49.68
Fres Equiline 0.070 | 0.046 53.03 0.947 0.723 | 30.99
| 1x1.25 |
t Cmax, "g/. AUC, wf-bvfr ]
fed fasted % difference | fed fasted % difference
Total Eswone | 4.626 3.826 20.9 74.951 72.704 3.06
Total Equiline | 3.88976 3.0028 29.54 47474 43.726 8.57
Free Estrone | 0.10766 0.11705 8.02 2.724 2.33593 6.44
| Free Equiline | 63.71 | 53.75 18.57 | 0.8504 | 0.8071 5.36
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“ NDA 20-992 Synthetic Conjugated Estrogens
Human Pharmacokinetes
v ' e .
Appendix ‘
Individual The following tables present individual tabiet dissolution results for the 0.3-, 0.625-,
dissolution 0.9, 1.25- and 2.5 mg Cenestin™ tabjets.
Dissolution of Cenestin™ 0.3 mg Tablets, Lot X-0328
. Perceat Sodium Estrone Suifate Reieased
Tablet Id 2 Hour ] 5 Hour [ 8 Hour
l
> ]
3
- —
5 iy
6
= —
8 diniiaii— -
E -
10 1
11
12 1"
Mean 375 T 139 93.9
Yax 42.0 76.9 96.9
Min 34.6 70.1 88.7
%RSD 53 29 23
Dissolution of Cenestin™ 0.625 mg Tablets, Lot C-0005 (Biobatch)
Percent Sodinm Estrone Suifate Rejeased
Tabier Id 2 Hour | § Hour | 8 Hour
l
: -
3 L
4 s
5 s
6 v—
7 ———
8 ————
9 - r——
- 10 |
11 1
12 . , ;
e ;
Mean 40.5 | 4.6 94.7 =
Max 433 | 76.3 - 93.4
Min 37.0 ] 71.6 88.4
= %RSD 52 - 2.2 | = L3
Conninued on next page
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NDA 20-992 Synthetic Conjugated Estrogens
Human Pharmacokinedcs

Appendix, Continued

Individual dissolution (continued)

Dissolution of Cenestin™ 0.9 mg Tablets, Lot X-0335

| Percent Sadium Estrone Sulfate Refeased
Tabiet Id 2 Hour | 5 Hour ] 8 Hour
1
> —
3 —_
4 i
3
6 i
7 i
8 i
9 ——
10 -
Ll 1
— 12 i " - -
 Mem a5 793 | 955
Max 46.0 3.4 [ 96.5
Min Fye 76.7 | 92.3
%RSD | 4.0 20 | 1.1

Dissolution of Cenestin™ 1.25 mg Tablets, Lot C-0015 (Biobatch)

Perceat Sodium Estrone Sulfate Released
Tablet Id 2 Hours ! SHours |  8Hours | 10 Hours
1
2 “——
3 N
4 ——
S e
[
7 7
8
9
10
. 1]
12
Mean | 40.4 | 75.0 | 92.5 | 7.5
= Max | {16 R 67.9 ; 94.6 | 39.7
= Min | 353 ] 76.9 [ 39.0 L 95.3
%RSD | 4.7 ] 3.2 | 1.8 | 1.4

e

Continued on next page
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NDA 20-992 Synthedc Conjugated Estrogeas
Human Pharrnacokineses
N ' .
Appendix, Continued
Individual dissolution (continued)
Dissolution of Cenestin™ 2.5 mg Tablets, Lot S-0006
Perceat Sodium: Estrone Saifare Relexsed
Tabiet Id 2 Hours ) & Houry | 8 Hours | 10 Hours
1
2 | _
3 —
4 —
i z -
6 —
7 —
8 r——
9 —
_— 10 -
11 ]
L1 _ .
Mean B35 709 | 2 95.9
Y%RSD 5.4 42.1 ] 1.6 1.7
Max 36.9 73.0 | 923 993
Min 31.6 63.3 | 882 93.6
g Conrinued on nex:t page
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Figure 6 .
Dissolution Profiles of Cenestin™ Tablets 0.3-, 0.625- and 0.9 mg
Synthetic Conjugated Estrogens Tablets
Comparison of Dissolution Profiles
100
80 .
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NDA 20-992 Synthetic Conjugared Estrogeas
Applicarion Summary: £, Human Pharmacsicnesics and Bioavailability Summaes

F. Humcn Pharmacokinetics and Bloav=xlab|lzty
Summary, Continued

Figare 7
Dissolution Profiles of Cenestin™ Tablets 1.25- and 2.5 mg

Canestin Synthetic Conjugated E<trogens Tablets
Comparison of Dissciution Profiles
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NDA 20-992 Synthesic Conjugatad Estrogens | e
Agviicution Summary: F. Human Pharmacokinegcs and Bicavailability Summary
F. Human Pharmzcokinetics and Bioavailability
Summary, Continued
Table 4
Comparative Dissolution of 0.3~, 0.625- and 0.9 mg Cenestin™
Tablets
Cenestin™ 0.3 mg Tablets, Lot X-0328
Perceat Sodium Estrone Sulfate Released .
[ 2 Hour [ 5 Hour | 8 Hour
Mean | 37.3 [ 73.9 [ 93.9
Max
Min | , ]
el %RSD 5.8 2.9 | 2.3 :
Cenestin™ 0.625 mg Tabless, Lot C-0005 (Biobatch) }
Perceat Sodium Estrone Sulfate Released
| 2 Hour [ 3 Hour t 8 Hour
Mean ] 40.5 | 74.6 | 90.7
Max : |
s NL.LD._ - . |
%RSD 52 | 2.2 | 1.5
Cenestin™ 0.9 mg Tablets. Lot X-0335
Percent Sodium Estrone Sult_'.:zte Released R
[ 2 Hour | 5 Hour | 8 Hour
Mean | 433 | 79.3 | 95.5
- Max [ i L |
Min | . ,
%RSD | 4.0 2.0 | 1.1

Continued on nesr page
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