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Al-P Alkaline Phosphatase

AUC Area under Time Curve

BMI Body Mass Index

Cave Average Concentration

Crnax Maximum Concentration

CPMP Committee for Proprietary Medicinal
Products

Ccv Coefficient of Variation

CYP Cytochrome P450 P450

E: Estrone

E, Estradiol

ERT Estrogen Replacement Therapy

FAS Full Analysis Set

FDA Food and Drug Administration
Glutamic Oxaloacetic Transaminase -

GOT (AST) | (l-aspartate2-oxoglutarate
aminotransferase)
Glutamic Pyruvic Transaminase -

GPT (ALT) | (l-alanine 2-oxoglutarate
aminotransferase)

HDL High Density Lipoprotein

HRT Hormone Replacement Therapy

LC/MS/MS IS_L%LéE[?OCr:anrtc;rrnatograph Tandem-Mass

LDH Lactate Dehydrogenase

LDL Low Density Lipoprotein

MPA Medroxyprogesterone Acetate

MRI Magnetic Resonance Imaging

MWS Million Women Study

NET Norethisterone

NETA Norethisterone Acetate

NIH National Institutes of Health

PPS Per Protocol Set

PSUR Periodic Safety Update Report

QOL Quality of Life

SHBG Sex Hormone - Binding Globulin

TBG Thyroxine Binding Globulin

WHI Women’s Health Initiative

WHIMS WHI Memory Study
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RPR106522 16 cm?
RPR106522

Study 204 5354-1
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RPR106522 M2.5

2514
| | 1l
I Study 203 1l Study 205
E20 0 0 AQ 18.19) ®
I Study 203
Il Study 205
3
52
1 Study 305 HRT
2
FDA 20)
CPMP: Committee for Proprietary Medicinal Products 2
FDA E, =)
CPMP 95% 2%
300
CPMP
HRT Study 305 25.1-8
NETA E,
CPMP FDA
HRT CPMP
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RPR106522 M2.5
E, ®4.33 mg
MPA 2.5 mg ® B
2
4.33mg
MPA  HRT
RPR106522 NETA MPA
®
22) 1 2.5mg
CPMP
12 I Study 201
Study 202 12
12 52
RPR106522 1%
CPMP 95% 2%
2.5.1-8. HRT Study 305
CPMP FDA 11
1997 1997 Study 305
95% 2% 1%
95%
HRT
1 1
300 300
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RPR106522 M2.5
25.2
1
RPR106522
® E2+NETAO O -
Study 122 Menorest” 50 e
2 Study 104 Study 126
Study 122 RPR106522 16 cm?
E, NET AUC 24% 28%
RPR106522 3 9 cm’ 16 cm’ 26 cm’ E,
Menorest® 50 Study 104
9 cm? E, 16 cm? Menorest® 50 AUC
Crax NET AUC Cax
Cave 3 NETA
RPR106522 2 9 cm’ 16 cm’ E, NETA
E2+NETAD O -0 0 0 AD Study 126 9 cm®
E2+NETAD O -0 0 0 AQ E, Crnax AUC 9
cm? NET 9 cm? 16 cm?
E2+NETAD O -
000AD 96
RPR106522 2
NET AUC Cmax NETA
| Study 104 Study 126 9
cm’ E, Conax Menorest® 50 EZNE AT D
AUC
Ex
Cv 20.4 51.0%
E, 30 70 pg/mL=%) AUC
9 cm’ 16 cm’ NET AUC  Cpax
NETA
25.2-1 Study 104 Study 126
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RPR106522 M2.5

2.5.2-1.Study 104  Study 126

RPR106522 Menorest® | E24NETAC O -
9 cm? 16 cm? 26 cm? 50 OOOAD
Study Study Study Study Study Study Study
104 126 104 126 104 104 126
AUC (pghrmL) | 37921 | 32924 | 42241 | 51082 51795 43015 4082.4
P9 46.0) | 455) | (417) | (338) (40.5) (37.8) (20.4)
E, Coo (pamL) 711 62.0 70.6 747 89.9 714 62.6
max (PG 456) | @37) | (425 | (307) (51.0) (46.4) (29.6)
AUC (pghimL) | 449L5 | 62216 | 50501 | 6951 5218.1 47295 64275
Pg (349) | (323) | (30.0) (28.1) (35.0) (33.9) (32.7)
E o g/l 71.9 73.0 784 79.6 82.1 718 70.9
max (PQ @L7) | 193) | (287) (26.9) (39.3) (29.2) (31.5)
41057 | 36657 | 70541 | 64742 117240 62837
ver  LAoeCehimb) | s00) | (622) | @93) | (615) (44.9) (45.5)
e (yml) 617.2 | 4315 | 10509 | 872.9 17425 10415
max (PG (552) | (56.8) | (51.2) | (62.0) (48.0) (42.7)
(%CV)
AUC  Study104 168 252hr  Study126 0 132hr
E:
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RPR106522 M2.5
2.5.3
1
1 Study 108 Study 109 5.3.3.1-1,
5.3.3.1-2
RPR106522 9 cm? 1
16 cm? 1 26cm? 1 16 cm? 2 4 Study
108 Study 109 2
Study 108 8
4 E, 4 8 9 cm?
235 16 cm’ 25.5 26 cm’ 42
16 cm? 2 30 Crnax 9
E, 24
NET 4 8
9 cm? 58.5 16 cm? 495 26 cm?
39 16 cm? 2 28.5 Crnax
9
E, AUCoimn  9cm? 4973.8 pg-hr/mL 16 cm? 6347.2
pg-hr/mL 26 cm? 7491.3 pg-hr/mL 3 E,
Cae  9cm? 49.7 pg/mL 16 cm? 63.4pg/mL 26 cm? 72.2 pg/mL
E, 30 70 pg/mL*®
%) RPR106522
NET AUCpisn  9cm? 52265.2 pg-hr/mL 16 cm? 102188.9 pg-hr/mL 26
cm? 130226.2 pg-hr/mL  NETA
E, NET 4
Study 109 RPR106522 4 12 48
14 E,
24 Crnax 24
NET 48
NETA Crax
1 9 cm? 16 cm? 26 cm? E,
AUCo7n 44265 4925.5 pg-hr/mL 4 9 cm?
E, AUCpu033 1 16 cm? 26 cm? 16 cm?
Crnax
1 4 E, NET Cae  Crax 9 cm’ 16
cm? 26 cm?
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RPR106522 M2.5
Study 108 Study 109 1
2 E, Cave RPR106522 50
70 pg/mL
E 30 70 pg/mL
NET Cae NETA
E, NET
2.5.3-1 Study 108 Study 109
2.5.3-1. Study 108 Study 109
RPR106522
9 cm? 16 cm? 26 cm?
Study 109 Study 109 Study 109
Study 108 Study 108 Study 108
1 4 1 4 1 4
AUCY 4973.8 49255 | 4547.3 6347.2 4426.5 | 5225.5 7491.3 4814.6 | 6554.2
(pg-hr/mL) (39.6) (73.9) | (119.5) (13.5) (30.5) | (37.1) (32.2) (32.5) | (31L.2)
Crax 775 127.2 | 94.0 92.6 80.6 86.3 102.2 98.5 102.6
(pg/mL) (27.4)  |(105.0)| (91.7) (16.9) (28.2) | (29.9) (26.1) (44.6) | (38.1)
E, Cave” 497 68.4 | 474 63.4 615 | 544 722 66.9 68.3
(pg/mL) (39.1) (73.9) | (1195)| (13.8) (30.5) | (37.1) (30.1) (32.5) | (31.2)
Cae? 51.8 66.1 78.0
(pg/mL) (39.6) (13.5) (32.2)
AUC? 52265.2 |44846.5|57424.0| 102188.9 |48940.3|82866.7| 130226.2 {182687.6/199266.8
(pg-hr/mL) (44.3) (99.6) | (73.8) (50.7) (42.8) | (42.7) (30.6) (70.6) | (515)
Crax 651.5 805.7 | 773.1 1221.3 855.9 | 1144.0 1542.1 3463.3 | 3006.7
NET (pg/mL) (39.0) (94.4) | (74.4) (49.0) (42.5) | (38.9) (31.0) (66.5) | (56.3)
Cave” 484.0 622.9 | 598.2 951.5 679.7 | 863.2 1200.4 2537.3 | 2075.7
(pg/mL) (44.0) (99.6) | (73.8) (51.7) (42.8) | (42.7) (30.3) (70.6) | (51.5)
Care® 544.4 1064.5 1356.5
(pg/mL) (44.3) (50.7) (30.6)
(%CV)
a)  Study AUC
Study 108 AUCO_132 hr Study 109 1 AUCO_72 hr
Study 109 4 AUC240.336 hr
b)  Study Cave
Study 108 Cae = AUC( g5 hr/96 hr Study 109 1 Cae = AUCy.72 hr/72 hr
Study 109 4 Cave = AUC240.336 hr/96 hr
c) Study 108 4 Cave
Study 108 Cae = AUC(132 hr/96 hr
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RPR106522 M2.5

2 Study 203
Study 205 Study 305 5.3.5.1-1,5.3.5.2-1,5.3.5.1-2
|
Il
I Study 203 E,
E, 9 cm? 16 cm? 26 cm?
NET 8 16
NETA
I Study 205 9 cm? 16 cm?
E, 40
NET 26 40
NETA 16 cm’ 9 cm’
I Study 305 9 cm?
®433mg  n0ocoooo
O0AO0
E, 40
9 cm? 16 cm? E,
34.26 108.9 pg/mL E>
30 70 pg/mL NET 9 cm?
400.15 501.5pg/mL 16 cm? 637.7 912.89 pg/mL NETA

2.5.3-2 Study 203  Study 205 Study 305 E, NET

Il Study 202 9 cm?

NET 12
24 52 484.7 692.7 534.3 pg/mL
Il Study 203 Study 205 NET Study 202
9 cm’? NET
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RPR106522 M2.5
2.5.3-2. Study 203  Study 205 Study 305 E, NET
RPR106522
9 cm? 16 cm? 26 cm?
1155+ 11.87 22.21 + 38.88 27.63 £ 56.86
(61) (60) (53)
8 71.73 + 66.40 78.76 £52.27 66.72 £ 42.72
Swudv 203 9 (46) (39) (36)
tudy 16 41.91 +45.14 71.62 + 49.05 67.39 +52.24
(35) (31) (29)
40.5+93.0 40.9 +83.2
(34) (37)
£ 26 80.6 + 75.9 108.9 + 140.0
(ng/m L) Study 205 (35) (38)
y 40 64.8 +66.3 935+ 116.7
(34) (36)
13.56 + 8.50
(333)
» 34.2(6343;22)7.93
Study 305 10 34.67+3037
(331)
8 463.49 + 321.38 912.89 + 585.28 1185.13 + 916.80
) (42) (42) (34)
Study 203 16 400.15 + 293.50 877.46 + 601.64 985.10 + 601.93
NET (35) (34) (31)
/mL
(pg/mL) 26 501.5 + 363.7 875.7 £ 718.2
) (33) (37)
Study 205 40 474.0 + 434 .4 637.7 +559.5
(30) (32)
+
a) + +
b) FAS +
PPS +
3
E, NET invitro in vitro
Study 05-022 5.3.2.1-1
E, NET 3 E,
NET E, NET 3
E, NET
E, NET
4
NETA
S9 NETA NETA
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RPR106522 M2.5
NET LC/MS/MS
Study P041157 53.2.3-1
NETA
*H-NETA 2 75+1.2 +
515+22 +
NET 15 0.90 £ 0.25%
+ 34.8+35 +
30) *H-NET
NET A
31)
E, 3 E;
16x-hydroxy-estrone estriol-16-glucosiduronate
E; 2-hydroxy-estrone 2-methoxy-estrone E: estrone-3-sulfate
15ax-hydroxy-estrone-3-sulfate-15-N-acetylglucosaminide E,
estriol-16-glucosiduronate
32)
5
“c-E “c-E 52%
7% 80%
33)
2
NET 2 20 200 nmol/L
NET cytochrome P450 CYP
S-
8 CYP
Study P041406 53.2.2-1
NET 200 nmol/L
CYP
CYP3A4
Cmax AUCO—24hr
T )
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RPR106522 M2.5

35)

NET %)
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RPR106522 M2.5

2.5.4
2.5.4.1
RPR106522
I 2 Study 203 Study 205 1] Study 305
1l Study
202
2.5.4.2
Hot flush
I Study 203  Study 205 i Study 305
2.7.3-4 3 I Study 203
51.3 53.3 BMI 22.21 22.53 kg/m? 3.14 4.68
E, 16.05 27.18pg/mL Il Study 205 51.3
51.5 BMI 21.94 22.62 kg/m® 337 411 E,
29.616 42.645pg/mL Il Study 305 54.1 54.5 BMI
22.64 22.76 kg/m’ 432 492 E, 13.09 13.47 pg/mL
2.7.3-5 Il Study 205
E, 3
45 55
HRT 321 )
55.2 49.5 BMI  21.8 kg/m?
RPR106522 HRT
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RPR106522 M2.5

2.5.4.3
2
1. NETA
Hot flush
2. NETA E,
NETA
2.5.4.3.1
I Study 203 RPR106522 9 cm? 16 cm? 26 cm?
Hot flush 1 Hot flush
Hot flush 1
Hot flush
8 38,39)
16 1
65 10% 75 300
I Study 205 RPR106522 9 cm? 16 cm? 52
Hot flush
12 52
45 10% 50 100
I Study 305 RPR106522 9 cm?
® poooooo
HRT E; 4.33 mg MPA25mg ooooooo
gooAd
®
4.33 mg E,
2 RPR106522

ooooooao
ooooooo HRT

O0AO
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RPR106522 M2.5

CPMP?  FDA 20
CPMP 12
RPR106522
Study 201  Study 202 12
12 52
RPR106522 9 cm? 333 167 CPMP
95% 2%
1 300
592 7 5 24
672 10 8
11 1% 300
RPR106522 9 cm? 300
10% 333
0 95%
2% 150 10%
167
I Study 202 E,
Study 202 RPR106522 9 cm? 16 cm?
26 cm? E, 52
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2544

Study 203  Study 205

FAS

1l
PPS

1l
RPR106522

RPR106522

PPS

FAS
FAS

Study 305

Study 305

95%

2.7.6
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RPR106522 M2.5
2.5.4.5
25.45.1 Hot flush
1 Hot flush 1
Hot flush 1 1 Study 203 3.62
16 1.54 RPR106522 9 cm?
16 cm? 26 cm’ 348  4.02 4.22
4 16
0.63 058 0.73 9 cm? 16 cm?
I Study 205 9 cm? 3.09
16 cm? 3.24 52 057  0.40
1 Study 305 9 cm?
2.773 2.987 52
0.242 0.316
RPR106522 Hot flush 1
HRT
52
3 RPR106522 Hot flush
2 Hot flush
Hot flush I Study
203 4 16 47.7%
9 cm? 82.8% 16 cm’ 75.4% 26 cm? 78.0% RPR106522
Il Study 205 52
9 cm’ 72.9% 16 cm? 76.9%
I Study 305 52 9 cm? 81.3%
76.5%
RPR106522 Hot flush
HRT
52
3 RPR106522 Hot flush
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RPR106522 M2.5
2.5.4.5.2
1 Study 203 4
16 54.1% 9 cm’ 79.2% 16 cm’ 81.1% 26
cm? 80.0% RPR106522
I Study 205 52 9 cm? 68.8% 16 cm?
78.0% 1 Study 305 52
9 cm? 76.1% 73.5%
RPR106522
HRT
52
3 RPR106522
2.5.45.3
1
I Study 203 4
16 60.0% 9 cm? 16 cm?
26 cm? 742% 82.8%  84.6%
I Study 205 52
9 cm® 65.2% 16 cm? 71.9% n
Study 305 52 9 cm® 74.7% 74.7%
2
Il Study 203 4
16 47.7% 9 cm? 16 cm? 26
cm? 59.0% 70.0% 58.8%
Il Study 205 52 9 cm?
43.2% 16 cm? 47.5% Hot flush
Il Study 305 52
9 cm? 59.4% 57.8%
3
I Study
203 16
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RPR106522

I Study 205
52
305 9 cm?

RPR106522
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RPR106522 M2.5

2.5.4.6
I Study 305 52 9 cm?
0.0% 9 cm?
95% 0.81% CPMP
Il Study 203  Study 205 16 52
RPR106522 I Study 205
1] Study 305
I Study 203 RPR106522
0.98 1.90 mm
I Study 202 E>
37.25% 38/102 9 cm? 0.81% 1/123 16 cm?
0.00% 0/97 26 cm’ 1.12% 1/89 RPR106522 E,
p <0.001 RPR106522
E, =)
RPR106522 E, 52
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RPR106522

2547
RPR106522 3
205 Il Study 305
NETA
HRT
RPR106522 3
Study 205 I Study 305
Il
9 cm’ HRT
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RPR106522

M2.5

2.5.4.8
| Study 108  Study 109 E, 9 cm?
16 cm? 26 cm’ 3 4 E; Cae
50 70 pg/mL 30 70 pg/mL
NET NETA
Study 122 E, NET
AUC 24% 28% I
3 4 1 2
E, NET
3 4 1 2
E, RPR106522 3 9 cm? 16 cm? 26 cm’
E, E,
®4.33mg 50 pg/day E.
NETA
NETA E, NETA
E2+NETAO O - 2
000 AD 250 pg/day RPR106522 16 cm 140
pg/day RPR106522 9 cm? 400 pg/day RPR106522 26 cm® 3
HRT
3 3
Il Study 203
RPR106522 9 cm? 16 cm? 26 cm’
3 RPR106522
NETA RPR106522
Hot flush 1 RPR106522
Hot flush
I Study 205 RPR106522 9
cm? 16 cm? Hot flush
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RPR106522

I Study 203
I Study 205
1l Study 203  Study 205
NETA
I Study 203
RPR106522 3 9 cm’
RPR106522 3
NETA
I Study 205 9 cm?
9 cm?
9 cm?
NETA
I Study 201 Study 202 5%
NETA
Study 301  Study 302 5%
E2+NETAO O -
OO0AO
Study 304 5%
NETA
I Study 205
3 HDL
9 cm? 16 cm?
cm?
9 cm? 16 cm?
16 cm? starting dose
9 cm?
16 cm? 9 cm?
9 cm? starting dose

5%

9cm

16 cm?
5%

16 cm?

Study 303

RPR106522

NETA

26

NETA

Study 202

Hot flush

9 cm?
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RPR106522 M2.5
16 cm?
starting dose 9 cm?
Study 305 ®
4.33 mg MPA RPR106522 9 cm? Hot
flush RPR106522 9 cm?
3 NETA RPR106522 9 cm? E,
Hot flush
RPR106522 9 cm? 16 cm?
9 cm? NETA
RPR106522 9 cm?
E, i WHI 13,16)
MWS 15) 2004 5 HRT
HRT
17) RPR106522 E,
® 433 mg 50 pg/day
®2.17 mg 25 pg/day Hot flush
RPR106522 9 cm?
®2.17 mg 25 pg/day
I W o/day
I
NETA 140 pg/day RPR106522 9 cm?
c2eNE AT TS E, 50 pg/day + NETA 250 pg/day
NETA 100 150 pg/day
E, 50 pg/day NETA 100 150 pg/day
40) HRT
HRT
FNEAT D B, 1 mg + NETAOSmg 1 /day Crnax
AUC,(0-last quantifiable sample AUC) 5249.5pg/mL 21043 pg-hr/mL 4
RPR106522 9 cm? Study 108 Crax 6515 pg/mL  AUCq.isn 52265 pg hr/mL
4 NET Cae 544.4 pg/mL EZSNBEDTAD 0-
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