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Figure 2
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Figure 3
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Figure 7
r INTACT—— | oVX !
ESTRUS CONTROL ACOLBIFENE PREMARIN PREMARIN +
ACOLBIFENE

DHEA DHEA + DHEA + DHEA + PREMARIN
PREMARIN + ACOLBIFENE

% Ry




VAGINAL WEIGHT (mg)

11726

Figure 8
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Figure 9A
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Figure 9B
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Figure 9C
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Figure 10

vaginal epithelial morphology (x 200)
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Figure 11

Comparison between different SERMs : vaginal epithelial

morphology (x 200)
_ RALOX [ LASOFOXIFENE [ ~ 1Y 363387

e 2 20days v 0 o) - s8moenths o1 0 - 20 days
7 One segment, in'the middle of the vagina "

s o T

I A basal cell layer overlaid by 1-2 layer(s) of atrophic
cuboidal cells and 1 layer of cylindrical mucous cells.
Total vaginal wall thickness increased when compared
with previous SERMs;

J. A basal cell layer overlaid by several layers of large
mucous cells (resembling DHEA effect). Total vaginal
wall thickness is the highest of all studied SERMs;

K. A basal cell layer overlaid by 1-2 layer(s) of atrophic
cuboidal cells and 1-2 layer(s) of cylindrical mucous cells.
Morphology and total vaginal wall thickness similar to
those of RALOX.
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Figure 12
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Figure 13
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Figure 14
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Figure 15
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Figure 16

DHEA 0.33 mg / suppository
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Figare 17

DHEA 0.66 mg / suppository
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Figure 18

DHEA 1.00 mg / suppository
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Effect on.body weight of 14-day treatment with DHEA
{suppository} applied intravaginally in OVX rats
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Figure 19

PLACEBO
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**: p < 0.01 when compared with placebo group;
*: p < 0.05 when compared with placebo group.




SERUM CONCENTRATION OF DHEA (ng/mi}
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Figure 20

SERUM CONCENTRATION OF DHEA FOLLOWING INTRAVAGINAL
APPLICATION OF 0.33 mg, 0.66 mg or 1 mg to OVX RATS

~#—~ DHEA 0.33 mg (AUC 7 hres: 32 ¥ 4 ng.him))
—@— DHEA 0.66 mg ({AUC 7 hres: 50 £ 7 ng.timl)
;\ —{x—~ DHEA 1mg (AUC7 hres: 131 £ 23 ng.h/mi}

2 4 6
TIME POST-DOSING (HOURS)



