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Solubility of Compound | in different vehicles (Examples 1-7)
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Capric/caprylic glycerides 20-30 mg/g
Imwitor® 742
2 Glyceryl monooleate 8 mg/g
Cithrol GMO
3 Oleoyl macrogol-6 glycerides 5mg/g
Labrafil M1944 CS®
4 Propylenglycol monolaurate type | 6 mg/g
Lauroglycol FCC
5 Propylenglycol monocaprylate type | 15 mg/g
Capryol PGMC
6 Propylenglycol monocaprylate type Il 23 mg/g
Capryol 90
7 Polyoxyethylene-8 caprylic/capric 2 mg/g
glycerides Acconon MC8-2
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Table 1 Plasma concentrations of 3a-ethynyl-3B-hydroxyandrostan-17-one oxime (Compound I) and
pharmacokinetic parameters presented as mean (SD), six subjects per dose.

Treatment with Dose Cmax Cviax AUCj. AUC, AUC
Compound | increase* (ng/mL)  increase* (ng-h/mL) (ng-h/mL) increase*
Single dose:

1mg - 13(3.2) - 67 (13) -
3mg 3 44 (8.6) 3.4 215 (16) 3.2
10 mg 3.33 149 (18) 3.4 785 (178) 3.7
30 mg 3 464 (58) 3.1 2565 (291) 3.3
100 mg 3.33 1525 (669) 33 11861 (3357) 4.6
200 mg 2 2775 (491) 1.8 25827 (7080) 2.2
Multiple dose:

(day 1):

50 mg - 772 (131) - 4894 (1098)

50 mg BID (i.e. 100 mg) - 911 (183) - 4293 (989) -
100 mg BID (i.e. 200 mg) 2 1314 (388) 14 8201 (1357) 1.9
Multiple dose:

(steady-state, day 5):

50 mg - 892 (188) - 5174 (857)°

50 mg BID (i.e. 100 mg) - 924 (256) - 5202 (1585)° -
100 mg BID (i.e. 200 mg) 2 1440 (204) 1.6 9898 (1607)" 1.9

- b
* fold increase versus next lower dose, ®1 = 24 hours, °t = 12 hours

00000000000 000(fold)o O
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Table 2 Statistical analysis of allopregnanolone-responding subjects during the responsive period.

Change in maximal saccadic eye velocity (ASEV) shown as area under the curve (AUC), and change in sedation
shown as AUC of VAS scores. Statistical analysis with Wilcoxon’s signed rank test showed significant
antagonism by Compound | towards allopregnanolone-induced changes in SEV and sedation.

Allopregnanolone Allopregnanolone Allopregnanolone
+ + +
placebo Compound | 3 mg Compound | 30 mg
AUC (ASEV) -3018 £ 656 -1592 £ 924 -909 £ 798
(deg/s x min) N.S. p=0.04*
AUC (ASedation)
(mm x min) 1928 + 404 698 + 332 416 + 469
p=0.01* p=0.05*

*Significantly different to Allopregnanolone + placebo, N.S = non significant
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Fig. 1

Plasma concentration of IND compound (mean * SEM) after a singel oral dose {six subjects per dose).
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Plasma concentration of the IND compound (mean + SEM) after a singel oral dose {MAD first dose).
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