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Fig. 5

drug release in %

100 | }
—~&— Form 7
—4o—Form 8
——Form 9
0 T : Y T T
0 100 200 300 400 500
time (min)
Fig. 6
100 1
. 80
B
= ~—&—Form 7
@ 60-
o ~—&—Form 8
[])
% 40 ——Form 9
c
20 4
0 T T T T
0] 100 200 300 400 500

time (min)

Fig. 7


adelaine
Rectangle


4/22

14 mm

~

Teblet holder

i

Force transciucer

Fig. 8

== 0.5 mm
ry

J J0mim l


adelaine
Rectangle


10

15

20

25

30

5/22

Fig. 9

OH

Qs NH
Y
CHs

(9A)


adelaine
Rectangle


10

15

6/22

Acetaminophen (Form 30)

t1/2 Cmax Tmax AUC

Minipigs # (hr) (ng/mL)  (hr)  (ng-hi/mL)

1 6.8 70740 8.0 98100
2 3.6 5368.0 24.0 110000
3 50 62950 120 111000
4 4.7 10577.0 6.0 102000
5 4.8 7889.0 8.0 119000
[6) 8.2 49450 12.0 97000

Mean 5.0° 7024.7 11.7 106000

SEM 2048.0 6.5 8760
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Fig. 10.
Species | Formulation ti/2 cmax Tmax AUC
{hr} {(ng/mL} {hr} (ng.hr/mL}
Minipigs (n=6) 26 58 (0.9) | 5314 (805) | 9(3.3) |101433 (13053)
Minipigs (n=6) 27 5.7 (0.8) | 4181 (473) | 9 (1.4) | 87567 (4504
Minipigs (n=6) 28 4.9 (1.2) 16310 (1384) | 13 (3.8) | 98100 (9759)
Minipigs (n=6) 26 3.5 (0.2) | 6567 (3587} | 9.7 (7.2} | 97500 (8254)
Minipigs (n=6) 10 5.2 (0.4) | 7025 (2048} {11.7 (6.5} 106000 (8760)
Ninipigs (n=6)| Control 2 | 3.3 (0.7) |10319 (3003)| 5.3 (2.3) |102000 (20500
Minipigs (n=6)| Control 1 | 3.5 (0.2) | 8508 (2324 | 4.2(8) [110000 (27700
Human (n=8) | Control 1 | 4.7 (0.2) | 2262 (487) | 2.4 (3.9} | 23700 (5010)
(10A4)
107 —e— mean Acetaminophen human plasma n=8
«-mu= g an Acetaminophen minipig male plasma Form 26 n=6
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Fig. 11
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Fig. 12
Species |Formulation] ti/2 Cmax Tmax AUC
{hr} (ng/mL} {hr} {ng.hir/ml)}

Minipigs (n=6)| 26 5.8 (0.9) | 5314 (805) | 9 (3.3} 101433 (13053)
Minipigs (n=6)| 27 5.7(0.8) | 4181 (473) | 9 (1.4) | 87567 (4504)
Minipigs (n=6)| 28 4.9(1.2) 16310 (1384) | 13 (3.8) | 98100 (9759}
Minipigs (n=2)} 29 3.5(0.2) | 8413 (68977) | 7 (1.4} | 120000 (4450)
Minipigs (n=1) Cantrol 2 3.5 13142 4 105000
Minipigs (n=2) Contral 1 3.6 (0.2) | 9255 (3962) | 4.8 (4.6) [111000 (38400)
Human (n=8} Control 1 4.7 (0.2) | 2262 (487) | 2.4 (3.9} | 23700 (5010}

(12 A)
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Fig. 13
NE‘H;
o
Hio—o o
(13 A)
Species Formulation /2 Cmax Tmax AUucC
{hr) {ng/mL} {hr} {ng.hrimL}
Minipigs n.c n.c n.c n.c
Minipigs (n=1) | o oe | 0.8 124 05 164
Minipigs (n=1) Form 28 2.5 30.6 1 85.9
Minipigs Form 29 n.¢ ne n.c n.c
Minipigs (n=1) Control 2 n.c 1.9 3 5.2
Minipigs Contral 1 n.c 1n.c n.c n.c
Human (h=8) Contral 1 6.5(0.3) | 186 (1.3} | 8.6 (1.5) | 331(23.2)

(13
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Fig.14
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Fig. 16
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Fig. 18
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Fig. 20
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Fig. 22
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Fig. 24
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Fig. 26
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