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Figure 14.2.3.1: ACI-91 concentrations in plasma vs. time by patient

(page 1 of 1) 07FEB2013
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Figure 14.2.3.2: Mean +/- 1SE of ACI-91 concentrations in plasma vs. time by patient
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Figure 14.2.3.3: Scatter plot of change from baseline in ACI-91 in plasma vs.

change from baseline in biochemical efficacy endpoints
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Figure 14.2.3.3: Scatter plot of change from baseline in ACI-91 in plasma vs.
change from baseline in biochemical efficacy endpoints
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Figure 14.2.3.3:

change from baseline in biochemical efficacy endpoints

(page 3 of 8)
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Figure 14.2.3.3: Scatter plot of change from baseline in ACI-91 in plasma vs.
change from baseline in biochemical efficacy endpoints
(page 4 of 8)
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Figure 14.2.3.3: Scatter plot of change from baseline in ACI-91 in plasma vs.
change from baseline in biochemical efficacy endpoints
(page 5 of 8) 07FEB2013
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Figure 14.2.3.3: Scatter plot of change from baseline in ACI-91 in plasma vs.
change from baseline in biochemical efficacy endpoints
(page 6 of 8)
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Figure 14.2.3.3:

Scatter plot of change from baseline in ACI-91 in plasma vs.

change from baseline in biochemical efficacy endpoints
(page 7 of 8)

PK Population

Change from baseline in ACI—91 in Plasma [ng/mL]

400

300 -

200 -

100

ACI-91 75mg bid

—100

—200
—1580

|
—100

Change from

| ® | |
—-50 0 50 100

baseline in Plasma level A beta 1—42 [pg/mL]

150

07FEB2013



Figure 14.2.3.3:

(page 8 of 8)
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Figure 14.2.3.4: Scatter plot of change from baseline in ACI-91 in plasma vs.
change from baseline in clinical efficacy endpoints
(page 1 of 19) 07FEBR2013
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Figure 14.2.3.4: Scatter plot of change from baseline in ACI-91 in plasma vs.
change from baseline in clinical efficacy endpoints
(page 2 of 19) 07FEBR2013
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Figure 14.2.3.4: Scatter plot of change from baseline in ACI-91 in plasma vs.
change from baseline in clinical efficacy endpoints
(page 3 of 19) 07FEBR2013
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Figure 14.2.3.4:

Scatter plot of change from baseline in ACI-91 in plasma vs.

change from baseline in clinical efficacy endpoints
(page 4 of 19)
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Figure 14.2.3.4:

Scatter plot of change from baseline in ACI-91 in plasma vs.

change from baseline in clinical efficacy endpoints
(page 5 of 19)
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Figure 14.2.3.4: Scatter plot of change from baseline in ACI-91 in plasma vs.
change from baseline in clinical efficacy endpoints
(page 6 of 19) 07FEB2013
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Figure 14.2.3.4:

Scatter plot of change from baseline in ACI-91 in plasma vs.

change from baseline in clinical efficacy endpoints
(page 7 of 19)
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Figure 14.2.3.4: Scatter plot of change from baseline in ACI-91 in plasma vs.
change from baseline in clinical efficacy endpoints
(page 8 of 19) 07FEB2013
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Figure 14.2.3.4:
change from baseline in clinical efficacy endpoints
(page 9 of 19)
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Figure 14.2.3.4: Scatter plot of change from baseline in ACI-91 in plasma vs.
change from baseline in clinical efficacy endpoints
(page 10 of 19) 07FEB2013
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Figure 14.2.3.4:

PK Population
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Scatter plot of change from baseline in ACI-91 in plasma vs.
change from baseline in clinical efficacy endpoints
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Figure 14.2.3.4: Scatter plot of change from baseline in ACI-91 in plasma vs.
change from baseline in clinical efficacy endpoints
(page 12 of 19) 07FEB2013
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Figure 14.2.3.4: Scatter plot of change from baseline in ACI-91 in plasma vs.
change from baseline in clinical efficacy endpoints
(page 13 of 19) 07FEB2013
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Figure 14.2.3.4: Scatter plot of change from baseline in ACI-91 in plasma vs.
change from baseline in clinical efficacy endpoints
(page 14 of 19) 07FEB2013
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Figure 14.2.3.4: Scatter plot of change from baseline in ACI-91 in plasma vs.
change from baseline in clinical efficacy endpoints
(page 15 of 19) 07FEBR2013
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Figure 14.2.3.4: Scatter plot of change from baseline in ACI-91 in plasma vs.
change from baseline in clinical efficacy endpoints

(page 16 of 19)
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Figure 14.2.3.4:

Scatter plot of change from baseline in ACI-91 in plasma vs.

change from baseline in clinical efficacy endpoints
(page 17 of 19)
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Figure 14.2.3.4:
(page 18 of 19)
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Figure 14.2.3.4: Scatter plot of change from baseline in ACI-91 in plasma vs.
change from baseline in clinical efficacy endpoints
(page 19 of 19) 07FEBR2013
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Figure 14.2.3.5: ACI-91 concentrations in CSF vs. time by patient

(page 1 of 1)
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Figure 14.2.3.6: Mean +/- 1SE of ACI-91 concentrations in CSF vs. time by patient

(page 1 of 1) 07FEB2013
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Figure 14.2.3.7:

change from baseline in biochemical efficacy endpoints

(page 1 of 8)
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Figure 14.2.3.7:

change from baseline in biochemical efficacy endpoints

(page 2 of 8)
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Figure 14.2.3.7: Scatter plot of change from baseline in ACI-91 in CSF vs.
change from baseline in biochemical efficacy endpoints
(page 3 of 8) 07FEBR2013
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Figure 14.2.3.7: Scatter plot of change from baseline in ACI-91 in CSF vs.
change from baseline in biochemical efficacy endpoints
(page 4 of 8) 07FEBR2013
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Figure 14.2.3.7:

Scatter plot of change from baseline in ACI-91 in CSF vs.

change from baseline in biochemical efficacy endpoints
(page 5 of 8)
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Figure 14.2.3.7: Scatter plot of change from baseline in ACI-91 in CSF vs.
change from baseline in biochemical efficacy endpoints
(page 6 of 8) 07FEBR2013
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Figure 14.2.3.7: Scatter plot of change from baseline in ACI-91 in CSF vs.
change from baseline in biochemical efficacy endpoints
(page 7 of 8) 07FEBR2013
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Figure 14.2.3.7:

PK Population

Change from baseline in ACI—91 in CSF [ng/mL]

Scatter plot of change from baseline in ACI-91 in CSF vs.
change from baseline in biochemical efficacy endpoints
(page 8 of 8)

50
45
40 -
35
30
25
20 -
15 -
10 -
5 -
0

ACI-91 75mg bid

—100

|
—80

| | | | | | | |
-60 -40 -20 0 20 40 60 80

Change from baseline in Plasma level A beta 1—40 [pg/mL]

100

120

07FEB2013



Figure 14.2.3.8: Scatter plot of change from baseline in ACI-91 in CSF vs.
change from baseline in clinical efficacy endpoints
(page 1 of 19) 07FEBR2013
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Figure 14.2.3.8: Scatter plot of change from baseline in ACI-91 in CSF vs.
change from baseline in clinical efficacy endpoints
(page 2 of 19) 07FEB2013
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Figure 14.2.3.8: Scatter plot of change from baseline in ACI-91 in CSF vs.
change from baseline in clinical efficacy endpoints
(page 3 of 19) 07FEB2013
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Figure 14.2.3.8: Scatter plot of change from baseline in ACI-91 in CSF vs.
change from baseline in clinical efficacy endpoints
(page 4 of 19) 07FEB2013
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Figure 14.2.3.8:
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Figure 14.2.3.8: Scatter plot of change from baseline in ACI-91 in CSF vs.
change from baseline in clinical efficacy endpoints
(page 6 of 19) 07FEB2013
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Figure 14.2.3.8:

Scatter plot of change from baseline in ACI-91 in CSF vs.

change from baseline in clinical efficacy endpoints
(page 7 of 19)

PK Population

Change from baseline in ACI—91 in CSF [ng/mL]

50
45 -
40 -
35
30 -
25
20 -
15
10 -
5 -
0

ACI-91 75mg bid

—800

| | | | | |
—600 —400 —200 0 200 400 600

Choice Reaction Time — Maximum Stimulatory Output (CRTMSQO)

Choice Reaction Time — MSO

800

07FEB2013



Figure 14.2.3.8:
change from baseline in clinical efficacy endpoints
(page 8 of 19)

PK Population

Change from baseline in ACI—91 in CSF [ng/mL]

Scatter plot of change from baseline in ACI-91 in CSF vs.

50
45 -
40 -
35
30 -
25 -
20
15 -
10 -
5 -

?

ACI-91 75mg bid

0
—10

-8

\ \ \
-6 -4 =2

0

| | |
2 4 6

PAL Sum Trial 1—3 (Easy)— Derived

Wechsler Verbal Paired Associates Test (WVPAT) Paired Associative Learning

10

07FEB2013



Figure 14.2.3.8:

Scatter plot of change from baseline in ACI-91 in CSF vs.

change from baseline in clinical efficacy endpoints

(page 9 of 19)

PK Population

Change from baseline in ACI—91 in CSF [ng/mL]

50
45 -
40 -
35
30 -
25 -
20
15 -
10 -
5 -

ACI-91 75mg bid

0
—10

-8 -6 —4 -2 0 2 4 6

PAL Sum Trial 1—3 (Hard)— Derived

Wechsler Verbal Paired Associates Test (WVPAT) Paired Associative Learning

10

07FEB2013



Figure 14.2.3.8: Scatter plot of change from baseline in ACI-91 in CSF vs.
change from baseline in clinical efficacy endpoints
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Figure 14.2.3.8: Scatter plot of change from baseline in ACI-91 in CSF vs.
change from baseline in clinical efficacy endpoints
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Figure 14.2.3.8: Scatter plot of change from baseline in ACI-91 in CSF vs.
change from baseline in clinical efficacy endpoints
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Figure 14.2.3.8:
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Figure 14.2.3.8: Scatter plot of change from baseline in ACI-91 in CSF vs.
change from baseline in clinical efficacy endpoints
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Figure 14.2.3.8: Scatter plot of change from baseline in ACI-91 in CSF vs.
change from baseline in clinical efficacy endpoints
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Figure 14.2.3.8: Scatter plot of change from baseline in ACI-91 in CSF vs.
change from baseline in clinical efficacy endpoints
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Figure 14.2.3.8: Scatter plot of change from baseline in ACI-91 in CSF vs.
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Figure 14.2.3.8:
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Figure 14.2.3.8: Scatter plot of change from baseline in ACI-91 in CSF vs.
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Figure 14.2.4.1: Albumin CSF/Serum ratio vs. time by patient
(page 1 of 2) 07FEBR2013
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Figure 14.2.4.1: Albumin CSF/Serum ratio vs.

(page 2 of 2)
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Figure 14.2.4.2: Mean Albumin CSF/Serum ratio vs. time
(page 1 of 2) 07FEB2013
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Figure 14.2.4.2: Mean Albumin CSF/Serum ratio vs. time
(page 2 of 2) 07FEBR2013
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