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G: Mean Change in DLco by Average and Cumulative

Daily Insulin Dose at Week 12 (Study 1022)

Red: Inhaled Insulin Group
Blue: Comparator Group

10.00°

s.00

0.00

-5.00

Chuspe 12 dien

-10.00'

-15.00

~20.00 T T T T T T T T
o 10 20 30 40 50 o 70 80
Total Daity INHALED Insulin Dose at Week 24

a.00

s
8
.
4
.

N
8
»
»
13

g

T
% P
i
X

.

& A A s IL
Ak

Y

ur b
.

I
o
S
%

CGhoage is bea L ﬂL/ll.l,ﬂllﬂ,
4
)
2]

p=-0030

-8.00

-10.00° T \ T T
2000 3000 4000
Qumuative INHALED Insulin Dose at Week 12 (STUDY 1022)

NDA 21-868/N-000
Statistical Review and Evaluation
appendix

6.00

4.00

2.00

0.00

-2.00

-4.00

Chosge s Dleo [7a al/nfs/ualyl

-6.00

-10.00

T T T T T T T
20 30 40 50 60 70 80 20 100

Total Dally Comparator Dase at Waek 12 (STUDY 1022)

8.00

6.00

4.00

2.00

-2.00

Chospe I8 Mza Cla nl/ale/nalp)

-6.00

p = 0.047

-10.00'

T T T T
2000 4000 6000 8000

Cumulative Comparator Dose at Week 12 (STUDY 1022)

I: Mean Change in DI.co by Average and Cumulative
Daily Insulin Dose at Week 24 (Study 1022)

8.00

-8.00

p =-0.115

-10.00°

T T ¥ T T T T T
20 30 40 50 60 70 80 s0 100

Totol Doy INHALED insulin Dose ot Week 24 (STUDY 1022)

97



8.00 4]

6.00 ]

-4.007]

thosgs la fleo (1o wl/nin/mely]

-6.00 7

-8.00 7]

-10.00'

T T T T T
2000 4000 8000 8000 10000

CQumuative INHALED Insuiin Dose at Weak 24 (STUDY 1022)

8.00

N
8

°
3

3
a
]

[
2
]

5
[

-6.00

-8.00

p =-0.013

-10.00

10

T T T T T T T T
2 30 a0 s0 e 70 20 o0 100
Total Dally Comparator Dose at Week 24 (STUDY 1022)

8.00

Choape 1o Mes Cle nl/als/nnlg)

-10.00

T T T T
3000

Cumuiative Comparator Dose at Week 24 (STUDY 1022)

J:

Chauge 71 Olap Cln aL/min/usiqgl

Changs 7o Dleo [la sl/ain/aniql

Chenge in OLAN (M1 L/8f0/umlql

NDA 21-868/N-000
Statistical Review and Evaluation
appendix

Mean Change in DLco by Average and Cumulative
Daily Insulin Dose at Week 36 (Study 1022)
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V: Mean Change in FRC by Average and Cumulative
Daily Insulin Dose at Week 36 (Study 1022)
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W: Mean Change in FRC by Average and Cumulative
Daily Insulin Dose at Week 48 (Study 1022)
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Y: Mean Change in TLC by Average and Cumulative
Daily Insulin Dose'at Week 24 (Study 1022)
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II. Type 2 Data

A: Change from Baseline in DLco by Antibody Titer
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C: Change from Baseline in FVC by Antibody Titer in
" Pooled Study
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F: Mean Daily Insulin Dose (mg) over Time, All Subjects (Studies 1001 - 1002)

Week ‘N Mean SD Min — Max
2 454 8.27 4.06 1.0-24.0
4 445 9.97 4.67 0.42 - 33.0
6 447 11.07 5.51 : 2.0-425
10 444 11.74 6.12 20-52.8
14 434 12,16 6.65 0-571

18 431 12.51 6.86 20-574
24 439 12.76 6.57 2.0-54.1
30 323 13.38 6.91 0.24 — 58.7
36 329 13.79 7.38 0-56.8
44 325 14.46 8.22 1.0 - 65.7
52 314 . 14.70 8.28 1.7-69.3
65 168 15.39 7.79 2.0-35.7
78 167 15.62 7.92 20-354
91 161 15.93 8.02 0.8-403
104 154 16.82 8.24 1.5-39.0

G: Average Total Daily Inhaled Insulin Dose (mg) Merged with PFT, Protocols 1001-1002

Week . N Mean SD Min — Max
24 ' 426 12.69 6.59 2.0-54.1
36 308 13.87 7.50 0-56.8

52 ' 302 14.74 ‘ 8.34 17-69.3
65 155 15.13 7.76 2.0-35.7
78 160 15.72 7.99 2.0-354
91 T152 15.69 8.00 0.8-403
104 - 141 17.14 8.32 1.5-39.0
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H: Mean Change in DLco by Average and Cumulative

Daily Insulin Dose (Studies 1001 - 1002)

Red: INHALED GROUP
GREEN: COMPARATOR GROUP

20.00

I
8

3
8

Chosge 1a Mea Cle nl/ale/nalp)
3 @& o @
g 8 8 8

-15.00

-20.00° -

-25.00° T T T T ¥ T T T T
o 10 20 30 40 50 & 70 80 %0
Total Dally INHALED Insuin Dose at Week 24 (STUDIES 1001/1002)

20.00°

Lhssgc e Oleco Ifn sl/ule/mig)

£
- 4 .,
5.00 La/ 4;3“; .
a
4 Aa
.
-10.00 T T T T T T T T T
[ 10 20 30 40 s0 0 70 80 50 100

Total Daily INHALED Insulin Dose at Week 52 (STUDIES 1001/1002)

25.00°

20.004

15.007

10.007]

5.00 ]

1a Jlza (le al/nle/maly|

5.00 ]

p =-0.099

-15.007

-20.007 -

-25.00 T T T T T T T T T
o 1000 2000 3000 4000  S000 6000 7000 8000 9000

Cumuiative INHALED Insulin Dosc at Weck 24 (STUDIES 1001/1002)

T
10000

NDA 21-868/N-000
Statistical Review and Evaluation
appendix

i
8

Chospe I8 Mo (e nl/ala/nulp)
]
8

s5.00

0.00

-5.00

v s
-10.00 T T T T
o 5000 10000 15000 20000 25000
Cumuiative INFALED Insulin Dose at Week 52 (STUDIES 1007/1002)
15.00

=-0.113

3
3 so00
3
-
<
-
e
- 0.00
=
a
-5.00
s
a
-10.00 T T T T
[ 10 20 30 40 50
Total Daily INHALED Dose at Week 65 (STUDIES 1001/1002)
15.00
-
10.007]
- p =-0.091
i
-
~
5
3
> s.007]
= 2
- “
= a 4 ¢ :
‘o - .
2 e e
2 " e . -
. 0.007] + A A L, msa
= T
-
o »
H
a
-
-
-5.00 ]
t * » .
*
0
‘ a
¢ -
-10.00 T T T T
o 10 20 30 40 50

Total Dally INHALED Insulin Dosc at Week 78 (STUDIES 1001/1002)

119



<
=
]
-
-
o
o
=
a
-
o
-
°
-
o

Closge (s Ilco (e wl/nle/asly|

Choage Ix Ilea (is al/nie/mnty|

s.00
.00
o .
-5.00 . e - « B
.
o
. P
-
-
-10.00° T T T T
o 3000 8000 9000 12000 15000
Cumuiative INHALED Dose at Week 65 (STUDIES 1001/1002)
15.001
. P
10,007
5.00 ]

-5.00 7 a=
. o
o * o
o
' a
° s
-10.00° T L T T
o 5000 10000 15000 20000
Cumulative INHALED Insulin Dosa at Wock 78 (STUDIES 1001/1002)
15.
»
10.007
.
s
5.00 ] . -
Iy -
- -
< P
0.00 7 N 2
.,
2 .
P
A 2
TR
-5.00] 3
PN
. —_
. p =-0131
-10.0073
I
-15.00 T T T T

10 20 30 40

Total Daily INHALED Insulin Dosc at Weock 91 (STUDIES 1001/1002)

lee (1o nl/ain/nalp)

3
s
-3

3

NDA 21-868/N-000
Statistical Review and Evaluation
appendix

15.00

p =-0.126

i #
-5.00 . A . .
. Iy
- .
- " . 4
- .
-10.00 T T T T
o 10 20 30 40 s0
Total Dally INHALED Insulin Dose at Week 104 (STUDIES 1001/1002)
15.00
[
10.00
-
5.00 *
. *
s - .
"
- v ) -
a 2t "
-1 Pe ot 4
0.00 . s =°* .
¥ d
’ 0a B R M .
¥ - ° e, - gt
. N
. . * a9 -
-5.00 -
~ * . - [l
LY
. - -
-
]
-10.00 L — _O 021
a p :
-15.00 T T T
o 5000 10000 15000 20000
Cumulative’ INHALED Insulln Dose at Week 91 (STUDIES 1001/1002)
15.00 T

- p = -0.088

0.00
-5.00
o 1
- L]
- - . 2
- -

-10.00 T T T T

o 5000 10000 15000 20000 ~ 25000

Cumulative INHALED Insuin Dose at Week 104 (STUDIES 1001/1002)

120



I: Mean Change in FEV'1 by Average and Cummnlative Daily
Insulin Dose (Studies 1007 - 1002)
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L: Mean Change in TLC by Average and Camulative Daily
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