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Rate Reduction in | Rate Reduction in Severe
Exacerbations Over Exacerbations Qver
Group 24 Weeks 24 Weeks
{35% C) {85% Cl
p Yalue o Value
. 37% 51%
! Patients (-22%, 67%) (-33%, 82%)
A{n 180)
T p =017 p =018
T 51% 84%
Ay (-6%, 86%) (14%. 97%)
TR n=0.07 p=0.03
_ . 25% 9%
Pe‘"ﬁ“*"’fig#‘“"’ (-73%, 88%) (-228%, 75%)
(n=297) p = 0.50 5 = 0.89

*Defined by = median periostin in ail subjects.

. Lung Inflammation:
Relative Change in FeNO
Efficacy Evaluable
o 20%
% T %
o
D oo%d g
o
&
= -10%-
S
§ ~20%= "
Eﬁ 0 T T T T Blacebo Lebrikizumab//
o™ PR
A40%- 5 ihebrzfqzumaab | ( ; | |
0 4 8 12 16 20 24 28 32
Weeks
Percent Change in FeNO at 12 Weeks:
Lebrikizumah (n = 83} -20.1%
Flaceho {n = 88); 15.0%
n < 0.01
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Lebrikizumab Placsbo Al
no= 106 n=fi2 =218
Any Adverse Event 79 {74.5%) 87 (77.7%) 166 (76.1%)
All SAESs 4 (3.8%) 5 {5.4%} 10 {4.6%)
SAks Related to Study Orug b 0 4
Discontinugtions Due to Aks 5{4.7%) 3(2.7%) {3.7%;

Mild Aks

58 (54.7%)

66 (58.9%)

124 (56.9%)

Mild Related Aks

12 (11.3%)

11 (3.6%)

23 (10.6%)

Moderate AEs

51 (48.1%)

58 (51.8%)

108 {50.0%)

Moderate Relatad AEs 8 (8.5%;) 7 (5.3%) 16 (7.3%})
Severe AES 15 (14.2%}) 20 (17.9%) 35 {16.1%
Severe Related AEs 5 (4.7%) 32.7%) 8 ({3.7%;
Dieaths g 0 0
Pregnanciss ) O 0
Malignancies g 1 1
'n = Number of subjects with at least one event
Run-n Treatment Follow-Up
Pericid {A} Periid (B} Per%cid {C} PK Foliow-Up
2 Weeks ’ 12 Months A 8 Weeks 4 Weeks
Day -14 w0 -1

Weak 1 Week 2 Wesk4d Week

?

Primary Analyses

¥

{(Day 85}

Lebrikizumab 125, 250, or 500 mg 8C or Placebo
(1:1:1:1 Random Allocation)
W Study Drug Administration

A} Run-in period {Day ~14 {o -1): Establish efigibility including FEV1 and hronchodilator
reversibility. Characterize asthma including baseline peak expiratory flow, exhaled
nitric oxide and asthma conirol questonnaire (ACQ) data.

8} Treatment period (Day 1 to 85): Four doses of study drug with efficacy and
safely assessments throughout.

C} Follow-up period from Day 85 to Day 141

e

FIG. 12
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160
Periostin Status
s lLow (<25 ng/mL}
1201 [oHigh (225 ngimb)
S0~
FeNG (ppb)
504 &
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5 p<0.001
<3% 23%
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60 o B
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1 Week

4 Weeks

12 Weeks

24 Weeks

32 Weeks
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Placebo ghrikizumab A pvalue
Periostin-LOW -2.3% -5.9% -3.8% 0.2
Periostin-HIGH -8.1% -14.9% -5.8% 0.0008
TOTAL -5.4% -8.8% -4.4% 0.003
Placebo |Lebrikizumab & pevalue
Periostin-LOW -4.0% -6.5% -2.5% (.6
Peariostin-HIGH -7 A% -17.2% -10.1% <(3.0001
TOTAL -4.9% ~10.5% -5.68% 0.005
Placebo jLebrikizumab A p-value
Periostin-LOW -4 9% T 1% ~2.2% 0.6
Periostin-HIGH -3.8% -19.2% -15.3% <{3.0001
TOTAL -4.8% ~12.3% ~T.7% 0.0006
Placebo |Lebrikizimnab A p-value
Pariostin-L. OW -2.6% -B8.7% -4 1% 0.2
Pariostin-HIGH -6.0% ~16.5% ~10.5% 0.0003
TOTAL ~4.6% -A0.7% -6.1% 0.002
Piacebo |Lebrikizumab A p-vaiue
Periostin-LOW +(.3% -3.0% -3.3% 0.02
Periostin-HIGH -7 4% -14.1% -B.7% 0.009
TOTAL -2.2% ~5.9% -8.7% 0.005

FIG
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Predicted % Patienis Achieving Clrough,ss
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125 mg gdw or equivalent mo/kg dose;
Flat dose (125 myg)

100+

80+

60~

A0

20+

-~~~ BW-based dose (1.5 mg/kg)

250 mg gdw or equivatent mg/kg dose:
Flat dose {250 mg)
- e BW-based dose (3 mo/kg)

50 &0
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lebrikizumab Concentration {pg/mlL}
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