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"HEMLIBRA® is indicated for routine prophylaxis to prevent bleeding or reduce the frequency
of bleeding episodes in patients with hemophilia A (congenital factor VIl deficiency) with
factor VIl inhibitors."
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Emicizumab Prior episodic Emicizumab Prior BPA ArmA Arm B

prophylaxis BPAs prophylaxis prophylaxis Emicizumab prophylaxis no prophylaxis

(n=24) (n=24) (n=24) (n=24) (n=35) (n=18)

*Negative binomial regression model.
ABR, annualised bleeding rate; BPA, bypassing agent.
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1. Study Design
Once-weekly subcutaneous emicizumab prophylaxis
Primary analysis:
>24 weeks follow-up in Arms A and B
Arm A @
| Emicizumab (n=35) |lSgl  Emicizumab |
n=53 R /
| 2:1 \ Arm B (Control Arm)
Persons with hemophilia A (PwHA) with " (e m
inhibitors aged > 12 years on treatment No prophylaxis (n=18) E>
with bypassing agents (BPAs)
N=109 Arm C
I Emicizumab (n=49) = W
Prior prophylactic
n=49 e Arm D
| PwHA with inhibitors on episodic/ prophylactic |
| treatment with BPAs (from non-interventional | I:> W
Lo S
HAVEN 1 primary endpoint comparison of treated bleeds
. 100 - 2.9
25 444 11.4
2 20 87% reduction 80 1
= P<0.0001 =
S92 15 o 60
25 H >10 bleeds
S = 104 5 40 - [ | 4-10 bleeds
=2 Il 1-3bleeds
EES 233 2.9
E 5 - (12.33; 43.89) (1.69; 5.02) 2 4 B 0bleeds
o o |

ArmA Arm B ArmA
Emicizumab No prophylaxis Emicizumab
prophylaxis (episodic BPAs only) prophylaxis
Median ABR 18.8 0.0
(IQR) (12.97; 35.08) (0.00; 3.73)

Secondary bleed-related endpoints Emicizumab vs. episodic BPAs

M Treated events of
spontaneous bleeding

Il All bleeding
events

Bleeding events treated
with bypassing agents

87% Difference in annualized rate of treated bleeding events

(risk ratio, 0.13; P<0.001)

M Treated events
of joint bleeding
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Annualized Rate of Bleed ing Events
(95% Cl)
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Group A
Emicizumab Prophylaxis
(N=35)

Oldenburg J, et al. Emicizumab Prophylaxis in Hemophilia A with Inhibitors, NEJM, July 10, 2017
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(N=I8)
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Multi-center, open-label, phase Il study in pediatric participants with
hemophilia A with FVIII inhibitors (NCT02795767)

Pediatric PwHA with FVIIl inhibitors
aged <12 years old* receiving episodic
or prophylactic treatment with BPAs

0

Interim analysis

Primary analysis

Emicizumab prophylaxis
1.5 mg/kg QW for 52 weeks n=68

N=88
(19 participants from NIS)

3 mg/kg Q2W for 52 weeks n=10

Emicizumab prophylaxis

6 mg/kg Q4W for 52 weeks n=10

Emicizumab prophylaxis

Loading dose of 3 mg/kg/week for 4 weeks in all cohorts; maintenance dose starting Week 5

Efficacy endpoints

 Bleeds over timef

e Intra-patient bleed rate comparison (for
participants who were previously in the NIS)

o Quality of life

Safety endpoints

e Qverall AEs

e AEs of interest: thrombotic events, ISR,
severe hypersensitivity, anaphylaxis and
anaphylactoid events, and ADAs

Pharmacokinetic endpoints
e Characterize emicizumab exposure to
confirm the appropriate pediatric dose

Primary analysis data cut-off: April 30, 2018

Emicizumab 1.5 mg/kg QW
n=65 patients*

Mean ABR, model
based (95% CI)f

Mean ABR,
calculated (IQR)

Treated bleeds

0.3 (0.17-0.50)

0.0 (0.00-0.00)

All bleeds

3.2 (1.94-5.22)

0.6 (0.00-2.92)

Treated spontaneous bleeds

0.0 (0.01-0.10)

0.0 (0.00-0.00)

Treated join bleeds

0.2 (0.08-0.29)

0.0 (0.00-0.00)

Treated target join bleeds

Not estimable

0.0 (0.00-0.00)

Efficacy period, median (range): 58 (17.9-92.6) weeks

23.1%
95% Cl
(13.5-35.2)

76.9%
95% Cl (64.8-86.5)

M Patients with zero treated bleeds
m Patients with 1-3 treated bleeds

Reduced risk of treated bleeds with emicizumab vs prior BPA treatment

B Prophylactic/episodic BPAs

Emicizumab 1.5 mg/kg QW
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Patient 1 2 3 4 5 6 7 8 9 10 1 12 13 14 15 16 17 18
Duration of efﬂcacy m 115 239 79 118 122 61 120 128 128 138 102 159 232 255 309 149 252 280
period (days) 624 403 616 638 648 648 635 634 634 634 616 599 463 405 392 648 433 391
Number of ® 10 30 2 4 6 0 8 5 12 12 5 5 7 18 12 1 10 19
treated bleeds 2 1 1 1 1 0 0 0 0 0 0 0 0 0 0 0 0 0

Intra-individual comparison of 18 participants who had participated in a prospective, observational study (non-interventional
study) showed a|99% (95% Cl, 97.7-99.4) reduced risk|of treated bleeds with emicizumab compared with prior BPA
treatment (ABR: 0.2 vs. 19.9, respectively)

Intra-individual comparison includes 18 of 19 participants previously enrolled in the NIS <12 years old

Young G, et al. Presented at ASH 2018, December 1-4, San Diego, California, USA, Abstract #632
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REPLACEMENT
THERAPY
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