EAHAD | 14th annuaL congress ERNERYE

i 7 -10 February 2023
OF THE EUROPEAN ASSOCIATION
FOR HAEMOPHILIA AND ALLIED DISORDERS [RaRANALIS

Change in Hemophilia Joint Health Score (HJHS) During
the Phase 3 XTEND-1 Study of Efanesoctocog Alfa
in Patients With Severe Hemophilia A

Annette von Drygalski,! Christoph Konigs,? Chiai Nagae,?Jennifer Dumont,* Linda Bystricka,> Annemieke Willemze,®
Elena Santagostino,’ Johannes Oldenburg?®

IDivision of Hematology/Oncology, Department of Medicine, University of California, San Diego, San Diego, CA, USA; 2University Hospital Frankfurt,
Goethe University, Frankfurt, Germany; 3St Marianna University School of Medicine, Miyamae-ku, Kawasaki, Kanagawa, Japan; *Sanofi, Cambridge, MA,
USA; >Sobi, Stockholm, Sweden; ®Sanofi, Amsterdam, Netherlands; 7Sobi, Basel, Switzerland; éInstitute of Experimental Hematology and Transfusion
Medicine, Universitatsklinikum Bonn, Bonn, Germany

16th Annual Congress of the European Association for Haemophilia and Allied Disorders, 7-10 February 2023 OR02



Disclosure for Christoph Konigs

In compliance with COI policy, EAHAD requires the following disclosures to the session audience:

Shareholder No relevant conflicts of interest to declare

Bayer, Biotest, CSL Behring, Intersero, Novo Nordisk,
Grant / Research Support Pfizer, Roche/Chugai, Sanofi/Sobi, and Takeda
to Goethe University

Consultant Bayer, Novo Nordisk, Roche/Chugai, Sanofi/Sobi
Employee No relevant conflicts of interest to declare
Paid Instructor No relevant conflicts of interest to declare

BFSH, CSL Behring, MSD, Novo Nordisk,
Roche/Chugai, Sobi/Sanofi, Takeda

Other No relevant conflicts of interest to declare

Speaker Bureau




Disclosures and Acknowledgments

Disclosures:

AVD has received fees from Biomarin, Bioverativ/Sanofi-Genzyme, Novo Nordisk, Takeda, and Uniqure for participation in industry-sponsored education events

and advisory boards. She has received research funding from Bioverativ/Sanofi-Genzyme and Pfizer. She is co-founder and a member of the board of directors of
Hematherix Inc. She holds a patent for a super FVa, and she is the inventor and physician lead for the Joint Activity and Damage Examination (JADE) ultrasound
measurement tool. JADE is copyrighted through the Office of Innovation and Commercialization at the University of California, San Diego, California. CK has received
personal fees from Bayer Vital GmbH, CSL Behring, Novo Nordisk, Roche/Chugai, Sanofi/Sobi, and Takeda. Dr Konigs’s institution has also received grants from Bayer
Vital GmbH, Biotest, CSL Behring, Intersero, Novo Nordisk, Pfizer, Sanofi/Sobi, and Takeda. CN has received personal fees from Chugai and Sanofi for participating in
symposia as chair or speaker. JD is an employee of Sanofi and may hold shares and/or stock options in the company. LB is an employee of Swedish Orphan Biovitrum AB
and may hold shares and/or stock options in the company. JD and AW are an employees of Sanofi and may hold shares and/or stock options in the company. ES is an
employee of Swedish Orphan Biovitrum AB and may hold shares and/or stock options in the company. JO reports grants and personal fees from Bayer, grants and
personal fees from Biotest, personal fees from Chugai, grants and personal fees from CSL Behring, personal fees from Grifols, grants and personal fees from Novo
Nordisk, grants and personal fees from Octapharma, personal fees from Pfizer, personal fees from Roche, personal fees from Sobi, and grants and personal fees from
Shire, outside the submitted work; personal fees were received for travel support, participation in advisory boards, and participating in symposia as chair or speaker.

Acknowledgments:

Editorial assistance for the development of this presentation was provided by Sarah Rupprechter, PhD, of Fishawack Communications Ltd., part of Fishawack
Health, and was funded by Sanofi and Sobi.

Funding:

This research was funded by Sanofi and Sobi. Sanofi and Sobi reviewed and provided feedback on the presentation. The authors had full editorial control
of the presentation and provided their final approval of all content.



Efanesoctocog Alfa: A New Class of FVIII Replacement

Despite therapeutic advances, joint bleeds still occur, which can lead to hemophilic arthropathy and joint pain,
impacting QoL and limiting everyday life

Efanesoctocog alfa is a new class of factor VIl replacement therapy designed to overcome the VWF-imposed
half-life ceiling>®

In the Phase 3 XTEND-1 study, once-weekly efanesoctocog alfa achieved high sustained factor levels in the
normal to near-normal range (240%) for the majority of the week and provided superior bleed protection
compared with prior factor prophylaxis’

FVIII, factor VIII; QoL, quality of life; VWF, von Willebrand factor.
1. Olivieri M, et al. Haemophilia. 2012;18:369-374. 2. Gooding R, et al. J Blood Med. 2021;12:209-220. 3. Gualtierotti R, et al. J Thromb Haemost. 2021;19:2112-2121. 4. Warren BB, et al. Blood Adv. 2020;4(11):2451-2459.

5. Chhabra ES, et al. Blood. 2020;135(17):1484-1496. 6. Konkle BA, et al. N Engl J Med. 2020;383(11):1018-1027. 7. von Drygalski A, et al. N Engl J Med. 2023;388(4):310-318.



Objective

To evaluate changes in joint health in
participants from the XTEND-1 study using
the Hemophilia Joint Health Score (HJHS)




XTEND-1 Was an Open-Label, Multicenter, Phase 3 Study

of Efanesoctocog Alfa in People with Hemophilia Al

Weekly prophylaxis
efanesoctocog alfa 50 IU/kg

Prior prophylaxis regimen

12-month
observational
prestudy?® ARM B (n=26)
. d d reci On-demand Weekly prophylaxis
kel e e efanesoctocog alfa 50 IU/kg efanesoctocog alfa 50 IU/kg
| 1 |
| | 1
Baseline Week 26 Week 52
Key eligibility criteria: Hemophilia Joint Health Score (HJHS) v2.1:
* Adults and adolescents (212 years) * Joint health was evaluated using the HJHS at baseline, Week 26, and Week 52
with severe hemophilia A « The HIHS total score consists of the total joint score and gait score
* Previous treatment with any recombinant .

For the total joint score, 6 joints (left and right ankle, elbow, and knee) were scored

and/or plasma-derived FVIII, or cryoprecipitate according to 8 HIHS domains

for 2150 EDs * @Gait was scored based on walking and climbing stairs

* Higher HJHS scores indicate worse joint health

Efanesoctocog alfa is currently under clinical investigation, and its safety and efficacy have not been evaluated by any regulatory authority.

EDs, exposure days; FVIII, factor VIII; HIHS, Hemophilia Joint Health Score.

aProspective prestudy is Study 242HA201/0BS16221. PA total of 92 participants rolled over from the observational prestudy into XTEND-1, including 82 patients into Arm A and 10 into Arm B.
1. Clinicaltrials.gov NCT04161495. 2. von Drygalski A, et al. N Engl J Med. 2023;388(4):310-318.



Demographics for Participants With HJHS Total Score

Assessed at Week 52
="

Age, years
Mean (SD)
Median (range)
Age group, n (%)
12-17 years
18-64 years
264 years
Race, n (%)?
Asian
Black or African American
White
Other
Not reported
BMI group, n (%)?
<25
>25—<30
>30
Not reported

32.4 (14.6)
31.5 (12-67)

22 (20.0)
87 (79.1)
1(0.9)

27 (24.6)
3(2.7)
54 (49.1)
24 (21.8)
2 (1.8)

52 (47.3)

40 (36.4)

18 (16.4)
0

BMI, body mass index; HJHS, Hemophilia Joint Health Score; SD, standard deviation.

apercentages are based on the total number of participants in the column. ®"BMI not reported for 1 participant as height was not recorded.

42.7 (12.0)
39.0 (23-68)

0
21 (95.5)
1 (4.6)

0
0
22 (100)
0
0

8 (36.4)
7 (31.8)
6 (27.3)
1 (4.5)



Improvements in HJHS Total Score Were Observed From
Baseline to Week 52 in Both Arm A and Arm B

Mean (SD) HJHS total score in Arm A and Arm B?

Change from

Baseline Week 26 Week 52 baseline
to Week 52°
Arm A 18.1 (18.4) 17.4 (18.4) 16.5 (17.6) —-1.5 (6.4)
(52 weeks prophylaxis) n=116 n=115 n=110 n=107
26.3 (13.2) 23.7 (14.3) 21.1(13.1) —-4.1 (8.7)
n=25 n=11 n=22 n=22
LS mean (95% Cl) change from baseline to Week 52 was Mean (95% Cl) change from baseline to Week 52 was
-1.54 (-2.70, -0.37), n=107, P=0.0101%¢ —-4.1 (-7.94, —0.25), n=22, P=0.03824

Cl, confidence interval; HIHS, Hemophilia Joint Health Score; LS, least squares; SD, standard deviation.

aHJHS assessments within 2 weeks after a joint or muscle bleed were excluded. Joint scores post joint surgeries were replaced using the last observation carried forward method. Assessments during other major surgical periods
were excluded. HJHS total score was calculated if all 48 individual item scores (8 domains x 6 joints) and the gait score were present. PChange from baseline to Week 52 data only includes patients with HIHS measurements at both
timepoints. cChange from baseline to Week 52 was estimated using a mixed-effect model with repeated measures with visit as a fixed effect, and baseline HJHS total score as covariate. 995% Cl of mean and P-value obtained using
paired t-test. 1. von Drygalski A, et al. N Engl J Med. 2023;388(4):310-318.



Improvements Were Observed in Most HIHS Domain
Scores From Baseline to Week 52 in Arm A

Change in HJHS domain scores from baseline

to Week 52 in Arm A prophylaxis®*

In Arm A, the HIHS domains with greatest mean
1.0 improvement from baseline to Week 52 were swelling,
muscle atrophy, crepitus on motion, and flexion loss

Mean (SD) change from baseline to Week 52 in HJHS

Change in HJHS domain score from
baseline to Week 52, mean (SEM)

-1.0 - T T 1 T T - T total joint score was —1.4 (6.2); n=108¢
O ) d 2 2 Q& &
N N N Q o ) > . .
(o&\\\ & @\@Q PO SN & %&@Q Mean (SD) change from baseline to Week 52 in HJHS
=) QS N\ A\ o .
S &8 & y“g K gait score was —0.1 (0.8); n=120¢
IXO®) -0
Q

HJHS, Hemophilia Joint Health Score; SD, standard deviation; SEM, standard error of the mean.
aHJHS assessments within 2 weeks of a joint or muscle bleed were excluded. Joint scores post joint surgeries were replaced using the last observation carried forward method. Assessments during other major surgical periods were
excluded. "HJHS domains are assessed on the following ranges of scores: swelling (0—3); duration of swelling (0 or 1); muscle atrophy (0-2); crepitus on motion (0-2); flexion loss (0-3); extension loss (0-3); joint pain (0-2);

strength (0—4). ‘The domain score was calculated if all 6 joints for each domain were present. 9The HJHS total joint score was calculated if all 48 individual item scores (8 domains x 6 joints) were present. ¢Global gait is assessed on
a range from 0—4.



Improvements Were Observed in Most HIHS Domain
Scores From Baseline to Week 52 in Arm B

In Arm B, the HJHS domains with greatest mean
improvement from baseline to Week 52 were swelling,
duration of swelling, crepitus on motion, flexion loss,
joint pain, and strength

1.0+

0.5+

22 22

2 HH

-0.4
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-1.0- -0.6
1.0 06

Mean (SD) change from baseline to Week 52 in HJHS
- total joint score was —3.9 (8.6); n=224

Mean (SD) change from baseline to Week 52 in HJHS
gait score was 0.2 (0.5); n=23¢

Change in HIJHS domain score from
baseline to Week 52, mean (SEM)
&

(62}

1
——

i

HJHS, Hemophilia Joint Health Score; SD, standard deviation; SEM, standard error of the mean.

3HJHS assessments within 2 weeks of a joint or muscle bleed were excluded. Joint scores post joint surgeries were replaced using the last observation carried forward method. Assessments during other major surgical periods were
excluded. "HJHS domains are assessed on the following ranges of scores, swelling (0-3); duration of swelling (0 or 1); muscle atrophy (0-2); crepitus on motion (0-2); flexion loss (0-3); extension loss (0-3); joint pain (0-2);
strength (0-4). The domain score was calculated if all 6 joints for each domain were present. 9The HJHS total joint score was calculated if all 48 individual item scores (8 domains x 6 joints) were present. ¢Global gait is assessed on
a range from 0—4.



Greater Improvements in Joint Health Were Observed in
Participants in Arm A With Increased Age and Higher
HJHS Total Score at Baseline

HJHS at Change from baseline
Week 52, to Week 52, LS mean

Change in HJHS total score from baseline to Week 522

HJHS at baseline,
Arm A prophylaxis by age group

mean (SD)

mean (SD)

(95% Cl1)2b

§ 18.1(18.4) 16.5 (17.6) -1.54 (-2.70,-0.37)
Overall : ’
(N=107) ] —o—: Sl n=116 n=110 n=107; P=0.0101
250 yrs _| L | - —
(n=15) I > o >50 yrs 41.1(19.6) 37.1(21.7) 4.00 (—8.25, 0.25)
: n=17 n=15 n=15; P=0.0634
40-49 yrs _| | PY : |
(n=17) 40-49 vrs 27.7 (14.0) 26.4 (12.3) —-2.85 (—6.39, 0.69)
: E n=19 n=17 n=17; P=0.1071
30-39 yrs | I o— I
(n=24) ' : '
: 21.6 (15.6) 20.7 (16.1) -0.77 (-3.55, 2.01)
18-29 yrs | | ® | 30-39yrs n=27 n=26 n=24; P=0.5733
(n=29)
12-17 yrs _ : . 7.7 (9.9) 6.5 (8.2) —1.34 (-3.42,0.74)
(n=22) F—e— R n=30 n=30 n=29; P=0.1990
1 1 I 1 I 1 1
-10 -8 -6 -4 -2 0 2 4 12-17 vrs 2.9 (5.5) 3.3(7.2) 0.30 (-0.91, 1.51)
Change from baseline to Week 52, LS mean (95% ClI) g n=23 n=22 n=22; P=0.6104

Cl, confidence interval; HIHS, Hemophilia Joint Health Score; LS, least squares; SD, standard deviation.
LS mean (95% Cl), and P-value estimated by mixed-effect model with repeated measures with visit as a fixed effect, and baseline HJHS as covariate. PIncludes only patients with HIHS measurements at both timepoints.




Greater Improvements in Joint Health Were Observed

in Participants in Arm A Who Were Older and Had a
Higher BMI

Demographics and baseline characteristics of participants in Arm A who had a change

from baseline to Week 52 of 24 / <4 or of 22 / <2 points in HJHS total score

HJHS total score reduced | HIJHS total score reduced  HJHS total score reduced @ HJHS total score reduced Overall population
by 24 points by <4 points by 22 points by <2 points in Arm A
(n=24) (n=83) (n=38) (n=69) (N=107)
Age, years
Mean (SD) 35.5(13.3) 31.5(15.1) 36.2 (13.7) 30.3 (15.0) 32.4(14.8)
Median (range) 35.5 (14-59) 29.0 (12-67) 35.5 (12-64) 28.0 (12-67) 31.0 (12-67)
Age group, n (%)?
12-17 years 1(4.2) 21 (25.3) 2 (5.3) 20 (29.0) 22 (20.6)
18-64 years 23 (95.8) 61 (73.5) 36 (94.7) 48 (69.6) 84 (78.5)
>64 years 0 1(1.2) 0 1(1.5) 1(0.9)
BMI, kg/m?
Mean (SD) 26.4 (4.6) 24.6 (4.9) 25.9 (4.8) 24.5 (4.9) 25.0 (4.9)
Median (range) 26.1 (18-35) 25.0 (15-40) 25.7 (16-35) 24.9 (15-40) 25.2 (15-40)
BMI group, n (%)?
<25 9 (37.5) 42 (50.6) 15 (39.5) 36 (52.2) 51 (47.7)
>25—<30 9 (37.5) 31(37.4) 15 (39.5) 25 (36.2) 40 (37.4)
>30 6 (25.0) 10(12.1) 8(21.1) 8 (11.6) 16 (15.0)

BMI, body mass index; HJHS, Hemophilia Joint Health Score; SD, standard deviation.
aPercentages are based on the total number of participants in the column.




Conclusions

Significant improvements in joint health were observed within 1 year of starting
efanesoctocog alfa treatment in both study arms

There was a trend of greater improvement in joint health observed in older
participants, those with a higher BMI, and those with poorer joint health at baseline

These data suggest that once-weekly efanesoctocog alfa prophylaxis may improve
@ joint health in adults and adolescents with severe hemophilia A and offer benefits
above current standard of care FVIII prophylaxis

BMI, body mass index; FVIII, factor VIII.




