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Learning Objectives

= Explain the latest clinical understanding of the secondary hemostasis
cascade under physiological conditions, hemophilic conditions, and
thrombosis conditions

= Describe the mechanism of action and downstream clinical effects on
hemostasis of non-factor rebalancing therapies under investigation for the
management of hemophilia

= Evaluate clinical data on emerging rebalancing therapies targeting anti-
thrombin and other coagulation inhibitors considering varying outcomes,
including PK/PD, joint bleeding, spontaneous bleeding, annual bleeding,
and safety/tolerability
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Introduction: A Quick Review
current Therapies and
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Overview of Hemophilia A and B

Hemophilia A Hemophilia B

Prevalence: 1:5000 males Prevalence: 1:25,000 males

Mode of inheritance: X-linked recessive Mode of inheritance: X-linked recessive

Clinical symptoms: Joint bleeding,
muscle hematoma, soft tissue bleeding

Clinical symptoms: Joint bleeding,
muscle hematoma, soft tissue bleeding
Characteristics of missing clotting
factor (FVIII):

= Function: Cofactor

Characteristics of missing clotting
factor (FIX):
* Function: Enzyme

= Molecular weight: 280 kDa * Molecular weight: 55 kDa

» Normal plasma * Normal plasma
nnnnnnnnnnnnn 0.1-0.25 pgimL concentration: 3-5 pg/mL
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| 1960 |

7 We've Come a Long Way...

2024
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= Life expectancy 20-30 years

= Crippling joint disease and
physical disabilities by
early teens

= A life defined by pain and
limitation

= High risk of life-threatening
bleeding
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= Normal life expectancy
* Widespread use of prophylactic

therapies to prevent joint bleeding

* Greatly reduced joint disease

(nearly nonexistent in young
patients with no inhibitor)

= Low risk of life-threatening

bleeding

8 Evolution of Hemophilia Therapy

PROPHYLAXIS

EHL factors

Non-factor
therapies

Gene therapies
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Currently Available Hemophilia Therapies

FVill and FIX CFCs Bypassing Agents Nonfactor Therapies Gene Therapies

Plasma-derived = aPCC = FVIIl mimetic = Valoctocogene
CFC = (FVIla? (emicizumab) roxaparvovec
= Etranacogene
dezaparvovec
= Fidanacogene
elaparvovec

= SHL rFVIll and FIX
= EHL FVIIl and FIX
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Prophylaxis With Factor Replacement

= Regular replacement of FVIIl or FIX to prevent bleeding
—Original goal of prophylaxis was to maintain factor levels >1%-2%
= Hemophilia A
—FVIIl ty; 12 hours
—FVIIl 3 times weekly (sometimes every other day)
= Hemophilia B (FIX)
—FIX ty; 18-24 hours
—FIX twice weekly
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11.

EHL Factor (First-Generation)

FVI
= FVIII attached to Fc or PEG
(single-chain FVIII)

= t;,» extended 1.5 times
—~18 hours

= Given twice weekly or every
4-5 days (more often to
maintain higher trough levels)

= Trough levels ~5% (variable)

12.

Pros

= Replacing what is missing

= Long history of use

= Safe (except inhibitor risk)

= Peak levels are in normal range
= Can give extra doses

= Same product to treat bleeds

FIX

= FIX attached to Fc, albumin,
or PEG

= t,,» extended 4-5 times
—=~4-5 days

= Given once every 7-14 days

= Trough levels >10%-15%

Current Factor Therapy

Cons

= Must be given as an IV

= 2-4 times/wk for FVIII

= 1 per week/2 weeks for FIX

= Difficult to adhere

= Many kids need ports

= Factor levels fluctuate

= Trough levels lead to bleed risk
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14.

Beyond Standard Factor Replacement

Less immunogenicity

Efficacy In patients
with inhibitors
Less invasive mode
of administration
More convenient
dosing

ASPIRATIONS
THERAPIES
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Transformative Therapies

= FVIIl modification: Efanesoctocog alfa (rfFVII-VWF D’D3-XTEN)
= FVIII mimetics: eg, emicizumab
= Re-balancers of hemostasis
—siRNA
+ siRNA-AT for all patients with hemophilia
—Inhibitors of inhibitors
+ Activated protein C inhibitor for all patients with hemopbhilia
+ Anti-TFPI for all patients with hemophilia
= Cure or near-cure
—Gene therapy for hemophilia A and hemophilia B

16.
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FVIII Replacement Therapy: Efanesoctocog Alfa
(BIVV001) Fusion Protein
rFVIll-Fc-VWF-XTEN
fusion protein C
~

-

XTEN insertionto
increaset,,

l VWF D'D3 domain to
Fct reaset, decouple FVIII from VWF
XTEN insertion to D3

increaset,,
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Transformative Therapies

= FVIIl modification: Efanesoctocog alfa (rFVII-VWF D'D3-XTEN)
= FVIIl mimetics: eg, emicizumab
= Re-balancers of hemostasis
—siRNA
+ siRNA-AT for all patients with hemophilia
—Inhibitors of inhibitors
+ Activated protein C inhibitor for all patients with hemopbhilia
+ Anti-TFPI for all patients with hemophilia
= Cure or near-cure
—Gene therapy for hemophilia A and hemophilia B

Emicizumab: FVIII Mimetic

factor X (ac(orla factor X /;;\ factor [Xa
y 2 g YAY
(c2)er

R4 BRI T VI B 2

= Humanized bispecific
antibody

= Exerts FVIIl mimetic
activity

= Not affected by FVIII
inhibitors

= Good subcutaneous
absorption

= Long ty, (4-5 weeks)

B _tre
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Transformative Therapies

= FVIII modification: Efanesoctocog alfa (rFVIII-VWF D'D3-XTEN)
= FVIII mimetics: eg, emicizumab
= Re-balancers of hemostasis
—siRNA
« siRNA-AT for all patients with hemophilia
—Inhibitors of inhibitors
+ Activated protein C inhibitor for all patients with hemophilia
« Anti-TFPI for all patients with hemophilia
= Cure or near-cure
—Gene therapy for hemophilia A and hemophilia B
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20.

Rebalancing Hemostasis

Clotting Cascade

Xl — Xlla Vila+—VIl

Tissue

“Intrinsic" pathway factor

“Extrinsic” pathway

Protein € "—— Vl
Thrombin F——— AT

Fibrinogen =—— Fibrin clot
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Transformative Therapies

= FVIII modification: Efanesoctocog alfa (rFVIII-VWF D'D3-XTEN)
= FVIII mimetics: eg, emicizumab
= Re-balancers of hemostasis
—siRNA
« siRNA-AT for all patients with hemophilia
—Inhibitors of inhibitors
« Activated protein C inhibitor for all patients with hemophilia
« Anti-TFPI for all patients with hemophilia
= Cure or near-cure
—Gene therapy for hemophilia A and hemophilia B
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Emerging Rebalancing Therapies

Mostly Target Natural Anticoagulants

= Antithrombin
—Fitusiran = Subcutaneous administration
= Long half-lives, stable PK
=TFPI » HemophiliaA and B
—Concizumab = Also patients with inhibitors
—Marstacimab
~Befovacinab TR
" Proée;?pgpc = How to measure?
— i .
= Thrombosis risk
—SR604

= Antidrug antibodies
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23 Gene Therapies in Late-Stage Clinical Trials

Hemophilia A Hemophilia B
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Exploring New Mechanisms
estore Hemostasis:

ebalancing Coagulation
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Thrombin Generation Device
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29 Thrombin Generation Curve

= Severe hemophilia A
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30 Thrombin Generation Curve (cont)

= Severe hemophilia A

431#‘"- Endogenous thrombin potential
]
Lag This is why patients with
time .
i V‘?%A hemophilia bleed
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31 Thrombin Generation Curve (cont)

— Normal control Normal control
FVIIL <1 1U/dL

Following FVIIl INfUSION e 1 hour after FVIII infusion 50 U/kg
(FVII=103 1U/dL)

TGA can clearly demonstrate
effect of factor administration

Patient with severe FVIIl deficiency

Thrombin (nM)

20 0
Time (min)
013471 13441850
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Procoagulant/Antifibrinolytic Effects of Thrombin

on Coagulation Factors
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33 Mechanisms of Action of Novel Therapeutics

Anti-PS mAb | Anti-PS siRNA
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Rebalancing agents
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34.

PRAL AT 2 LS A0 R i b o

Rebalancing Agents

Procoagulants

Hemostatic System Coagulation Inhibitors

35.

M2, FATT Bt B A~ 75 A4 =
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Rebalancing Agents (cont)

Bleeding Disorder

0 R FRATTAE e Bk 7 7 T sk b — Ff
Ji, FRATT A A . LR 2R
A AR SR A s i — S
Fo

Rebalancing Agents (cont)
’ > "

Thrombotic Disorder

37.
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Rebalancing Agents (cont)

Balance Restored — No Bleeding/No Clotting
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38.

Rebalancing Agents (cont)

But, can we get the balance right?

Bleed Control Hemostatic System No Thrombosis

2, FATIRE B I )P 2

Rebalancing Agents (cont)

Poor bleed control,
no thrombosis

UFNE, G R ERAT A fE o X o 258
éﬂlﬁ%ﬁq FoATTA H o A o) AT E AR
%, HAKAHEH B AT .
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Rebalancing Agents (cont)

Good bleed control,
thrombotic events

R FRATIE P R AT, FRATTHT H
Mk TR AR 4F, (2 mA TR I
M. Fik, JATFHSLHET S R
FRIX A1l
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Rebalancing Agents (cont)

LETTERS
medicine
An RNAI therapeutic targeting antithrombin to rebalance

the coagulation system and promote hemostasis in
hemophilia

Alfica Sehgal!, Scott
Mary

RISk, FRAETFAHIR R — Lo P AT R R &
HAERMLE . X2 —FIJEW 2w e
W, RFET “Nature Medicine”, %18 X
FA F B % T Fitusiran (—FRNAT-
75D MIRRETHRBH . FRATIAER
2N siRNA,
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42.

RNAIi Therapeutics

A New Class of Innovative Medicines
= Harness natural pathway
—Catalytic mechanism
—Mediated by small interfering RNA
or “siRNA"

= Therapeutic gene silencing
—Any gene in genome
—Distinct mechanism of action vs. other drug
classes

—Unique opportunities for innovative medicines

= Clinically validated platform
—Human POC in multiple programs

43.
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SC-administered GalNAc-conjugated siRNA-targeting antithrombin
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Fitusiran Mechanism of Action

2
Ao

Fitusiran & —# siRNA J77%, TJ{EAH
PR, BRI A ) P AR R S R
I B AKSE, AT R AR Bt AL Bk 2 (] SE B
PPl

, AR EFXEH RNA ) H

45 0 ol

_ Anti-TFPI
3 (Concizumab, Marstacimab)

46.
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KT fitusiran ) Zh G BAE FHALH] B 2R
Vi. FrLL, BAERMNZERIR HUTFPI 73
F o FATH E LW concizumab Al
marstacimab. BT I AR A i R B
PP A

Anti-TFPI (Concizumab, Marstacimab)

@ o

LE RTICLE

Inhibition of Tissue Factor Pathway Inhibitor (TFPI)
as a Treatment for Haemophilia: Rationale with Focus
on Concizumab

Pratima Chowdary’

47.
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Anti-TFPI (Concizumab, Marstacimab) (cont)
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48.

Anti-TFPI (Concizumab, Marstacimab) (cont)

Anti-TFPlantibody
against K2 domain

Anti-TFPl antibody
against K1 and K2 domain
BAY-1093884
from Bayer

soo

Concizumab and
PF-06741086 from Pfizer

a%\\w

BRI, e A BAL T R 1 VIl 28
DAl -1k L R 7~ Xa & it il 1 X
Wb, JFH AR LR T Xa.
RLtE, G SR FRAT T4 TRPL, A Al 13
A AT AR Bk IR Xao kI AF
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AR i g O AR I AR B I R
Xa.

Concizumab A1 marstacimab. Ffr DA% 5
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HIF. EANE T TEPI K K2 3k, 414
e H IR KB —Mr= i, 1% =5 H
BT O IR, B HE] T2 R
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SIS i et = <7 N 11 9 A A
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Anti-TFPI (Concizumab, Marstacimab) (cont)

Anti-TFPI /\\

- %
S

TFPI

il

FTBL, AR Bt erEm 7. ik
R PL TFPL, RALZ LB # TFPL, X
FVFA R TG 1 VIla/Xa 51
FARAE I IFRE UGS R LA T Xa. =
SR, A Xa FIEEMLEF Va—i 4
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51.

Anti-APC (SerpinPC)

But, can we get the balance right?

SerpinPC was designed to restore thrombin
generation without increasing the risk for thrombosis

Bleed Control Hemostatic System No Thrombosis

WAE, XA HAh sy + & B3] T
—EL IRV, [ROAFRATAEF A
SUE R T AT BRIk, FEER
Pt TFPI 23 7 i F I A Sk % 45 51
HE—2 Ik . concizumab % &A= A
HA . fitusiran B 5] kIt FHA4

marstacimab & V& A, 1H2& i H HAh 24
Y, 2. Hk, EXRFER T, X
HA—-NEEERIE. SerpinPC BELE
AN BN A T RS IRTSS: () 47 100 S P 52 24 I
MR AR R RAT DL e AR G T A e
Beb, IXAERT DMR G sz sl e o, H AR
e IR ESIATS

Anti-APC (SerpinPC) (cont)

THROMBOSIS AND HEMOSTASIS

Design and characterization of an APC-specific serpin for the treatment
of hemophilia

Stéphanie G. I. Poiderdijk.’ Ty E. Adams," Lacramioara lvanciu,® Rodney M. Camire,? Trever P, Baglin,” and

James A. Huntington'

"Deparimant of Hasmatciogy. University of Cambridge Cambridge Insiiuie far Medical Ressarch. Camavidge, Unsed Kingdom: *Divisen of Hematology.
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Msonal Heahh Senvice Trst, Cambdge, Untid Kingdom
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BRI, XX Fh o+ BIIERETE &, JF
KAEFRZ A SerpinPC.

Primary APC Is the Target of SerpinPC

= APC shuts down prothrombinase
= Primary APC refers to the APC that is circulating
= Secondary APC is generated only after thrombin generation

= |Inhibition of primary APC allows early prothrombinase (initiation stage)
more time to make thrombin

= Efficacy is achieved from inhibition of primary APC
= No further bleeding reduction by inhibiting secondary APC
= Secondary APC is important in preventing thrombosis
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54.
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Primary APC Is the Target of SerpinPC (cont)

Prothrombinase
Prothrombin ‘

Thrombin |

After excessive thrombin
generation, secondary APC
is formed (signaling and
antithrombotic pool)

PC |

—
+TM

| APC |

Primary APC (40 pM)
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‘merging Therapies
t Rebalance Coagulation?
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56.

= Clinical trial data of rebalancing therapies: Efficacy considering varying
endpoints, including joint bleeds, and safety; regulatory status discussion
—Fitusiran
—TFPl inhibitors
—Introduction to early phase/preclinical data on other rebalancing therapies

= Focus on thrombotic events with rebalancing therapy

= Clinical practice implications of rebalancing therapies
—Shifting goals to a functional cure: What that means for patients in terms of

physical activity, invasive procedures, QOL, and ADL
—Considerations for potential AEs: Thrombosis, liver enzyme elevations, etc.
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usiran vs on-dem

ATLAS-A/B?
Fitusiran vs on-

on-demand factor.

58 Fitusiran Phase 3 Efficacy Data

ATLAS-INH!
Fitusiran and BPAS:

Estimated Mean ABR (35% CI)

ATLAS-INH!

ATLAS-A/B?

Fitusiran: Percentage of Participants With
Zero Bleeds in the Efficacy Period
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Fitusiran Prophylaxis Improved HRQOL as

Measured by Haem-A-QoL Physical Health Domain

ATLAS-INH' ATLAS-A/B? ATLAS-PPX?

Fitusiran Prophylaxis Improved HRQOL as
. Measured by Haem-A-QoL Total Score

ATLAS-PPX?
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Explorer7 and Ex
Phase 3 Efficacy
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Data for Concizumab
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Overview of the Concizumab Clinical Trial Program

PKandPD
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Phase 1
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Efficacy Safety
Phase2 Phas
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Phase 2
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aped 218 years aged 212 years

P kR concizumab I A RIE T H,
Al LAFE B 5 RATAE fitusiran #F 7830 H o
FE R ARL . 752 explorerd it
IR AN33H explorer7 A5G H X A Bk B A
Mo & AT T . 2
explorers JRX4 A FT 1A= AEHIHI P
B, SRIGAE3M explorer8 R4 b ik
1T TH9E. R LB B, B — Ry
7 A B P AR S A ) AR R 3 BT LR
I IEAERATH . [FFE, {EIXIU3HIAI2
WG IRREE T H 2 |, AT T 24

ML 2B S N2 E LA T .
FFE, FTA X3 0 H A H K i
A 5.

Exp\ore r82

Estimated Mean ABR (D)

Prophylaxis Concizumab Prophylaxis,
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§F-36v2 Domain or Component

Bodlly pain

Physicial functioning
Role — physical

General health

Vitality

Social functioning
Role — emotional

Mental health

Physical health component
Mental health component

R, M %E explorer 3 H B A R %k
W5, FREZALE T ABR. explorer7 i

LR T RBAT ISR IT ) B, K%
EI58F7 514 concizumab iP5 16 T 1 B

FHHAT TR, AT ULER, &% &
H BRI A ABR B3 R UK
bT786%. TEEXA explorer8 Iifi AR IR EE %L
oy, AT A EFEW R IEFEE %
concizumab i[5 76 97 (H A AL I A&
s — {557 ABR 5 3.9, b
B M ifn A& 3, T3 ABR H6.4
(ANEFERATZ JTE BRI R4 .

Explorer7: HRQOL Was Improved With Concizumab

E timated Treatment Difference i

core,
vs. No Prophy (95% cn

6.96 (1,64 to 15.57)
=] | 3.30 (~3.76 to 10.36)
[ i 4.71(-2.70 t0 12.12)
] 10.18 (4.05 to 16.32)
[} 4 B8.54 (1.74 10 15.33)
1.30 (~7.85 to 10.45)
= 4 7.15(1.76 to 12.53)
5] i 1110 (3.27 to 18.93)
o 2.34 (-381 to 8.48)
m 4 B.65 (1.07 o 16.22)

MA concizumab Tt H 1247 (1) 5 i R AH O
AETE BT FRE, 1R 1 361 fi K
(SF-36) #2hK. X7 — k& 5
AEI R W, HIR T A RSN
BT, HRA LT E—FE . IR
AT LAMEIX MERRE R R, K28 (I
RARAEE) g5k BE R # L 1\ T
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&, UL MR, concizumab TR 2

(:%'\’TZ'S{E)%%YEA\ iﬁjj\ ‘D‘ﬁ{g%\ T%E
s WAES Y EREEERA
M

Explorer8: Majority of Respondents Preferred

Concizumab Over Their Previous Treatment

atient
) paiients treated with concizumab in Ams 24 Main Reasons for Preferfing Concizumab®

uuuuuuuu

neatment

) [ ]
Proportion of Patients (%)
Strength of Preference for Concizumab®

[ Hercptiia A (=53
[ Hemonnea B4v=3T)

7t explorer8 ik, i&H — 1 &
B R 15 = K CART IR 9T T A 2
concizumab IR V09T . IEUIRIELL
) A BT 3 B M ) B Y I A
i E 5 FEBIWISEE, K2 H M
Eb LA 7 77 48 55 = %K concizumab i
BiiaIT . SR)G, XS AN & A4
A1 15 Z XK concizumab FREAFIGTT . R AT
DIEX B EZIRZ R . A BU5E B B4
KR B wZ concizumab T B 6 T K
F R RS2 T 16T B /5 I ) 52
B, HIMREARE D, A BB B
B A X RS oL, (2 B ALifl &
W EE RS, SHAT AT Rk
FHE, WWEFENEES . WX
concizumab ) fRIFFEEERS, KEZHEH
e 5R 2 A MR F AN, 5 LART
TG 77 & AH b, A AT E KGR A
concizumab FRBHIETT -

Overview of the Marstacimab Clinical Trial Program
i uivalence icac afe! ong-term safe

Study of the Efficacy and
PF-06741086in

‘Safety
Adult and Teenage Participants
With Severe Hemophilia A or

rticipants
With or Without Inhibitors*

HA/Bzinhibitors (n=100).
aged 1-17 years

@ Tt € e

55 KE T marstacimab 1l PR 2t 56 15
H, ®ATTLLESR], BASIS iRIGAE 4N XT
FN RN LR B3 1 31 56 v s T A R
H AR R —REE b, A
K EEI IR A BLek B AL I AR B
Hoo XIS DL K K I AE B 5 AT
EFATH . BH—I&k, FTAVZHEH—I
BP0z 259 2580 1124 L 56
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67.

Marstacimab: Phase 3 Efficacy Data

Basis (On-demand)
On-demand vs ATP- Marstacimab Prophylasis (ATPS)
Rate estimate (25% CI): 0 084 (0,059, 0.118)

(p < D001, 92% reduction

Basis (RP)
RP vs Marstacinab Prophylans (ATP%)

Estimated Mean ABR
(95% CI)
Estimated Mean ABR
(95% CI)

68.

%I+ marstacimab Ifi RIAIETTH , FATT
PR B R ORIE] T A E Y ABR [T
BE . HRRATCATE M KA EH
B, X FAERZE LR T4 /5 R IT 1
&, SHIRIR H R G T 4 AR A
SR B AIAEAE Gt F BB AR
(R 792%) o RIEFTLLER],
VR 97 M B ) 04 R B A A B 4 B 4
W FEA, AT DU B IE LR A2 B I
Rl s ¥6 97 1 i 3, R AT S5 %
marstacimab T V677 I AL TR IE S 7BY
B e AT . R LB B ST
¥ ABR HFEME T736% . F—IK, 4k&k
WS KL AR B

Overall Efficacy: Key Takeaways

= Bleeding rates in phase 3 clinical trials were higher than
ideal (ABR 1.3-6.4).

= QOL is comparable to on-demand in most instances;
however, demonstrates improvement/benefit toward
rebalancing agents

B4, F A IR e M B 1 o A
wRMA? ATER], XL IR R
5 35 H B H I 28 5 4% R IR 9T A LU Sl
P, fEmFFIE Mt E, S5k
MR F WG IT A E, R R iR
FrofsE. {Hi& ABR A RE ELERATTIHIM
B, e NBT R B4R
e PRk, 752 O ERAT & JE fhix
PTG = P =
BAVEHEE R, REER s A
Tk 75 A Y, AP 259 T sk
FRERSES AL, BHESERR
ST AL
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were safe and well

Both fitusiran and
but carry a potential risk of thromboembolic events

in phase 3 clinical trials,

ATLAS-INH!
Fitusiran ATLAS-A/B?

2
ATLAS-PPX?

69 Fitusiran and Concizumab: Thromboembolic Risks

Explorer7
Concizumab

Fitusiran and Concizumab: Safety and Risk
Mitigation

Fitusiran and concizumab: In both trial programs, patients experienced thrombosis,
resulting in clinical and laboratory evaluation and subsequent risk mitigation

= ELISA-based concizumab dose adjustments
Therapeutic: 200-4000 ng/mL.
= Decreased factor dosing for mild/moderate bleeds

Thrombin Peak (nM}
-83EE8E
ey
iy
158

100 1000
aPCC (IU/mL)

{ERIX L2 i KU A R S0 2 76
2, marstacimab IIfi RS0 H AR K
IRAT: e i A A4 2E DR BT o] 28 75 3ok 1 A
&R & . {32, fitusiran Al
concizumab IR 156 1T H #RH S0 A &
FHAE3HAWE I AR B AR T R . AR AT A
TEIX BUE B R A AR F 2E A4 - Fh e
FLIIHEA .

ATLAS #if 5 FL: A4k By AHE
PR AN R S, el BE L ak
B M E KA AR 2E, X RATE24 &
HH . ATLAS-AB 5% : %A KIUE
il M i %€ FHAF, {2 ATLAS By ik
5% TSCAE248 B L T 20 B AL B A
MR ZEFH M. LAk, concizumab
5 ARG H , Bl explorer7 WiH, H1
S o BEZ TR EFEMS, M
explorer8 Tl H 24 47 ke te %6 FH A
[

WA, XL ke i FEH A KA T A2

EATFERR R H &, HARAt
FLIK LE 259 (1) ) 1 A I 4 KR 2 H IR
FRTE R BRI, BA A T DASR: OB 46 I sz
ol AT N 1 | I O /2 A <5
concizumab X5 H, 7E S XS 22 F TR
W2 J5, RS T BT e Y B
R4 CELISA) [ concizumab 7 & i
. fEWRITARM JE, X EF AT
concizumab 7K MK, SR 5 I EESR &=,

fifi FL 7K #1200 %2 4,000 ng/mL {36 J7 i
il BRibz Ak, H4E & i b A ot ot

o 25 R R S I ) e R 7
WA T IEAK. 78 fitusiran If PR 56 T
B, EUUR 3 bt i i g PR gk 47 5 A
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Fitusiran, Concizumab, and Marstacimab:
Overall Favorable Safety Profiles in Phase 3 Trials

Fitusiran (ATLAS-INH,"
ATLAS-A/B,? ATLAS-PPX?)

+ Commen trials: Li
elevations, URTI, headache,

R FIE . B ARTEARZIT R A
M B B AR, AR PRI L B ()
Prt M BE I, A 2 Fhon 2 5 i,
U AR A LB OK T35 %, Mg 0 n 7
& WURPTEEMEG /N T15%, MBI
DR, R EE K P TV I 2%
FeEdo L, N Brlaelsdi. BRItz s,
RLIT R R, AN TR
WS H I, A ek /b g I AT 5 B 1
W, @ fitusiran [FI AR

. Eresuling
+ No treatment-relateddeaths reported in fatal intra-abdominal hemorthege:
B patients withdrew due to AEs.

MIRATE A AR RIS I 1) HoAh 22
AR, EATTSE bR R AEH A NG,
mH ek EBEAAEE e ett. m
fitusiran 5%, 7EA RFMF 5 ZEE
B — R B 3G . 75 L R 3
B, X LSRR ER ARG IR T IER BRI
. Bk, EFHEH XA T &
H OB, TWEEE P E .
concizumab BRI H, ILVF E B SLIG =AY
AN, R D-Z RN L, K&
BB R BRLM2 THE . R
marstacimab X% H, AT LUE 2H
FPE i A RFMFEHR T Z4A . H
SELERTA MO, AT LA B
S R N G N, AR5 R FRA A I
NBE HPUARA RF A (i, Erpig
WYL, SRS MR B, R 2
SR A A5G B LA B B B
A ORI -
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72.

Other Hemostatic Rebalancing Agents

MG1113

Anti-TFPI

BAX 499 Phase 1

Befovacimab  Phase2 Bk 1o Kuntz doman @

* Terminated bec: 053 CNSVTEsi

—ter\ghTFP\

pnsezwmmnt ncurrent factor (n=24); not
ind 2

PEA P72 LA SR B A0 R 1 1B 1T

o F
~ Pha sezmcmsnaszA

PRESent l2\3y als ! xtz dmwlh\ ABR( =20);

SerpinPC Phase 3 s o
Anti-APC « Phasa 3 il (NCT0E7 85557, PREGent3) Opan toecnsing for HBsnhbirs n 0772023
+ Proofof conceptwas successt s animal of SCinjected
HAPATT3>  precinical SRE04
+ No ClinicalTrials gov study identified
PSSRNA Precinical Proof of conceptwas successhul; current status unknown
Anti-PS
Anti-PSmAb  Precinical Proofof conceptwas successtul current status unknown

Therapies: A Functional Cure?

= Significant ABR improvement, including joint
and traumatic bleeding
ADL is no longer the goal for patients, especially
younger patients, with hemophilia
Allowance of increased physical activity and minor
procedures.
* How much is too much? When do we still say “no™?
= QOL reported as improved, however for most
trial comparison is “on-demand”
1g agents with impi y-state
and ease of ion allows
for more normalization of activities and ADLs

Advantages Potential Drawbacks/Complications

Clinical Practice Implications of Rebalancing

= Thrombotic concerns

— Adjustment of factor dosing = huge educational
change for patients and
providers

= Major surgical procedures and combination of

rebalancing agents and factor products
— Best to discontinue prophylaxis product or co-
treat

= AEs/laboratory tests: Expected abnormalities

that could affect medical evaluation for other
concems
Fitusiran: Elevated LFTs (10 [24%)] of 41
participants)
Concizumab: Elevated D-dimer

fﬁ% mﬁ¥@ﬂﬁ ﬁMTuﬁﬂ
H A1
ﬁ 3 ﬂﬂﬁ TFPI ,@%J IETfEREF
MG1113 Z5%) & e Bl Bl R k%, 1
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fih T TFPI 23 FAHALIIIG PR AT AN 1 %L
. HZ, WWHATHEPMPT TFPI 71
- e I n e Pk L A 2 AR B N T
SOk 7RI . WPUEHEHR C T
K&, SerpinPC Il R38R T H 2 i ot
., H AT AL T3 Wi KR % .
PRESent-3 I PR &4 46 H A7 FF il 43 %5 &
% SRIGBATAT LR B V2 IR IR AT
: —MPUEEDE C M 2 B
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AT (B, XMEMERAN A EZMN
W, DL, TR RS R 70 A
Bei R . ABR AT . bl
o] AL . BEE BRATH A 1) ABR %
1%, A ATTA H R A 3 s s Al A 1ok 3 e
BRI ? fbATRES LRI 2
Rofkgs, Bl n s isissimzs 54F
izzh? ] LE R B IR T BT
RN BT DR AT D FR
ey ? X BEEE XKLL T RESE L (1. B
BHADTENR TR, BATH
RS T X 2% A IRIRIETT IFl . 204
HARZ TWe? FATA AR vFRRATN B
A, A A mHEE Bz B 3t
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