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Table 1: Novel Therapeutics for Hemophilia
Advantages Limitations

Product Mechanism Dosing Route I:z:::i:;a Immuno- Monitoring S;::y
Frequency compliance genicity ulation
EHL-rFVIIl
Efmoroctocog
alfa (BDD- IlgG1-Fc  every 3-5
rFVII I-Fc} fusion days
Eloctate)

Status

3% NNA

v Low Standard PTP Approved

Rurioctacog ) | n, site

i 0
?B“:X i 55' specific wh:el.-ck'?y 4% NNA Standard Approved

s pegylation,

40 kDa site every 3-7 3% NNA
BAY 94-9027*  specific d;yys 0.6% anti- Chromogenic* Phase 3
pegylation, PEG
Turoctocog 60 kDa site every 4
alfa pegol specific darys 0.6% NNA TBD Phase 3
(N8-GP)®  pegylation, Y 0.6% NAb™
EHL-rFIX
rFIX-Fc lgG1-Fc  every 7-10
(JB«Iprcllix};9 fusion days

rFIX-FP Albumin  Weekly to . o .
(Idelvion)™ fusion bimonthly Medium 0% NNA  Standard PTP  Approved

Nonacog beta 40 kDa site d eno"n;nd
pegol (N9-GP, specific weekly Medium 4% NNA Chromogenic* Approved

Rebinyn)” pegylation, Oﬂ gﬁI\n

Adynovate)

Medium  0.8% NNA  Standard* PTP  Approved

Non-Factor Therapies
Bispecific
Emicizumab®™  antibody
=2 FVllla-
mimetic

HA with

Weekly 3% NNA TBD inhibitor Phase 3

HA/HB

sSQ Medium 4% NNA TBD without Phase 1/2
inhibitor
TFPI HA/HB

Concizumab™ moneclonal TBD  IV/iSQ  TBD 0% TBD without Phase 1/2
antibody inhibitor

Gene Theraﬁey

m(f?gggar Endogenous \I;'q?!h:ﬁ
expression  Vector , e

with AAV  dependent A% High 0% Standard I:EI?JEII;I Phase 1/2

vectons to vector
“One patient developed inhibitor (initially low titer then high at 13.5 BU) after 93 exposure days to N8-GP in
Phase Il trial. *Differing results may be obtained with specific aPTT reagents, for detailed information on
performance of standard vs chromogenic assays with these products, see Kitchen et al.”® Abbreviations: HA,
hemophilia A; HB, hemophilia B, NAb, neutralizing antibodies; NNA, non-neutralizing antibodies; TBD, to be
determined; PTP, previously treated patients.
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Metal ion-mediated non-covalent bond

Glycosylated asparagine (SP Sulphated tyrosine  [T] Disulphide bridge | Free cysteine

bir FIX molekilunin

EEEEEE Insan IG1 in Fc domainine

CALALYITC ara baglayici olmadan
kovalent baglanmasi ile
olusan rekombinant bir

O proteindir3-3
I1 IgG domain’ne dogal Fc'nin k
1. PETERS ET AL. J THROMB HAEMOST 2013 2. DUMONT ET AL. BLOOD 2012 3. ADAPTED FROM JAYANDHARAN & SRIVASTAVA. J GENET SYNDR GENE THER 2011 4. PETERS ET AL. BLOOD 2010 5.
SHAPIRO ET AL. BLOOD 2012
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