SIPPET 3 years later — what impact
in clinical practice?
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A Randomized Trial of Factor V
Neutralizing Antibodies in Hemophilia A

303 Patients were assessed for eligibility

and

Figure 1. Screening, Randomization, and Follow-up.
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39 Were excluded

5 Declined to participate

Y

1 Was lost to follow-up
2 Had protocol violation

to Kogenate F5

25 Did not meet inclusion criteria

6 Did not undergo randomization

264 Underwent randomization

133 Were assigned to plasma-derived
factor VIII

131 Were assigned to recombinant
factor VIII

125 Were analyzed
107 Completed the trial
18 Had censored follow-up data

4 Had early termination of treatment

5 Had protocol violation; switched
to a different factor VIl product

1 Withdrew consent

2 Were not adherent to treatment

3 Were lost to follow-up

1 Did not have a sample for central
measurement

2 Died
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126 Were analyzed
109 Completed the trial
17 Had censored follow-up data

6 Had early termination of treatment

2 Had protocol violation; switched
to a different factor VIII product

5 Withdrew consent

1 Was not adherent to treatment

2 Had adverse event

1 Did not have a sample for central
measurement




Figure 2. Cumulative Incidence of Inhibitors According to Treatment Group.
Shown are Kaplan—Meier curves of inhibitor development for all inhibitors
S I P P ET (z0.4 Bethesda units; Panel A) and high-titer inhibitors (=5 Bethesda units;
Panel B). The curves depict the cumulative incidence of inhibitor develop-
ment over time, which is counted as exposure days. Patients who did not
complete 50 exposure days before trial termination are indicated by tick

marks.
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Genetic risk stratification to reduce inhibitor development in the early
treatment of hemophilia A: a SIPPET analysis
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Pathophysiclogy and Transplantation, Universita degli Studi di Milano, Milan, Italy

Table 1. Inhibitor development for patients with low and high genetic risk, by product class

pdF Vil Vil
No. per Inhibitor Cumulative No. per Inhibitor Cumulative
group count incidence, % 95% CI, % group count incidence, % 95% CI, % NNH
All inhibitors
Low risk 16 @ @ 0-21 22 7 43 23-71 2.3
High risk 101 27 31 22-41 96 38 47 36-58 6.3
High-titer inhibitors
Low risk 16 @ @ 0-21 22 4 24 10-52 4.1
High risk 101 14-32 96 25 30 2142 11.6

Forthe zero obsenations in the low-risk pd PV group, the 95%: Cl was based on a binomial distribution, ignoring censoring. Median number of exposure days was45.4in

the low-risk pdFVII group, 29 in the low-risk rEVILE group, 15.5 in the high-risk pdFVIIL group, and 17.5 in the high-risk rEVILTE group.
MMH, number needed to harm when treated with rEVIlL instead of pdFVIIL
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Figure 1. Survival by genetic risk and treatment
class. Kaplan-Meier survival curves show the cumula-
tive incidence of inhibitors in 4 groups, with low (&) and
high (B)' genetic risk based on the FB mutation, treated
with either pdFVII and rEVIIL. Below the curves are the
number of patients at dsk at the start of each 10-day
exposure day (ED) interval.
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A PUP cohort of the FranceCoag Network pO rt
649 children with hemophilia A (factor VIl <2 1U/dL) included in 1994-2016 1e
——————

plasma-derived and tv 120 Were excluded
V"I brands iI‘I bO)’S wi 65 Had moderate hemaophilia A (factor VI =1 IU/HL)

E—— 3 Were girls
16 \ere not yet treated at the last visit
7 Were enrolled in an ongaoing trial of a new factor VIl product

Thierry Calvez,' Hervé Chambost,** 29 Had insufficient data within the first exposure days 3
Virginie Demigueal © Alexandra DaneY
Pg Volume 103(1):179-189

Eligible patients
Go| 529 boys with severe hemophilia & and well documented factor VIl treatmeant

' :

144 Were first treated with a plasma-derived factor VIl product 385 Were first treated with a recombinant factor VIll product
l 2 Woere first treated with Kogenate
Factane group FS/ Bayer®in 1998 in a
131 Boys first treated with pre-marketing trial {an inhibitor  |-a—
Factane® (LFB) was diagnosed after 9 exposure
WA January 16, 2001 days in one of them)
L L)
Advate group Kogenate group
137 Boys first treated with 127 Boys first treatad with
Advate® (Baxala) Kogenated® Bayer (Bayer Healthcare)
MA: March 2, 2004 or Helixate NexGen® {CSL Behring)
MA: August 4, 2000

Figure 1. Patient selection process. At the cutoff date (December 6, 2016), 649 previously untreated patients (PUPs) with hemophilia A (factor VIII <2 IU/dL) had
been included in the dedicated cohort of FranceCoag. After the selection process, three groups of boys with severe hemaophilia A (factor VIII <1 1U/d L) were formed
based on the first factor VIl product received. MA: marketing authorization dates in European Union (or in France for Factane®).
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Kaplan-Meier estimates

Cumulative incidence (%)

No. at risk
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Figure 2. Kaplandeier representation of the cumulative incidence of inhibitors, with exposure day as the observational time unit, according to the factor VIl prod-
uct received. Three outcomes are shown: all inhibitors, high-titer inhibitors and inhibitors subsequently freated with a bypassing agent and/or immune tolerance
Kaplan-Meier estimates are shown for all patients. Tests used Cox proportional hazards model.

induction
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By peak treatment episode at first exposure
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at first exposure and factor VIl product

Figure 3. Kaplan-Meier representation of the cumulative incidence of inhibitors, with exposure day as the observational time unit, according to the factor VIl prod-
uct received. Three outcomes are shown: all inhibitors, high-titer inhibitors and inhibitors subsequently treated with a bypassing agent and/or immune tolerance
induction. Tests used Cox proportional hazards model. (A) Kaplan-Meier estimates according to calendar period of first exposure to factor VIII. (B) Kaplan-Meier esti-
mates according to treatment intensity at first exposure (peak treatment episode = 3 consecutive exposure days).
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SIPPET: methodology, analysis and generalizability

1i 19017 e
F. PEYVANDL *{®P. M. MANNUCCL*t R. PALLA* {® and F. R. ROSENDAALy iaemophilia (2017), 23, 353-361

17 Questions and answers in 5 Clusters

» Generally: 1-6 of17
* Analysis: 7—-8o0f17
» Comparability and confounding: 9-11 of 17
» Generalizability: 12-15 of 17
» Formal aspects: 16-17 of 17

EMOFILIA | L.CERTEZZA DELLA.CURA




SIPPET: methodology, analysis and generalizability

Generally
Question 1: Is the inhibitor risk higher in SIPPET than in previous reports?
Short answer: No.

Long answer:

Cumulative incidence in SIPPET: 44,5%rFVIII / 26,8 pdFVIII - in
metanalysis by Marcucci et al. 2015 44% / 22% (including 14,37% with only
light haemophilia a)

Type and intensity of FVIII exposure on inhibitor development in PUI
with haemophilia A

A patient-level meta-analysis

Maura Marcucci'-?; Maria Elisa Mancuso?; Elena Santagostino?; Gili Kenet®, Mohssen Elalfy®; Susanne Holzhauer$;
Christoph Bidlingmaier”; Carmen Escuriola Ettingshausen?; Alfonso lorio*'%; Ulrike Nowak-Gattl*1?
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SIPPET: methodology, analysis and generalizability

Generally

Question 2: Some of the patients had been exposed to various blood
components prior to enrolment, and so they were not all previously untreated
patients (PUPSs). Does this affect the outcome?

Short answer: No.

Long answer:
» Never exposed: 142 patients, minimally exposed: 109.

» no difference in inhibitor incidence between patients previously exposed

and those never exposed - hazard ratio (HR) of 0.80 [95% confidence
interval (C195) 0.51-1.26]
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SIPPET: methodology, analysis and generalizability

Generally

Question 3: Among patients treated with pdFVII1I the cumulative incidence
of high-titre inhibitors was 18.6%, which is a substantial risk. How many
fewer inhibitors develop when patients are treated with pdFVIII than
rEVIII?

* Number Needed to Treat (NNT) all inhibitors 5,6, high-titre inhibitors
10,2

* treating six PUPs with pdFVIII instead of rFVIII will prevent one
inhibitor
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SIPPET: methodology, analysis and generalizability

Generally

Question 4: SIPPET used a cut-off of 0.4 BU, which is lower than in most previous
studies. Could this have contributed to a high proportion of low-titre inhibitors?

* Yes— but in both arms of the study
* data for the endpoint of >1.0 BU, i.e. considering the three SIPPET-patients with
peaks between 0.7 and 1.0 BU as not having developed an inhibitor: the HR for

rEVIII vs. pdFVIII became 1.96, CI95: 1.22-3.16

* even with the ISTH definition cut-off of 0.6 BU, results would have been the
same
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SIPPET: methodology, analysis and generalizability

Generally

Question 5: The study was stopped early, after publication of an increased risk
of inhibitors with second generation full-length rFVI1II. Did this increase the
probability of a chance finding, since the number of inhibitors is relatively
low?

Reason for stopping early: exposing newly diagnosed patients to full-length
rFVIII, after findings of increased inhibitor-risk would have been unethical
continuing after adjustments of the study would have been too costly
planned sample size was achieved, including a few more patients would not
have changed the results

nearly every study in haemophilia, including registration trials for efficacy
and safety, include fewer than 100 cases

SIPPET is the largest randomized trial ever performed in patients with such
a rare disease as haemophilia
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SIPPET: methodology, analysis and generalizability

Generally

Question 6: Will the risk for those who started with pdFVIII remain
low when switched back to rFVIII after 50 exposure days?

SIPPET can’t answer this
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SIPPET: methodology, analysis and generalizability

Analysis

Question 7: Not all patients were followed until 50 ED: does this affect the estimated
risk of inhibitor development?

* only effect early termination could have is an underestimation of overall inhibitor
development, but since it only concerned a fraction of all patients, there was no
such effect

* sensitivity analyses yielded essentially the same results as the actual analysis
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SIPPET: methodology, analysis and generalizability

4 —
Analysis
Question 8: How should the results on high-titre inhibitors be
Interpreted, since these were not statistically significant? 2 ®

Since there is no likely mechanism by which a particular
product would increase the risk of all inhibitors but not of the
subgroup of high-titre inhibitors, and given the consistency of all  high-titre
effect estimates for all and high-titre inhibitors, we feel

confident to conclude that rFVIII is associated with an

increased rate of high-titre inhibitors. 0.5 -

hg. 1. All and high-otre inhibators in SIPPET. 95% confidence interval
for the hazard ratio of inhibitor development of rFVII vs. pdFVII for all
(left) and hugh-titre (right) inhibitors in SIFFET.
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SIPPET: methodology, analysis and generalizability

Comparability and confounding

Question 9: How did the authors in SIPPET account for differences between study
sites in ethnicity, treatment modalities and other potential differences?

 Patients were randomized between pdFVIII and rFVII1, and such randomization
Is done to balance all differences

« No adjustments or sensitivityanalyses [for all kinds of varibles] led to any
different result than the overall unadjusted analysis
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SIPPET: methodology, analysis and generalizability

Comparability and confounding

Question 10: Could differences in treatment modalities between countries have
affected the results?

* No — randomisation cancelled that out

* adjustments were done for “[...] country and treatment regimens, which did not
change the results at all.”
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SIPPET: methodology, analysis and generalizability

Comparability and confounding

Question 11: The randomization used a block size of two per centre. Could this have
affected results?

Short answer: No
Long answer:
* Blocking is used to prevent uncontrollable centre effects (confounding by centre)

* block size of two, meaning that for every block of two patients one will receive pdFVIII
and one rFVIIl, leads to the highest degree of balance between the two arms

* since within a centre the number of patients in each arm cannot differ more than one

the small block size guaranteed the observed maximal similarity between the two
treatment arms, and was a strength of the study
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SIPPET: methodology, analysis and generalizability

Generalizability

Question 12: How should the results of SIPPET be interpreted in the context of
other observational studies?

« randomized trials offer the highest level of evidence for effects, their
generalizability is sometimes questioned, since they often only include highly
selected patients

* major strength of SIPPET is its randomized design in a real world setting
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SIPPET: methodology, analysis and generalizability

Generalizability

Question 13: The majority of patients were enrolled from Egypt, India and Iran,
and is it therefore possible to extrapolate to European and North American
populations: for instance because in them treatment was less intense or more
patients used on demand vs. prophylactic treatment?

* doubting generalizability requires a valid and reasonable argument, in this
case why a differential in inhibitor

e development between rFVIII and pdFVIII would depend on nationality,
ethnicity or treatment modality. There is no such argument
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SIPPET: methodology, analysis and generalizability

Generalizability

Question 14: SIPPET included mainly 1st and 2nd generation rFVIIl: do the results
also apply to other rFVIII?

rFVIII products analysed in SIPPET are still licensed and used widely and globally.
* The results do not include human rFVIII, rFVIII-Fc nor PEG-FVIII
e four rFVIIl and four pdFVIIl concentrates were included

* We examined whether the higher risk with rFVIII was the result of an excess risk
of only one of the rFVIIl by repeating the analysis after excluding each time one
of the four recombinant products (which every time included the other three
products), and the pdFVIIl using patients in the same centres. Results remained
essentially unchanged (Fig. 2).
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SIPPET: methodology, analysis and generalizability

Generalizability 47
Question 14 ,
® ® L 4 ¢ ®
(vl
I
.
all -A -B -C -D
0.5 —

Recombinant FVIIl products

Fig. 2. Sensitivity analysis of produa-reated inhibitor development in
SIPPET. Hazard ratio and 95% confidence interval for inhibitor develop-
ment of tEVII vs. pdFVI with five different analyses. First, on the left, the
overall analysis. Then analyses in which subsequenty sites in which one of
the four brands of rFVII were used, were completely (i.e. all panents from
these sites, including those using pdFVI) left out, repeated for each of the
tour brands of rFVII. This analysis maintains a randomized comparison.
While it does not give informaton on brand-specific risk, it shows that the

difference between rFVII and pdFVII in SIPPET is not cansed by one
brand.
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SIPPET: methodology, analysis and generalizability

Generalizability

Question 15: Were there more patients with null mutations than expected in SIPPET
and could this have affected the interpretation?

prevalence is not vastly different from that reported in the literature, i.e. in a meta-
analysis 76% of patients had inversions, large deletions, nonsense and small
deletions/insertions that usually lead to frameshifts

prevalence of null mutations is irrelevant to the primary research outcome, which is
the risk differential

F§8 gene mutation type and inhibitor development in patients with severe
hemophilia A: systematic review and meta-analysis

Samantha C. Gouw,? H. Marijke van den Berg,” Johannes Oldenburg,” Jan Astermark,* Philip G. de Groot,?
Maurizio Margaglione,® Arthur R. Thompson,® Waander van Heerde,” Jorien Boekhorst,” Connie H. Miller®
Saskia le Cessie,*"? and Johanna G. van der Bom 2.1

BLOOD, 22 MARCH 2012 - VOLUME 119, NUMBER 12
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SIPPET: methodology, analysis and generalizability

Formal aspects

Question 16: How were changes to the statistical plan made, and did it change
the conclusions?

» change was only to use two-sided testing rather than one-sided as in the
protocol, which obviously increased the bar for statistical significance

* results would have led to the same conclusion: the proportions were 29/125

vs. 47/ 126, chi-square = 5.91, P = 0.015. For the full intention-to-treat
analysis: P=0.011
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SIPPET: methodology, analysis and generalizability

Formal aspects

Question 17: Is there a difference in inhibitor risk between the different brands
within the plasma and recombinant groups?

all centre-specific factors were equal in the two groups

Centre- and country-specific factors would be different for different brands,
confounding the comparison
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Personalised approach to the management of PUPs with severe haemophilia A

Inhibitors occur in 25—-30% PUPs, and usually develop within the first 50 exposure days (EDs)*
Risk factors for inhibitor development include ethnicity, F8 genotype, family history of inhibitors,
and product typel?

Treatment approach may also influence inhibitor development

*  SIPPET study found an 87% higher inhibitor incidence with rFVIIl produced in hamster cell lines than with
plasma-derived (pd)FVIII?

Estimated average annual cost per haemophilia patient in Germany: €40000-120000°
* Immune tolerance induction (ITI) costs in inhibitor cases estimated at €570000 per patient

This study investigated a personalised treatment approach in PUPs, using low-dose prophylaxis
with pdFVIII/VWEF for the first 100 EDs, with the aim of minimising the risk of inhibitor
development and joint bleeds

Study cohort was compared with a historical cohort treated with early prophylaxis with hamster
cell-derived rFVIIl or pdFVII
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100 ED Home treatment permitted
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Study design: Personalised treatment approach

Measured
Every 3-4 EDs

Parents trained in bleed
detection

pdFVIINWE prophylaxis
initiated at ~10 months of
age

Dose tailored to each
patient. Initial dose < 30
U/kg where possible

Optional dose increase to
full prophylaxis schedule
(n=28)

Every 3 months
(for 2 years)
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Observation period
Recording of

« Bleeding events
«  Activity levels

= Trauma

Surgery avoided
during peak treatment
moments

(where possible)

Age 3
years

Age 6
years

Inhibitor Joint monitoring and

Individual
physiotherapy
schedule

Joint ultrasound

Prophylactic
physiotherapy
(2—4 months)

Ankle MR
(and every 4
years thereafter)




Patient disposition

Enrolled in study
n=30

Historical cohort
n=9

rEVIll pdFVIII
n=7 n=2
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Prospective study cohort
n=21

pdFVIII
n=19
(Not yet treated, n = 2)



Baseline characteristics: Historical cohort

i . ; ) Age at start of
Patient Date of Reason for Age at e i Fa Product
birth diagnosis diagnosis pr%}gﬂﬂg'ﬁ' Gene mutation genotype choice

1 Jun 2003 Mother carrier 1 day 10 Deletion High-risk rEV1I
c.3385del1C;GIn1110fs

2 Dec 2004 Mather carrier 1 day 11 Missense mutation Low-risk rEII
Cc.B41G=ANVal162Met

3 Jun 2007 Frenulum bleeding 8 months ] Missense mutation Low-risk rEV1I
c.1654T=C p Tyr633His

4 Jun 2007 Frenulum bleeding 9 months 5 Mizsense mutation Low-risk VIl
C.1654T=C p. Tyrb33His

5 May 2008 Mother carrier 1 day 5 Stop mutation High-rizsk pd P

C.3155T=A p.Leu10335top
i Jun 2009 Mather carrier 2 days 12 Intron 22 inversion High-risk rEII
i Ot 2008 Mother carrier 1 day 12 Splice mutation _ _ rEV1I
c.1010-24=C High-risk
8 Jan 2010 Mather carrier 1 day 9 Intron 22 inversion High-risk rEII
g May 2010 Mother carrier 1 day ] High-risk pdFVIN

Celetion
C.3385de1C;GIn1110fs
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Baseline characteristics: Study cohort

Product
choice

Gene mutation Fa

Age at start of
genotype

prophylaxis,
months

Reason for
diagnosis

Age at
diagnosis

Monsense mutation

1 May 2010 Maother carrier G months 45 High-risk dFVIlN
- C.1336C=T p.Arg466 g s
; Missense mutation ;
2 Dec 2012 Gl bleedin 12 months 12 Low-risk dFVIlN
g C.6038G>A p.Gly2013GI :
; Monsense mutation i ;
3 May 2013 Maother carrier 1da 8 High-risk dFVIlN
- : C5677 p.GIN1893Ter g s
4 Sept 2013 Light bruising 8 months 15 Missense mutation c.2057C=4  LOW-risk pdFVII
; Missense mutation ;
A Jan 2014 Cral bleedin 11 months 11 Low-risk drFVIlN
g C.6167T=Ap lle2056Asn :
Feb 2014 Lightbruising 9 months 2] Intron 22 inversion High-risk pdFYIIl
i May 2014 Mother carrier 1 day g Intron 22 inversion High-risk pdFyIIl
g8 Sept 2014 Mather carrier 14 days Fi Intron 22 inversion High-risk pdFYIIl
; Monsense mutation i i
9 Oct 2014 Forehead bleedin 14 months 14 High-risk dFVIlN
g c.6793C>T p.GIN2265 - :
10 Mov 2015  Mother carrier 11 days 16 MNonsense mutation High-rsk pdFVIll
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Baseline characteristics: Study cohort

Product
choice

Reason for Gene mutation Fa

_ _ Age at
diagnosis

_ _ Age at startof
diagnosis

prophylaxis,
maonths

genotype

"
12
13
14
15
16
17
18

19

20
21
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April 2016
Jan 2017
Jul 2017
Feb 2018
Aug 2017
Jun 2016
Jan 2017

Aug 2013

Aug 2013

Dec 2018

Jun 2014

Lmbilical bleeding
Mother carrier
Mother carrier
Mother carrrier

Bruising
Frenulum bleeding
Haematoma
Haematoma

Bleeding after
circumecision

Uncle severe
haemophilia

Mather carrier
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14 days
1 day
13 days
1 day
& months
24 months
20 months

3 months

3 months

4 manths

10 days

12
14

10

10
25

20

MNIA®

MNIA®

Missense mutation
C.5815G=A p.Ala1939Thr

Monsense mutation
C.BT93C=T,p.GIn2265

Missense mutation
C.B167T=Ap.lle2056AsnN

Intron 22 inversion

Intron 22 inversion
Splice site mutation

CA271G=A

Missense mutation
Cc.1457A=G p.Asnd863er

Intron 22 inversion

Intron 22 inversion

LInknown

Linknown

Low-risk
High-risk
High-risk
High-risk
High-risk
Low-risk
Low-risk
High-risk

High-risk

pdFVIIl
pdFVIIl
pdFVIIl
pdFVIIl
pdFVIIl
pdFVIIl
pdFVIIl
pdFVIIl

pdFVIIl

MIA*

MNIA*



Baseline characteristics: Study and historical cohorts

Age at diagnosis vs age

Family histo . F8 mutation
y v at first prophylaxis
Historical Study cohort Historical Study cohort
50 - cohort (n = &%) n=19**) cohort (n =9) {m=19**)
Haemophilia 04
45 1 ~ 45 |
Historical Study 40 40 - ‘
cohort(n=9) cohort (n=21) & 35 - 35 -
=
88.8% a74% 5 2] £ ‘
= 25 4 T 25 ~
o
_ 2 20 - 20 J
=y
Inhibitors 15 1 15 s Intron 22 inversion = MNonsense mutation
Historical Study 10 A 10 Missense mutation Large deletion
cohort (n = 9) cohort (n = 21) c c 1 = Splice site mutation
29 29 0% i] 0 High-risk mutations  High-risk mutations
e ’ Ageat  Ageat first Ageat Ageat first 66.6% 68.4%
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Results: Bleeding events

=
3
]

Number of bleeds

=
1
E—

Study cohort

« 100 bleeding events in 19/19* patients
+* Median age at first bleed: 14 months (range 0.25—41)
+* Median no. of EDs atfirst bleed: 6 (range 1-53)

[w]
1

e
1

Historical cohort

= All 9 patients experienced bleeds (total 66 events)
+* Median age at first bleed: 10 months (range 3—14)

I3
1
—

Ble e ding e vents per patient
]

[}

+ Median no. of EDs atfirst bleed: 4 (range 1-24) Study cohort o e e
100% -
8.
Localisation of bleeds 3 B0% -
; 60% B Haematoma
. o . 7] A Soft tissue
Reductionin joint bleeds @ OHead
in study cohort compared with historical = ;ﬂﬂufi*#tth
o O Port-a-cath
o o% - m Other
Study cohort Historical cohort
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Results: Prophylaxis and inhibitor development

Study cohort
* 19 patients were started on prophylaxis with pdFVIII/VWF
* 17 patients started on early prophylaxis
* |Initial dose range: 21 IU/kg every 10 days to 40 IU/kg 2X/week
* No patient developed inhibitors to FVIII
 Median observation time 25.6 months (mean 26.5; range 1 day to 36 months)
Historical cohort
* 9 patients started early prophylaxis
* |Initial dose range: 25 1U/kg/10 days to 60 IU/kg/week

*  44% (4/9) of patients developed high-titre inhibitors during the first 20 EDs with
rEVIII
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Should we treat all PUPs with pdFVIII?

Not necessarily

Patients’ VWF level may provide a tool for
decision on product choice
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VWEF levels: Historical cohort

160 m Lab results at birth
m L ab Results at start of prophylaxis

Average VWF:Ag levels

140 m Lab results under prophylaxis
120
=
< At startof Und
E ap ) start o nder
E 50 S prophylaxis| prophylaxis
Inhibitor
40 positive, % 895 V.25 h7.5H
20 Inhibitor
I negative, % 1138 774 64.2
D * L *
1 2 3 i 5 6 7 3 g

Patient no.

*Inhibitar development

: Inhibitor patients seem to have lower VWF:Ag levels
Can we treat patients with VWF:Ag above 80% with rFVIII from ED 1
onwards?
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VWEF levels: Study cohort

] ] m Lab results at birth
Switched to recombinant FVIII after ED u Lab results at start of prophylaxis

150 150 100 100 100 150 101 150 150 150 108 » Lab results under prophylaxis

N e 0 et el b o

160
140
120
100

a0

&0
4
| I
1 2 3 o O 17 13

10 11 12 13 14 15 16

ViF:Ag (%)

L= R = R

18

Patient no.

mmmmm) Could we have started treatment with rFVIII in patients 4, 6, 7,10, 11, 12, 16?
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Conclusions

PUPs who received low-dose pdFVIII prophylaxis for the first 100 EDs with a
personalised physiotherapy regime and regular joint function testing had

* Noinhibitors
* Good bleed protection and few joint bleeds

Hypothesis: patients with normal to high VWF may be treated safely with rFVIlI

Inhibitor risk in PUPs — when to use pdFVIII?

* Proposed risk scoring system High-risk mutation =2

Intensive treatment = 1 2 3 points
* Treat patients with high risk score with pdFVIII Family history of inhibitors =1~ > use pdFVIIl
to reduce inhibitor risk VWE values =1
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