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Haemophilia patients with inhibitors:
Bypassing agents treatment

/ APCC \ / rEVila \

Licensed dosage: Licensed dosages:

50-100 U/Kg every 6-12 h 90-120 pg/Kg every 2-3 h
Home treatment 270 ng/Kg single dose
Risk of anamnestic response Home treatment
Plasma origin No anamnestic response
Long dosing interval Recombinant
Thrombotic risk- Short dosing interval
Optimal monitoring? Thrombotic risk

: o
APCC licensed for K Optimal monitoring” /

prophylactic use

Both less effective than FVIII prophylaxis in non inhibitor
patients

EMOFILIA | FCETETa e Cum



Innovative Pharmacological Therapies for the
Hemophilias Not Based on Deficient Factor
Replacement [Semin Thromb Hemost 2016; 42:526-32 }

Pier Mannuccio Mannucci, MD'  Maria Elisa Mancuso, MD, PhD'  Elena Santagostino, MD, PhD'

Massimo Franchini, MD? / \

. N N
rFVila - FP .
ACE9S10 Antl-T.FPI
(Concizumab)
N~ ~ | Inibitore della \_ )
sintesi di AT
(ALN-AT3) Stabillizzazione del
A ~ [coagulo: FXIII ]
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Emicizumab: anti-FIXa/FX bispecific antibody
(FVIIl mimetic agent)

= FVilla

s.C. injection

[Long half-life ]

Phospholipid membrane _

Muto A et al. Blood 2014: 124: 3165-71

Muto A et al. J Thromb Haemost 2014; 12: 206-13
Shima M et al. NEJM 2016; 374: 2044-53
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In HAVEN 1, treated bleeds were reduced by 87% with
Emicizumab Prophylaxis vs no prophylaxis

o 233
- 75 - (12.3; 43.9)
0 ] .
g5 w 87% reduction
o él 15 4 RR: 0.13; p=0.0001
o 9 0
22 10- ’o 63%
oo ; patients with zero
S5 - v (1.7, 5.0)
3 _— treated bleeds
C
C 0 -
< Arm B Arm A
Mo prophylaxis HEMLIBRA prophylaxis*
{episodic BPAs only, n=18) (n=233)
% participants with zero bleeds 56 62.9
(95% Cl) (0.1-27.3) (44 9-78 5)

“Arm Atime on treatment: 29.5 weeks [rangs, 3.3—-47.9)

25 October 2016 cut-off

ABR, annualised blesdrate; BFA, bypassing agent; CI,

confidence interval; RR, risk ratic Cldenburg J, etal. M Engl J Med 2017, 377805913
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Proportion.of patients.with target joints was
reduced with emicizumab
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% patients with target joints

0
n=88 n=88

= Incidence of target joints in a post-hoc analysis
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VIVERE CON FPINIBITORE, OGGI
Mortality rate

AJH

Impact of inhibitors on hemophilia A mortality in the ‘.
United States

Christopher E. Walsh,'* J. Michael Soucie,” Connie H. Miller,” and the United States Hemophilia Treatment Center
Network

TABLE V. Type of Hemorrhage for 66 Hemophilia-Related Deaths by
TABLE III. Distribution of Cause of Death Categories by Inhibitor Status for ~ Inhibitor Status

432 Deaths among 7,386 Males with Severe Hemophilia A, 1998-2011 /
/" \\ With inhibitors Without inhibitﬂg
With inhibitors @ Without inhibitors
N (% N (%
N (%) N (%) P-value® % (%
Cause of death category Type of hemorrhage
Hemophilia related 20 (417) 46020  <0.001 Intracranial 14 (70) 31 (67)
HIV related 5 (104) 71(185) Pulmonary 2(10) 0
Liver disease related | 8 (167) 123 (32.0) Gastrointestinal 0 4(9)
Suicide 0 5(1.3) Liver 1(5) 2 (4)
Other 10 (20.8) 104 (27.) Retroperitoneal 1(5) 0
Unknown 5 (10.4) 35(9.) Postsurgical 1(5) 12)
N J
Shock/sepsis 0 3()
® Chi-square test comparing the distributions of death categories by inhib- Unspecified 1(5) 5(1)
itor status. \ /

EMOFILIA | UCERTEZA Deia cua Walsh CE, Am J Hematol 2015:90:400-5



VIVERE CON FPINIBITORE, OGGI

Intracranial hemorrh ag €  Patients with high titer

Haemoph|||a inhibitors have 4-fold
Flaemophic 2012, 18, 39-45 m higher probability to suffer

from ICH.Prophylaxis is
not associated to a lower

ORIGINAL ARTICLE Clinical haemophilia

Intracranial haemorrhage in the Italian population of

haemophilia patients with and without inhibitors incidence of ICH In
E. ZANON,* A. IORIO,t A. ROCINO,} A. ARTONL§ R. SANTORO,4 A. TAGLIAFERRI,** I I I ihi
A. COPPOLA,tt G. CASTAMAN,}t P. M. MANNUCCIL,§§ and THE ITALIAN ASSOCIATION OF patlents Wlth Inhlbltors

HEMOPHILIA CENTERS'

Univariate, bivariate (age-adjusted) gy (W) Efectolinhibiorsiats

and multivariate analysis investigating _s{ ~— ——7——.“_“1_‘:&::_11

the effects of patient characteristics on  § &- SR——
ICH occurrence showed that £s 7
haemophilia severity and inhibitor =g .
status were strongly associated =Y = p =
with ICH severe vs. mild, HR 3.96 e~ T povave]
(2.39 = 6.57); inhibitor vs. non g 2. Koplon Mecr plom of he role of hacmopilis sy and il

Inhibitor.

3 (T SR B Haemophilia. 2012;18:39-45.



VIVERE CON PI'INIBITORE, OGGI
Bleeding rate in inhibitor patients

(A) 407 457
(27.3-39.1) 30.6
(26.2-35.8)
a 30' 250
5 (18.4-34.0)
N 18.6 17.6
3 20 (15.2-22.8) 14.9 (14.7-21.0)
v (105-21.2)
m
< 40 40% of bleeds were
traumatic
0 . . . (25% In patients on
Episodic Prophylaxis Al .
(n =75) (n =28) (N = 103) prophylaxis)*
Prophylaxis with emicizumab reduced
bleed|ng rate (79%) 1. Mahlangu J, et al. Haemophilia2018;00:1-9.

2. OldenburgJ, et al. N Engl J Med 2017;377:808-818.

but not eliminate bleeding
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VIVERE CON FINIBITORE, OGGI

Impaired Health-related [ E——

[ d [ ] ] & 4
Quality of Life 4 e —
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Il 60-70% dei pazienti presenta
problemi di mobilita e dolore cronico
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Gringeri A et al. Blood 2003;102:2358-2363

Scalone L. et al.; COCIS Study Investigators.
Haemophilia 2006;12:154-62.
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Open issues on ITI

Which iIs the rate ]’
of efficacy of IT]

“‘iiij--‘“
Who should receive ITI = %

When should ITI be started
Predictors of ITlI outcome
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Similar results with different regimens

Median time

FVIII dose and Success to success,
ITI protocol associated treatment rate (%)  months Comments
Bonn praotocol FVIIT 100-150 iw/kg every 12 h until inhibitor 92—-100 14 Very demanding for
(high-dose regimen}* <1 BU, then FVIII 150 iw/'kg until normalization patients. High cost
of FVIII recovery and half-life.
Malmé protocol FVIII continuous infusion targeting plasma 59-82 1 Rapid response
(high-dose regimen + levels =30 iu/dl until negative inhibitor and cost-saving but
immune modulation) ¥ titre, then 60-90 iu/kg weekly + cyclophosphamide need for hospitalization
N (iwv. 12—15 mg'kg days 1-2, 2-3 mg/kg and concerns regarding the
= orally days 3—10) + Lv. immunoglobulins use of cyclophosphamide
i 2-5-5 g/kg day 1, 04 glkg days 4-8. in children
Preliminary protein A sepharose immunoadsorption
= it initial inhibitor titre =10 BU.
Dutch protocol Neutralizing dose (25-50 in/kg twice daily, 61-88 1-12§ Less demanding
(low-dose regimen)i 1-2 weeks), then tolerizing dose (50—75 inw/'kg weekly) for patients and
cost-saving
Other low or intermediate  Ewing et al, 1988: 50 in/kg/d 67 29 Developed for improving
dose protocols Kucharski et al, 1996: 50 iw'kg/week 45 10 cost-effectiveness of treatment
Unuvar et al, 2000: 50-100 iw/kg/d 57 6
Rocino et al, 2001: 100 iu/kg/d 75 3

*Brackmann et al (1996) and Oldenburg et al (1999); activated prothrombin complex concentrates (aPCC) 4060 iu/kg every 12 h was included until
1994,

tNilsson er al (1988) and Freiburghaus er al (1999).

fvan Leeuwen et al (1986) and Mauser-Bunschoten et al (1995). ( Cappola et al, BrJ HaematOl,
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Similarresults with-different products

Study Dose regimen(s) Type of concentrate (n*) Success rate (%)

NAITR, DiMichele and Kroner (2002)+ Various [P and HP pdFVIII (41)
Mo/rEVIII (123)

Mauser-Bunschoten et al (1993) Dutch protocol Mostly 1P pdFVIII (24)

Brackmann et al (1996) Bonn protocol Mostly IP pdFVIII (52)

Rothschild et al (1998) Various rFVIII (8)

Batlle ef al (1999) Various rFVIII (11)

Smith et al (1999) High-dose Mo/rFVIIL (11)

Rocino ef al (2001) 100 iu/kg/d Mo/rFVIII (12)

Orsini ef al (2005) Various HP pdFVIII (8)

Barnes et al (2006) Various Mostly rFVIII (29)

Rocino ef al (2006) Various rEVIIIL (26)

Gringeri ef al (2007) Various HP pdFVIII (17)

Kurth et al (2008) 100-200 iu/kg/d [P and HP pdFVIII (25)

Grenninger et al (2008) Various HP pdFVIII (11)

Valentino et al (2009) Various rFVIIL (10)

Coppola et al, Br J Haematol, 2010
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International ITI Study

Histuli::zlllhg;i;ifgi—zg&?gij (x 2) GOOd-riSk patients
Current Titre: < 10 BU (x 2)
Rmiﬂse Severe, HR inhibitors
age < 8vyrs at ITl start
High Low g L y ; i
: ol nhibitor diagnosis < 24 mo.
2001Uke 1 QD owk'TWE yrior to ITI start
“a .
Reemrygﬁﬁ%,l{alf—lifegﬁhrsﬁ nh titer <10 BU at ITI start
n @ N Historical inh peak <200 BU
v v Cirst ITI course
Tailing off p | Prophylaxis
v Stable venous access

End of Study Informed Consent
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I-ITI study.RESULTS

[Similar success rate:70% ]

. Predictors of
hﬁiﬁi : Univariate analysis s u c c e s s
Subject variable P
P=0.942 L ,

white) 71

- Age at randomization (T) 8
3 3 Peak historical inhibitor titer 026
5 Peak fier on Tl o2

= Peak fiter on [Tl = 250 versus > 250 BU 0002
Time totiter of < 10 BU pre-ITI A0
Starting inhibitor titer 98
o - = = Treatment variable

Time (years) Randomized treatment am 82

Protocol dose compliance 35

/With the high-dose regimen Product type 58
shorter median time to achieve: Total hospital in-patient days 088
Negative titer (4.6 vs 9.2 mo, p=0.027) CVAD in place 58
Normal recovery (6.9 vs 13.6 mo, p=0.002) CVAD infection 8

but not Tolerance (10.6 vs. 15.5 mo, p=0.116, ns) Multivariate analysis

k / Peak inhibitor titer on [TI 002
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Bleeding episodes during

The principal results of the International Immune Tolerance Study: a randomized
dose comparison

Charles R. M. Hay' and Donna M. DiMichele,2 on behalf of the Intemational Immune Tolerance Study

Table 7. All intercurrent bleeding by treatment arm and phase of [Tl

Regimen Blaads, n 5% Cl

AllTlHn = 58vs 57) LD fa4 : 1.34-362
HD 282

Phase 1 (n = 58vs57) LD 573 . 1.28-4.01
HD 241

Phase 2 (n = 27vs 23) LD 47 a4 [B4-138 D88
HD

Phasa3(n=24vs22) LD g8 518 0.71-38.0 110
HD 1

Phase 4 (n=24vs22) LD o4 1.70 0.B0-3.63 70
HO az

Phasa 1 indicates the tima from the start of ITI until the Bathesda titer is negative; phase 2, from phase 1 until the FVIIl recovery is nommal; phase 3, from phase 2 to normal
half-life; and phase 4, 12-month prophylactic phase after the half-life has normalizad,

EMOFILIA | L.CERTEZZA DELLA.CURA Hay & Di Michele, Blood,



Immune tolerance induction in patients with haemophilia a
and inhibitors: effectiveness and cost analysis in an

European Cohort (The ITER Study)

A. ROCINO,* P. A. CORTESLtf L. SCALONE, ¥ L. G. MANTOVANIL 1 R. CREA§ and
A. GRINGERIL,y ON BEHALF OF THE EUROPEAN HAEMOPHILIA THERAPY STRATEGY

BOARD (EHTSBE)!
71 pazienti (eta: 0.4-41 }

o om om 8 \

Undetectable inhibitor was achieved in 84.5% of patients\
Inhibitor eradication with normal FVIIlI PK in 74.2%.

Median time to successful tolerance was 10.7 months

(range 2.0-90.0 months).
No significant influence of inhitor titer at ITI start.
Peak inhibitor level on ITlI was a significant predictor of ITI
success.
Breakthrough bleeding event incidence during ITI was

\associated with time to success. /

EMOFILIA | LASERTEZZA DELLA CURA Haemophilia 2016;22: 96-102.



Adulti: prognosi sfavorevole

Registro Internazionale ITI

Fattori associati a successo P
Prognosi favorevole:

l;
-
.9
N
N
o
0
>
I;
=
!
£
o}
0
o

* Titolo pre-ITI <10 BU/ml .03
* Picco storico <200 BU/m!| .01
 Tempo tra ITl e diagnosi

IEMPO{MES]) di inibitore < 5 anni .0001
* Dose FVIII > 100 Ul/Kg .001
 Eta <20 anni .005

Mariani & Kroner, Haematologica 2001
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Fattori prognostici. Registri ITI

Successo (%) 50.9 63.4
Eta all'ITI (range) 13 (1-64) 9 (0.1 64) 14 7 (0.6-57) 6 (0.3 58.5)
(mediana) (media) (media) (mediana) (mediana)

Eta al trattamento .005
.008 .06

Intervallo diagnosi .0001
inibitore - inizio ITI - 4

Picco storico
inibitore

Titolo pre-ITI n.r.
(<10 BU/ml)

Picco inibitore
durante ITI

Dose FVIII alta .001 bassa n.r.°
.03 01An




ITI tardiva — 1n eta adulta

ORIGINAL ARTICLE Inhibitors

Late immune tolerance induction in haemophilia A patients

5. L. MEEKS,* R. L. CHAPMAN,* C. KEMPTON*t and A. L. DUNN*

N=9, median age 18 yrs | Haemophilia 2013; 19:445-48 |
Success 4 (44%)+ 3 partial (25%)

Adult haemophilia A patients with inhibitors: successtul
immune tolerance induction with a single FVIII/VWF
product

S. RANGARAJAN,*+ V. JIMENEZ-YUSTE} and E. SANTAGOSTINOS N=20, >18 yrs
{Haemophilia 2014; 20:e399 } Success 13 (65%)
+ 5 partial (25%)
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Searching for new predictors
of ITl outcome
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Jowrnal af Thrombasis and Haemostasis, 7. 18091815 DO 10T 1538-T836.2009.0361 5.x

ORIGINAL ARTICLE

Factor VIl gene (F8) mutations as predictors of outcome in
immune tolerance induction of hemophilia A patients with
high-responding inhibitors

A, COPPOLA," M. MARGAGLIONE,T1 E. SANTAGOSTINO,§8 A. ROCINO ., E. GRANDONE,I

P. M. MANNUCCI§ and G. DI MINNO* FOR THE AICE PROFIT STUDY GROUP**

*Regional Reference Centre for Coagulation Disorders, Department of Clinical and Experimental Medicine, Federico Il University, Naples;
tMedical Genetics, University of Foggia, Foggia; {Haemostasis and Thrombosis Unit, IRCCS *Casa Solfievo della Sofferenza’, 5. Giovanni Rotondo
(FG); §A. Bianchi Bonomi Haemophilia and Thrombosis Centre, Department of Medicine and Medical Specialties, IRCCS Maggiore Hospital,
Mangiagalli and Regina Elena Foundation and University of Milan, Milan; f{Haemophilia and Thrombosis Centre, 5. Giovanni Bosco Hospital,
Naples; Italy; and **AICE: the ltalian Association of Haemophilia Centres, PROFIT: PROgnostic Factors in Immune Tolerance'

100

60 iremn i

Cumulative

0 o - 47% | RR(95% Cl)
L 2 4(1.2-4.9)
0 5 10 15 _ :onths) 25 30 k- 40 p=0 . 0 1
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Raccomandazioni da LG

Diagnosis and treatment of factor VIII and IX inhibitors in
congenital haemophilia: (4th edition)

Peter W. Collins," Flizabeth Chalmers,” Daniel P. Hart,” Ri Liesner,’ Savita Rangarajan,5 Kate Talks,® Mike Williams’ and
Charles R. Hay®

Irrespective of age and inhibitor titer

1. Children with severe haemophilia A and persistent
. ., inhibitors >5 BU mL™" (confirmed on >1 repeat
o [mmune toleration induction is recommended for measurement) with a peak historical inhibitor itre
, , . , <200 BU mL™" and other good-risk characteristics
patients with severe haemophilia A and a persistent (Table 2) should receive ITT (Grade 1A) [2]

Children with severe haemophilia A and inhibitors

inhibitor that interferes with prophylaxis or treatment >5 BUmL™" (confirmed on >1 repeat measure-
‘ e Y ment) with a peak historical inhibitor titre
of bleeds at standard doses of FVIII (Grade 1B).

5200 BU mL™", regardless of poor-risk character-
istics (Table 2), should receive ITI (1A) [12-15].
Higher doses are needed, and consideration should

!\J

be given to initiating ITI with a VWF-containing
o ' . o . ‘ product (.?.(I) (42] - -
US Guidelines for immune tolerance induction in patients | | 3 Aduks with severe hacmophilia A and inkibicors

) " e >5 BU mL™" (confirmed on >1 repeat measure-
W[[h haem()phllla a and ][]hlb]t()rs ment), regardless of inhibitor duration, should be
considered for ITI (2C), partcularly those with
frequent bleeding or a poor response to bypass
therapy (1C) [12-15,43,44].

L. A. VALENTINO,* C. L. KEMPTON,t{ R. KRUSE-JARRES,} P. MATHEW,§ §. L. MEEKSY and
U. M. REISS** ON BEHALF OF THE INTERNATIONAL IMMUNE TOLERANCE INDUCTION
STUDY INVESTIGATORS




Principles of treatment and update of recommendations for the
management of haemophilia and congenital bleeding disorders in Italy

Angiola Rocino', Antonio Coppola’, Massimo Franchin®, Giancarlo Castaman®. Cristina Santoro®,

RECOMMENDATION

Ezio Zanon', Elena Santagostino®. Massimo Morfini® on behalf of the Italian Association of Haemophilia

Centres (AICE) Workmg Party (see appendix 1)

Inhibitor eradication

Treatment of patients with mnhibitors should be
primarily ammed at mhibitor eradication, 1 order to
prevent, or at least reduce, the negative impact of
persistent mhibitors on patients' morbidity and quality of
11fe**#5" TTT through regular, prolonged, often hugh-dose
FVII administration 15 the only therapeutic approach
proven to eradicate or reduce the neutralising mhibitor
activity and restore the efficacy of FVIIT replacement

treatment™"’. The main candidates for ITI are children
with recent onset high-responding mhibitors m whom
early eradication can provide an optimal cost-utility
ratio in a long-term perspective!®. To this purpose, ITI
should be started early after inhibitor detection, possibly

as soon as titres <10 BU/mL are measured. Such a low

into account this variable®41:142 Tn addition, ITI should
be considered in selected patients with long-standing
inhibitors who have severe or recurrent episodes of
bleeding, as already reported in the literature*** and in

- . . . . 11 : i
treatment ™ ITI ic recommendad in all patients with l the AICE survey?, also taking into account that age and

severe haemophilia A and high-responding mnhibitors

EMOFILIA | L.CERTEZZA DELLA.CURA

time interval between inhibitor diagnosis and starting I'TT
were not consistently recognised as predictors of success

Blood Transfusion 2014;12:575-98



ITl: Costo-utilita

$25 000 000

[ Earnshaw et al, Haemophilia 201 5]

=#=Totl [Tl approach =I=Treat with bypassing agents/prophylaxis =i=Treat with bypassing agents/ion-demand

320 000 00O //
315000000 ‘//

310 000 00O

v

e Modello decisionalelTl: A
-77% bleeding vs. BPA OD
sostY—————————————————————1 4.3 yrs higher life expectancy

T2 3 4 § & 7 & &8 10 1 o112 13 14 1

Time {years) 4.3 and 9.9 QAI.Y VS. BPA
prophylaxis and OD.

Total costs

EMOFILIA | L.CERTEZZA DELLA.CURA



ITl: Costo-utilita

Immune tolerance induction in patients with haemophilhia a
and inhibitors: effectiveness and cost analysis in an

European Cohort (The ITER Study)

A. ROCINO,* P. A. CORTESIL, 1 L. SCALONE.; L. G. MANTOVANI,¥f R. CREA§ and
A. GRINGERI,§ ON BEHALF OF THE EUROPEAN HAEMOPHILIA THERAPY STRATEGY

| Cost of inhibitor patient: 18000/yr
Cost of ITI buffered in 3.3 to 13.2

Cost per patient-month [€) paé-.::it-:'rrnﬂﬁfll{i}
Description Mean (8D Range Mean (5D
Caost of FVII given for ITI 46 1439 (425101,1) 196222 (96,9 18921 (1328.7) P N
Cost of FVII used for 11 6448 (52,125.8) 0-376 920.8 4270 (1381.1) -
the treatment of breakthrough lTER StUdy n_71
_hlccdlfris treatment 1:h.|r|n_1:ﬂ|i"['| - - . Success rate: 84.5%
Ciost of bypassing agents u 22899 (5,308.5) 28 0825 840 (432.3) .
for the treatment of breakthrough Med'an age 3.8 yrs
bleeds during IT1 (G /
Total costs o0 078.5 (8045200 2334.3-50e 8182 2203.1 (2302.3)

*Cost calculabon indudes the cost of the overall factor consumption for bleeding episodes in the
whole study population, induding those that did not bleed.

EMOFILIA | LACERTEZZA DELLA GURA Haemophilia 2016; 22: 96-102.
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ITI and prevention of bleeds

Prophylaxis using bypassing agents ?
New agents
(EMICIZUMAB) ?

EMOFILIA | L.CERTEZZA DELLA.CURA



Ogni paziente ha proprie caratteristiche e proprie
esigenze di vita;

anche il paziente con inibitore ha diritto a vivere una vita

normale e operare una scelta terapeutica che lo protegga
dalla comparsa di emorragie invalidanti e gli consenta di

prevenie lo sviluppo di artropatia cronica (profilassi)

V4
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The changing face of immune tolerance induction in
haemophilia A with the advent of emicizumab

1 2

Manuel Carcao | Elena Santagostino® |

| Carmen Escuriola-Ettingshausen
Johannes ‘:lelr:l»enlzpurg4 | Ri Liesner’ | Beatrice Nolan® | Angelika Batorova’ |
Saturnino Haya® | Guy Young® @ Future of Immunotolerance Treatment Group

TABLE 1 Questions regarding ITI facing the haesmophilia
community with the advent of non-factor therapies

Should patients with inhibrtors still undergo one or multiple ITI
attempts to eradicate their inhibitors?

Should emicizumab be given concurrenthy with ITI to prevent
bleeds?

Given that mnow with emicizumab low-dose ITI regimens may no
lomger be handicapped by higher bleeding rates in comparison with
high-dose ITI regimens (which are associated with much higher
cost and burden) will ITI regimens change?

Will govermment and insurance payvers support the cost of
concomitant emicizumab with ITI?

Will there be any role for prophylaxis with traditional bypassing
agents (rFWvila and FEIBA)?

If patients undergo ITI {particularhy patients receiving concomitant
emicizumahb) and achieve success, will they contimue on
emicizumab?

If patients remain on emicizumab post inhibitor eradication. must
they continue on some regular exposure to FWII to maintain
tolerance to FWIITF

Haemophilia. 2019 Apr 29. doi:10.1111/hae.13762. [Epub ahead of print]
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TABLE 2 Key conclusions and recommendations

Eradication of inhibitors is still a desirable goal and ITI is the only
approach that currenthy offers this potential.

Patients with inhibitors should be offered at least one attempt at
ITL

Although inhibitor eradication 1s still a laudable goal, for those
patients who for warious reasons must delay or are unable to
undertake ITI, emicizumab alone is now an option.

The likelihood of successful ITI is mainhy on the basis of historical
pre-1Tl peak titre and peak titre during ITI. ITI dose/regimen may
be chosen according to patients' risk group.

Monitoring should be done frequently (suggest monthly), and ITI
dose/frequency can be adjusted depending on how the patient is
doing (based on changes in inhibitor titre and bleeding phenotype).

For patients who are not appearing to be successful with ITI,
adjustments to the ITI regimen can be undertaken. This includes
switching FVII products or intensifying the regimen. With the
availability of emicizumab, the FIT group would in general not be
supportive of adding immunosuppressive therapy.

In the future, patients are likely to undertake fewer courses of ITI
making the initial course so much more important and making
decisions regarding what FWIII product to use and what ITI regimen
to use even more important.

Emicizumab can almost certainly be used concomitantly with FWIII
during ITI to prevent bleeds. This may impact on the decision of
what ITI regimen to use.

Many questions remain as to what to do with patients after
successful ITI; can tolerance to FVII be maintained without
ongoing exposure to FWVIIT
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Profilassi nei pazienti con inibitore?
Chi, quando, perche

Tutti i pazienti ad alto rischio
per lo sviluppo di artropatia cronica

Prima di iniziare I'ITI

Durante I'ITI

In caso di fallimento ad ITI

In presenza di articolazioni bersaglio

In caso di pregresse emorragie gravi

In preparazione e dopo chirurgia ortopedica

Migliorare la QoL Impedire/rallentare lo
sviluppo di artropatia cronica.

EMOFILIA | L.CERTEZZA DELLA.CURA




