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Karin Knobe Erik Berntorp Haemophiliaand joint disease pathophysiology, evaluation, and managemenj Journal of
Comorbidity20111:51¢59
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Increasing intensity of factor replacement

Treatment of
pain and serious
bleeding

Improvement of
target joints

Improves normal
activities of daily
life

Minimal
musculoskeletal
disease

Near normal
musculoskeletal
& psycho-social
development
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EPISODIC TREATMENT

V

SHORT-TERM PROPHYLAXIS
TERTIARY PROHYLAXIS (after onset
of joint disease
SECONDARY PROPHYLAXIS (after second
joint bleed)

V

PRIMARY PRO

HYLAXIS (before second joint bleed)
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It—ll—l Guidelines for management of hemophilia, 3012



Table WV - Prophyvlactic regmmens m chaldren vwwath haesmophilia

Higch-dose regimens (Sweden., Worth America)!-14.-2=30-31.535-34

Haemophilia Adc: 25-40 ITU/ K g 3 times weekly or
every other dawy

Haemophilia B: 25-40 IU/IKgs 2 times weekly

Intermediate-dose regimens (the Wetherlands)'''~ 7534

Haemophilia A 15-25 IU/Kg 2-3 times weekly
Hacecmophilia B 30-50 1IU/Kg 1-2 times weekly
GCGuidelines of the [Italian Association of Haemophilia
Centres (AICE)*®47

Haemophilia A 25-30 IU/Kg 3 times weekly

Haemophilia B 30-40 ITU/ K g 2 times weeklwy

Antonio Coppola et al., Blood transfust908§ 6 (sup®)
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Canadian tallored prophylaxis

Feldman et al. JTH 2006,;4:1228-36

AStarting atl to 2 years old

ATailored(escalatingdose) prophylaxisg§scDospe

U Lowdose prophylaxis regimen (stdp: Children begiprophylaxis withb0
FVIllunits/kg,oncea week [40%*]

U Medium-dose prophylaxis (step) : Thedoseis escalated td&30 FVIII units/kg,
twice aweek [44%%*]

U Equivalent of Standard prophylaxis (st8p:This Dose irther escalated to
25 FVIllunits/kg, on alternatedays [16%7*]

AThe dose escalation criteria :
U developingThree bleedsinto anyone joint in a3-month periodOR

U Four clinically significansoft tissue or jointbleeds while on
prophylaxis

ANeed to CVA 40%vs90% in JOS (joint outcome study with SP)




Treatment scheme for PUPSs receliving the nev
prophylaxisegimen Treatments

Age [months] 10 20
'iiiiiiiii'iiiiiiiii'iiiiii-.._
II|I|IIIII|IIIIIIII||||||I|
Bleeds
I — I e
first soft tissue bleeds first Joint
(muscle, skin) bleeds
Prophy regimen
I I 1 x weekly Iwhen bleeding pattern requests:
25 IU/kg 2% 25 lU/week = 3 x 25 IU/week
FVIIl exposure days 20 50
| |
\ A
Y f
FVII tolerizatlon phase Joint protection phase
Kumik A et al. Haemophilia 2010;16:256-62 1-50ED 51 - ... ED

Auerswald G et al. Haemophilia 2012,18:e18-20



Comparison of standard prophylaxis with a new regimen

Control group Study group (new
(standard prophylaxis regimen)
prophylaxis regimen) n=40
n=230

Inhibitors (u/u) 14 (47%) 1 (2.5%)

High responders (%) |8 (27%) 0

Low responders (%) |6 (20%) 1(2.5%)

| 97,5% reduced inhibitor risk with the new prophylaxis regimen

I
Kumik K, Bidlingmaier C,.. Auerswald G, Haemophilia, 2010; Auerswald G, Bidlingmaier C, Kumik K, Haemophilia, 2012
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Berkouk Xint hemophilia forurdDubai2013

A14 Hemophilia A patients

Aprimary Low dose prophylaxis
151U / kg 2x/week FVIII.

AStarted at the age o8B years

Ameanconsumptionof CFC:
A 1751IU / kg / patient / year (LDP)
A 1611IU kg / patient/year(OD)
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= — The Official Journal of the VWorld Federation of Hemophilia,
a e I ' . 0 I I a European Association for Haemophillia amnd Aallied Disorders amnd
the Hemostasis & Thrombosis Research Society
Haermropbhidia (2013), 19, 27-34

ORIGINAL ARTICLE Clircical barmeoprbilia

Short-term low-dose secondary prophvlaxis for severe/
moderate haemophilia A children i1s beneficial rto reduce
bleed and improve daily acrtivity, bur there are obsracle 1n
iIts execution: a multoi-centre pilort study 1N China

L. TANG.,” R. "WL,* J. SUN.,§ X. ZHANG . . X. FENG.,+ X. ZHANG.f K.-H. LUKES and
M-, PO
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(5) Gringeriet al. JThrombHaemost20 (6) ancoJohnson et aNEJM2007. (7) Valentino et alJThrombHaemost2

5/20/2016 PEYMAN ESHGHI 14



Prophylaxis in the classic way has generally been considered
feasible after a usage of about 31U/capita is achieved. This
model presumes an individual dose of 25—401U/kg every time.
Textbook of It 1s possible that lower doses may also be effective, or at least
better than on-demand therapy. With many developing coun-

Ll L
Hemophllla tries moving into the 1-3 [U/capita range of usage of clotting

factor concentrates [15], other models of prophylaxis need to

SEITH T

...- - o g be considered until such a time as the optimal doses are
’ ‘ ,,,r'-\ : worked out and availability improves in these countries. A
: hypothetical situation is therefore described below. Based on
the sTaiy quoted number of 5 P Wil 100000 poputation, a
country of 10 million people will have about 500 PWH. If
they have access to even 11U/capita, then they have 10 million
units of concentrate available. This would amount to about
200001IU every year for each person with hemophilia. If the
average weight of young children (<10 years) is taken to be

about 25 kg, still the children can be given a prophylaxis of
250IU (~10IU/kg) two tmes a weck, they would require
about 25 0001IU for the year. It is very likely that this regimen
will be better than on-demand therapy and should be
attempted. Depending on the availability of concentrates over

PAGE431

I'TUfcapita, a suitable regimen for prophylaxis can be worked
out increasing the dose and frequency while all the time docu-
menting bleeding and musculoskeletal outcome until whart is
acceptable to the community 1s achieved.

If 100% of PWHwere defined (L PWH/20000cap)then :

If 50% of patients were defined then:

5/20/2016 PEYMAN ESHGHI



FVIIl usage index : U Per Capita (2012 )
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Iran has been expected to haw&lU/capita FVIII usage ia0I ( FDO oral communication)
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PROPORTION OF CHILDREN WITH NO Compared with
OSTEOCHONDRAL DEFECTS BY MRI Prophylaxis,
AMONG THE SIX INDEX JOINTS AT RR for Joint

EXIT Damage
on Enhanced
Episodic =6.29

MRI outcome
| | Prophylaxis —

Prophylaxis — 93% 84% relative risk
. reduction

| | | MRI!| and XR: 86%
0%  20%  40% 60% 100% agreement

]
| T WFH FIARS OF ALRANCING
o TREATMENT 103 AL
WORLD FEDERATION OF HEMOPHILIA
Fedération mondiale de IThémephals
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ESTARLISHED 1N 1N12 AUGUST 9, 2007

Prophylaxis versus Episodic Treatment to Prevent Joint Disease
in Boys with Severe Hemophilia
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CORRELATION BETWEEN JOINT SCORES AND DOSAGE OF
FACTOR REPLACEMENT
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Joint-
Score

PEYMAN ESHGHI
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eEMp CT X M
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Early joint damage
escapes clinical
diagnosis
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_-PS ankles

” PS knees

— PS elbows
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30

Number of joint bleeds per year

D 0-2 years (n = 65)

35 years (n=30)

I

1
Number of infusions per week

Astermark,Haemohil20039,(suppll),32-37
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When to start?
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