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INVESTICE DO ROZVOJE VZDELAVANI

Do we need FVIII for the treatment of vWD?
Potrebujeme faktor FVIIl k| écbée vWD?

e

Jan Blatny

S
5 I

Oddéleni d étské hematologie
FN Brno, CZ




Diagnostic/therapeutic algorithm for vwWD

(by Rogedhiero et al., Blood 2009)

Family with VWD
B
(B) Bleeding symptoms

|_-:mE :;WF C:b ﬂ @ (C)

Patient Evaluation

N Disregard
(measure VWF if

pediatric)

Evaluate for
other MBD

D-‘r'es

VWD likely; perform RIPA, desmopressin infusion test, family
evaluation

Desmopressin- Desmopressin- )
responsive VWD unresponsive VWD )

N\ Desmopressin for Concentrates for major Concentrates y

minor bleeding / bleeding / major surgery or standard treatment / g

““* minor surgery when control of even minor proph?‘lams of P
bleeding is required bleeding __

T m%%w";--"ﬂﬂﬂﬂﬂﬂ ———— e
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Classification of vVWD

Type Description

S,
Yt

Decreased VWF—de'pez nt platel esion with selective deficiency of high-molecular-weight

2A | multimers W ) 9 O

2B |Increased affinity for platelet GPitY '0 (y .

M Decreased VWF-dependent platelet adh D@f’ithOﬁ ©ocgive deficiency of high-molecular-weight
multimers g Q O /_7
2N |Markedly decreased binding affinity for FVIII SZ) KA\

O
Virtually complete deficiency of VWF ./? Q g

VWD types are defined as described in Sadler JE, Budde U, Eikenboom JC, Fava<>.u =4, Hill FG, Holmberg L,

Ingerslev J, Lee CA, Lillicrap D, Mannucci PM, et al. Update on the pathophysiology and classification of von
Willebrand disease: a report of the Subcommittee on von Willebrand Factor. J Thromb Haemost 2006
Oct;4(10):2103-2114.
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DDAVP — Come back home!

CESKOSLOVENSKA
SOCIALISTICKA
REPUBLIKA

(19)

FEDERALNI URAD
PRO VYNALEZY

K AUTORSKEMU OSVEDCENI

266 156

(11)

POPIS VYNALEZU

(13) m

(51) Int. cL?
C 07 K 7/18

e

(21) pv 5308-86.D
(22) PirihldSeno 11 o7 88

(40) Zverejnéno 11 04 89
(45) Vydéno 13 07 90

(75)
Autor vynalezu

ZAORAL MILAM ing. DrSc., BLAHA IVO RNDr. CSc.,
LERL MICHAL ing. CSc., PRAHA, BARTH TOMISLAV RWDr, CSc.,
ROZTOEY
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Vasopresinové analoga a zplsob jejich piipravy
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The DDAVP “Czechllenge”

e DDAVP for the treatment of vWD not available in CZ!!!

— Despite the fact, that DDAVP is Czechoslovakian patent (author
Ing., Dr. Zaoral, Czech Academy of Science) from 60s and has
been firstly manufactured in 1967 by Spofa

e Solution suggested:

— Urgent need for availability of this efficient and cheap medication
for people with vWD in CZ

s
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.




Treatment options in VWD

Federici. Advances in Haematol, 2008

« DDAVP

— 0,3 ug/kg in 50 ml of normal saline during 30 mins
* Increase of VWF and FVIII 3-5x times

Efficient for up to 6-8 h

Can be repeated up to 2-3x times

Prior “clinical test” needed
— Type 2B — can induce transient thrombocytopenia
— DDAVP does NOT work in severe type 1,2 and in type 3
— lons in patients’ plasma to be monitored (Na, CI)!!!

 Factor concentrates for those who cannot be treated with DDAVP

e Other treatment
— Antifibrinolytics (tranexamic acid) etc...
* Minimizes menstrual blood loss significantly (1 g g6-8 h)
— OC beneficial for girls/women with excessive menorrhagia
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Do we need FVIII for vWD patients?

e NOT for those, who could be treated with DDAVP

e Unfortunately, this is not the case in our country in these
days.
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Treatment options in VWD

Federici. Advances in Haematol, 2008

FVII/VFW factor concentrate

— Different concentrates — different VWF/FVIII ratios

— Different purification of the concentrates

Medium purity

High purity

Recombinants

— eoretical risk o VTE?

Repeated high doses during surgeries in adults

Daily FVIII level monitoring recommended to keep FVIII within 50-150%
— Minimal effective level of VWF:RICo during treatment?

Probably over 30%

— Need for balancing between efficient VWF level and “prothrombotic” level of
VII?!?! (in some patients)

— May be administered prophylactically
« Mainly in type 3 patients
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Treatment options in VWD

Federici. Advances in Haematol, 2008

FVII/VFW factor concentrate

— Different concentrates — different VWF/FVIII ratios
— Different purification of the concentrates
* Medium purity
» High purity
 Recombinants
— Theoretical risk 0 VTE?
» Repeated high doses during surgeries in adults
« Daily FVIII level monitoring recommended to keep FVIII within 50-150%
— Minimal effective level of VWF:RICo during treatment?
* Probably over 30%

— Need for balancing between efficient VWF level and “prothrombotic” level of
FVII?!'?! (in some patients)

— May be administered prophylactically
« Mainly in type 3 patients
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Endogenous FVIII synthesis in vWD patients

VWD patients :

— The endogenous ability to synthesize FVIII is intac
— In most situation they do not need exogenous FVIII

Plasma levels (IU/dI)

200

150

=
o
o

(S
o

Pure vWF (100 IU/kg VWF:RCo)

12

24

36

Hours post-injection

—a— VWF: RCo

FVIII:C

48 60

2 Pharmacokinetics in
8 type 3 patients (mean)

72

J. Goudemand et al., J Thromb Haemost, 2005;3:2219-27

.
.



Description of endogenous FVIII rise

caud

—a— Type 2A (n
—x— Type2B(n =4
—®— Typel(nh=2
—a— Type3 (n=6

RasyaPRll

0] 6 12 18 24
Hours post-infusion

J. Goudemand et al., J Thromb Haemost, 2005;3:2219-27
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Do we need FVIII for vWD patients?

« NOT, unless emergency event!

 However, in general FVIII/VWF concentrates are
effective enough with no harm.

e Pure VWF concentrates useful especially for
— People/situations with increased risk of thrombosis
— Elective procedures
— Prophylaxis
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Our experience with pure vVWF (Willfact)

In VWD type 3 girl on prophylaxis

e Rationale for switching her to Willfact
— Lower and less frequent dosing
— Better quality of life
— More “physiological” way of treatment
— Less to inject

 Dosing and pharmacokinetics
— 17 1U/kg of VWF twice per week
— Every other day (at least 3x per week) during periods
— Response to the treatment (after 72h wash out period)
* FVIII 17% (from 2%)
 VWF:RICo0 21% (from 3%) - suboptimal
 VWF Ag (LIA) 40% (from 4%)
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Effect of the treatment in our patient

No spontaneous bleedings
Periods well controlled

Less frequent administration
— Will be able to administer via peripheral vein

Good QoL

Further steps??

— Keep the low frequency of drug administration

— Increase the dose (body weight dependent, clinical symptoms)
— Keep her on convenient prophylaxis
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Thank you for your attention!!




