Ovlivni vysledky studie SIPPET nas p Fistup k lé ¢beé
hemofilie?

Jan Blatny

Oddéleni d étské hematologie
FN Brno, CZ
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Mozny st Fet zajm U

e V poslednich 5 letech
« Konzultace pro: Baxalta/Shire, Bayer, Pfizer

 Honorare za pfednasky: NovoNordisk, Baxalta/Shire,
Pfizer, Sobi/LFB, Grifols, Octapharma,
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Oznameni

* Informace uvedeneé v teto prednasce ¢erpaji z publikace
vysledkd studie SIPPET v ¢asopise NEJM, viz dale.

e Stanoviska a pripadna doporuceni ve sdéleni uvedena
jSOU jen a pouze nazory autora a nejsou oficialnim
doporucenim zadneé narodni ¢i mezinarodni instituce
a/nebo organizace, vcetné téch, jichz je autor ¢lenem.
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Ovlivni SIPPET nasi |é ¢bu?

e Zatim se zda, ze ne.

o Deékuiji, za pozornost ©
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Proc¢ “zatim”?




Proc¢ zatim?

e Manuscript studie byl zprvu opakované odmitnut
renomovanymi ¢asopisy, nasledné v jednom z nich
publikovan!?

* Byla publikovana jen ¢ast existujicich dat.
— Autofi postupné uvolnuji dalsi informace

« Kolem studie je fada metodologickych otazek, je ale vule
autoru na né odpovéedét.

7 w7/

— 2vlastni Cislo ¢asopisu Haemophilia?

e Je mozné, ze zatim nevime o studii dost a mozna se
casem nas pohled na ni i jeji vysledky zmeéni...
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Design studie SIPPET

303 Patients were assessed for eligibility

39 Were excluded
25 Did not meet indusion criteria
5 Deeclined to participate
EEE— 1 Was lost to follow-up
2 Had protocol viclation
6 Did not undergo randomization
to Kogenate FS

264 Underwent randomization

L] Y
133 Were assigned to plasma-derived 131 Were assigned to recombinant
factor VIl factar VIl
B Weare excluded 5 Were excluded
1 Had previously received blood 1 Had previously received blood
components =5 times and compaonents =5 times and
underwent randomization in underwent randomization in
error errar
6 Did not recenve infusion after 4 Did not receive infusion after
randomization -] - randomization
1 Withdrew consent 2 Withdrew consent
3 Were lost to follow-up 1 Had protocol viclation;
1Was not adherent to treat- received a different
ment: factor VI product
1 Had early termination of 1 Was unable to continue
treatment trial
L ) i
125 Were analyzed 126 Were analyzed

107 Completed the trial
18 Had censored follow-up data
4 Had early termination of treatment

109 Completed the trial
17 Had censored follow-up data
B Had early termination of treatment

5 Had protocol violation; switched
to a different facter VIII product

1 Withdrew consent

2'Were not adherent to treatment

3Were lost to follow-up

1 Did not have a sample for central
measurement

2 Died

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

5 Withdrew consent

1 Was not adherent to treatment

2 Had adverse event

1 Did not have a sample for central
measurement

Figure 1. Screening, Randomization, and Follow-up.
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Zavery studie SIPPET

CONCLUSIONS 4

Patients treated with plasma-derived &ﬁlﬁ‘avﬁ containing von Willebrand factor
had a lower incidence of inhibito ose treated with recombinant factor
VIIL. (Funded by the Angelo E} Bonomi Foundation and others; ClinicalTrials
.gov number, HCTDIE} 4&“9 udraCT number, 2009-011186-88.)
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Otazky k zamysleni:

Jedna se o studii s PUPs?

e Jedna se opravdu o randomizovanou studii?

o Jak byly Ié€eny subjekty ve studii?

« Je populace hodnocena ve studii srovnatelna s populaci
evropskou a/nebo severoamerickou?

« Jsou zjiSténé incidence inhibitoru pravdivé?
— Predcasné ukonceni studie
— Cast subjektd nedoséhla 50 ED
— Odlisny cut-off
o Lze aplikovat vysledky studie SIPPET do nasi
kazdodenni praxe?
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* Pred zapojenim do studie mohl subjekt dostat <5x
jakykoli transfuzni pripravek, v¢. FFP a/nebo Cryo
— To se stalo u >40% subjektu

 Nejedna se tedy o PUPs v pravém slova smyslu

o Jakkoli je pomér takto “predléenych” subjektu v obou
ramenech stejny, nejsou znamy detaily o této IéCbé.

— Je z imunologického pohledu stejné vyznamné podani 1 TU
EBR jako 4 TU Cryo?
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Randomizace?

11 center zaradilo jen jednoho pacienta
— Ti byli s jistotou randomizovani. Bylo to ale stejné v obou
ramenech?
» Zbyvajici centra pouzila randomizaci v blocich po dvou!
— Prvni randomizovany, druhy musel dostat “opacny lek” a
zkouSejici védéli, jaky I1ék podavaji
— Protoze nebyli zarfazeni vSichni konsekutivni pacienti, je zde
signifikantni riziko “selekéniho bias”
— To muze byt jednim z vysvétleni vysokeé incidence inhibitoru

* V zemich, z nichz pochazi cca 75% subjektu studie je
casto ucast ve studii jedinou moznosti, jak poskytnout
lecbu

— DalSi moznost “selekéniho bias”

—
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o Velmi striktni statistické zpracovani, leCebny rezim byl vSak
ZCELA na ROZHODNUTI Klinika.

— Nejsou informace o tom, jaky leCebny rezim byl zvolen a pro€

— Pocet subjektu s “chirurgii” je srovnatelny v obou ramenech, ale
nejsou informace o typu/rozsahu/duvodu chirurgické intervence

— Median ED za rok je 7111 277

— LécCba byla zahajena v pruméru pozdéji, nez je zvykem (kolem 20M)

— Pouze cca 15% subjektlu v obou ramenech bylo na “standardni
profylaxi”

* Navic neni jasné, co je standardni a co modifikovana profylaxe
— Chybi Udaj o davce, je uveden jen interval (1x resp. 3x tydné)

o Léeéebnyrezim byl zasadn é odliSny od praxe v EU!
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Populace

Table 1. Baseline Characteristics of the Randomly Assigned Patients.*

Plasma-Derved Factor VIII Recombinant Factor VIII
Characteristic (N=125) (N=126)

Country — no. (%o)
India 40 (32.0) 43 (34.1)
Egypt 38 (30.4 37 (29.4)
Iran 14 (11.2 18 (14.3)
United States 9 (7.2) 9 (7.1)
Italy 5 [4.0) 43.7)
Otherf 19 (15.2 15 (11.9)
Age at first treatment — mo
Median (range) 15.0 (0-6 16.0 (0-75
Mean 19.1+14.3 21.3+16.3

e
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
-

.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.
.




Populace?

* Cca 75% subjektu v obou ramenech pochazi ze tfi zemi:
Indie, Egypt, Iran.

 Pouze kolem 10% prokazatelné ze “severoatlantickeho’
prostredi (USA + Italie). 15-19% pak uvedeno jako “ostatni”

* Nejen rasova pfrislusnost, ale i zivotni styl, systém zdravotni
péce, navyky, infekce, vakcinace, hygiena, klimatické
podminky a pod nejsou srovnatelné s EU/USA

— Velka Cast téchto faktoru pfitom pravdépodobné muze ovlivnit imunitni
system jedince a tedy i riziko vyvoje inhibitoru pfi IéCbé hemofilie

* Prinosem by bylo srovnani Indie, Egypt, Iran vs EU/US  A?
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.




Inhibitory

Table 2. Characteristics of the Patients in Whom Inhibitors Developed.*

Plasma-Derive Recombinant
Characteristic Factor VIII Factor VIII
pe of inhibitor — no./total no. (%

All 29/125 (23 47/126 (37
Transienty 7/27 (26) 12/44 (27
Persistenty 20/27 (74) 32/44 (73

High titer 20/125 (16) 30/126 (24
Transienty 3/18 (17) 2/27 (7
Persistenty 15/18 (83) 25/27 (93

Low titer 9/125 (7) 17/126 (13
Transient 4/9 (44 10/17 (59

)
Persistent 5/9 (56) 7/17 (41

-
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Incidence inhibitor G7?

Kumulativn é 26,8%pdF vs. 44,5% rF. HR 1,87 (95%CI 1,17 - 2,9

 Mozné ovlivnéni selekénim bias”

* Byly by vysledky stejné i za jinych podminek (lé€ba, populace,
zevni faktory)?

« Jak ovlivnilo vysledky pred€asné ukonceni studie?
— Cca 85 pacientu nedosahlo 50 ED!

— Bylo opravdu tfeba studii pfedCasné ukoncit kvuli riziku vyssSiho vyskytu
iInhibitoru po Kogenate? (Ten sama studie nepotvrdila, spise naopak)

v

* Proc jsou absolutni hodnoty incidence inhibitort 2 x vétsi, nez
se ocekavalo v obou ramenech?

— Hodnotime-li jen persistentni inhibitory, pak je incidence 16% (20/125)
pdFVIIl a 25% (32/126) rFVIII, HR 1,58

e Cut off 0,4 BU?
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Srovnavané preparaty

Table 1. (Continued.)

Plasma-Derived Factor VIII Recombinant Factor VIII
haracteristic (N=125) (N=126)
rand of concentrate — no. (%

Alphanate 9 (7.2)
moclot 61 (43.8)
actane 43 (34.4)
anhdi 12 (9.6)
dvate 13 (10.3
ogenate FS 61 (48.4)
ecombinate 45 (35.7
ReFacto AF 7 (5.

e Fakticky je srovhavan Factanate a Emoclot s Kogenate a
Recombinate, tedy 1. a 2. generace rFVIlI

s ——
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Lze aplikovat do kazdodenni praxe?

* Vysledky studie SIPPET pro danou populaci za danych
podminek/okolnosti nelze zpochybnovat.

 Dokud nebudou vyjasnény vySe uvedené otazky, neni
jisté, zda jsou jeji vysledky aplikovatelné na nase
“pomery”.

o Samostny fakt, ze se jednalo o randomizovanou studii
neni univerzalni zarukou.

o Je tfreba mit na paméti i rizika plynouci z podani pdFViIll,
|enz tato studie nezohlednovala.
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Co udelam ja?

e Zatim nevidim duvod k zasadni zméné.

e Veéfim, ze autofi SIPPET odpovi na vétsinu dotazu z
odborné komunity a nékteré véci se tim ozfejmi, Ci
vyjasni

e Budu ostrazity u vysoce rizikovych pacientu

e Vérim v individualni pristup ke kazdému pacientu a
rovnéz v to, ze je nejdulezitéjsi to, jak je IéCen, nejen to
cim je IéCen.

 Mohu se pochopitelné mylit a vSe muze byt jinak ©
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