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Pharmaceutical & Food Safety Bureau (PFS)
Ministry of Health, Labour and Welfare (MHLW)

1-2-2, Kasumigaseki, Chiyoda-ku

Tokyo, JAPAN, 100-8916

Your Reference: Your Message of; Our Reference: Dr.W./AH Date: April 30", 2008

Committee questions from April 24™, 2008

Dear Sirs,

following you will find answers to the questions raised by you on the Theraflex MB Plasma
on April 24™, 2008.

1. Actual conditions of blood products supply in each country, where the inactivation

has been implemented
{Please specify the total number of blood products supply with breakdown of inactivation
" processed and non-processed blood products in %. Also, describe, whether alf supplied
blood products must be processed mandatory or user (physician or hospital) can chose

one).

ANSWER:

Supply of pathogen reduced blood products by countries:

In our letter of 31.3.2008 to you, we indicated in Table 1) the list of countries, where the
Theraflex MB Plasma has been registered and used in clinical routine. Below you will find
a table of the countries with the actual quantities of plasmas treated in 2007 and the
percentage of the total therapeutical plasma units treated by Theraflex and/or by other

methods.
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Peter Keermmers 8:.7; 505 7004k - k7 781777 800 BL7: 500 80000 - KTO. 926 (30 00
Amesgericht Offenbach HRB 33620 BC DEUTDEFFS05 B DRFSTIERF

USTOMNE DE 119300 4700 BAN: DE4BS0ET00180781777R00 {BAN: DE/EOUEO000NCAZEEN000


GTYHN
テキストボックス
（参考）マコファルマ社回答（英語）



Country Inactivation Quantity of % of % of inactivated
for plasma plasmas treated | Theraflex to plasma to
mandatory with Theraflex therapeutical | therapeutical

MB plasma plasma plasma

Argentina | No 2000 . -

Belgium Yes 70000 100 100

Brazil No 2000 - -

France Yes (in future) | 150000 (in 2008) | 60 (in 2008) 100 (in 2008)

Greece No 8000 5 -

Italy No 34000 5 25

" Malaysia No 300 - -

Russia No 17000 1 1°

Singapore | No 1000 - -

Spain No 105000 44 69

UK No 9000 2 2

in Belgium and France the National Transfusion Services offer only pathogen re-
duced plasma products (in Belgium since 2004, in France conversion is planned

by 2009).

in all other countries the physicians and hospitals are still free to use their plasma
(pathogen treated or quarantine plasmay) by themselves. However, the trend in

Europe goes clearly to pathogen reduced plasma products and pathogen reduced
platelet products.

Leukocyte reduction:

+ The trend of blood transfusion related side effect occurrence rate, such as GVHD, with

inactivation processed with leukocyte reduction and without leukocyte reduction.

ANSWER:

Please note, that leucodepletion of all red cells and platelets is mandatory in
Europe for ali countries since many years.
The number of febrile transfusion reactions has decreased since significantly after
Introduction of universal leucodepletion (see f.ex. M. M. Mueller et al.,

“Clinical impact of leucocyte depletion — what is the evidence?”; Science series
(2008), 3: 85-90).

To avoid GvHD, blood products aré still gamma-irradiated. However, it is expected,

that platelet pathogen reduction technologies, including the THERAFLEX UVC-treat-
ment by MacoPharma, will substitute gamma-irradiation of platelet concentrates.

3. Test:

The existing tests and/or processes, such as leukocyte filtration and NAT, which can be

omitted after inactivation implementation.

ANSWER:
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In the different countries where the process is implemented the quarantine storage is
omitted. This leads to be,iter logistics, reduced storage space, and immediate provision
of the plasma.

Neither leukocyte filtration nor any at the time of implementation of the MB procedure
used test for infection markers was stopped in any country. Nevertheless, the
implementation of new tests or tests with enhanced sensitivity, like single NAT was also
not done after introduction of the MB procedure.

Plasma:
In Europe the THERAFLEX MB-Plasma Procedure substitutes leucodepletion of

*  plasma, since the membrane 0.65 um filter is more efficient than a'plasma leucode-
pletion filter. :

Platelets:

We expect, that the THERAFLEX UVC-Platelet Procedure will substitute in the future
both gamma-irradiation as well as bacterial screening.

We do not recommend any substitution of viral NAT-Testing for the moment

4. Post marketing surveillance:
(Specify the actual condition of the PMS including fotal number in each country):

ANSWER:

Post market surveillance is done by Blood Transfusion Services and by Hemovigilance

procedures installed in all European Countries with most experience available in the

U.K. and in France.

All European countries have ongoing Hemovigilance programmes for all components,
. which includes MB-treated plasma.

Additional, we have follow-up studies (like Phase IV Clinical Study on MB-Plasma

In France) or Publications on clinical use of Politis et al. [Vox Sanguinis, (2007);

Volume 92 Issue 4, Pages: 319-326], as already mentioned in our last letter to you

dated 31.3.08, under point 4.b).

We do hope to have answered clearly to all your questions arising on April 24" 2008.
if something is still unclear, please do not hesitate to approach us.

Sincerely yours,

o

MacoPharma |nternational GmbH

Dr.‘Wolfram %@,@\S g( / ’ /(rc/ é/

Dr. Stegan%eichenberg

- Scientific Director - - Project Manager Pathogen Inaetivation -
Copy: - Mr. Gus Ribeiro, General Manager, MacoPharma Asian / Pacific Region;

- Mr. Hirotaka Nagase, AMCO Inc., Tokyo / Japan;
- Mr. Kenzo Watanabe, AMCO Inc., Tokyo / Japan

36


GTYHN
長方形


BCT Japan %X &£#t[EZE

ARSHEEZRAR - RERMAERGRZERR
ENEMSEIE2 (S HE)

1. EUFEEF. B OFFLRTEZALTVSDENELDEIZEITHHIEDERE,
g1 AR 1 % BH O £ G (RBEEBZERAL TOSRASERL TLELRA O
B EOLFRFEEMZERAL TOSEA DI S X%, Ff=. HBEIEDLS
[SfThh TOS (HHRE. ERRDFRLEICKYRIGTEZLDHFH).,

SEIFLIFERATFILH M Pathogen Reduction Technologies (PRT) ARFE SN TH
Y, I3—Ay/N\TIIEFATEEFRAINY ., SEIEFLFEMEBRBETHo-YLTULET,

— 3O MBAIBEOTES PRT LB A EAEATRECREINTLNET,

Solvent Detergent SLIE (1990 X #NEAMNSLNA WAL E TEEIZERAH)

Methylene Blue (2001 FELUEHIFGICH T, IR ARA A R2)7 . EETERESFE
A)

Intercept Blood System(2006 FELI[§ CE v—VEEH @RHERAIZOLTIXIIFRIER)
Milasol PRT System [&. 2008 FIZM#FNET CE v—VZWMBFETT S

—2 O M/NMRLIED TES PRT EMNBAERFTINTLET,

Intercept Blood System(2002 &£ CE ¥—VHWBLE. EIZTFVR ARSLY N)L¥
— =R —ToNME L A—TREMIZFERS)

Mirasol PRT System (2007 f£# 12 CE Y— VG EH METAILIUR ARA2 A
A) T ERREFEEDOLOMDMF L F—CTREFERICMAIF -5 ERZEEH)

2FELT. A—ayNTEBEMIZERASNSGT R TOM/NMREFID 5% PRT LEAH

BENTEY . CNoDEFIAND PRT OFEAIFBAONIEMBERLNHLHIEE L ITEAF

T, EUDITIM/MREFIZODVTEWLELEIVEREZFELTLWSERIZIE. 7TUX,
RILF— TAILTUR, ARV B VR ERFEELHYET

PRT JLEFEHDREEKDHIEE ZVEECELTIE, PRT EBAEDEWNZEYYRA

FEEHELGYET , Mirasol PRT TOIMM/NMREMIEDINIE (55 R (LR IX 15 2L
A) T LML ECUEBATESLZ LMD, MBI A—DBE D MRS E DS E
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