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EHTHS, HMGIEOERAE R F ISR IZIZH D20 ~ 30%Tit, FMFEE#HE&ET 54, v
MTE20T, F¥45 100% (60 ~ 140%) 5 h@aA e A—0BEL, —BYE L {idk
ANEFMEEY 1 %RAMOBE 2 RWER, | ~ B ARRO FIEFTOILMERLT &% <
5%DBE2HFLEY, S%UEOBEAEGY 5, TORCEAFMREAARES LS dRm
CEFMAET S, BERNE E R FERMmAER BRI MRABEE Vo Aol O TGRS B
AT, I A HE AL T L S 7 von Wille- Linh, BEOHMRYSSHY, EWMTIRS v
brand B+ (VWF) omiti{E#EFHICL D FVEF F—BENEmAOMAREC DO TIIERLA
HO3~6BO LAV TE D" desmo- Ly, 2/, BUICHELTELY, BAERRLT

FWE (BVEET) VWF (von Willebrand B8F) DDAVP (desmopressinl FVESIA| (0@ S EMIEFRA)
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ATOHAT—E LTHET 5. ERMABDIZH
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LFE /VWF S EERL, BER{ESoFrA >~
C (APC) »ER{EEXEAT (FXa), FiEE
KE¥ (FXa cLaFEbeghsht, HO¥
K& VRERELERMLT S L, MEmMEECOMm
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FXakl bt biCFXaseBlEBEHMT S,
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LR E S hiEREL, FXao@MELLT
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low-density lipoprotein receptor-related pro-
tein (LRP) #*FVIDHEIRIA D A& NS
L, FMO 2z ) 75 A HBA S TVWa Dk
HiHAG LT,
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W3 “MEMENBE" 25 2R+, FRMEP
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AE L /- PRERT (X, R o 4 o0 B P B M A
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MEFHEROFNEZFHET & FEARHRE L
LT, MEfECHT 3 IER IS X7
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HliMEH L2 ME %2, “MAME (larget
joint) ™ EWER, BN HH I RAS i (3 B P i
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HEETHL. FL XAEHLSHERETZ2HNE
FOERFKMERE - RIELNERFHB LR, B
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C O R S B I AT A T R oD TR Y e ot
X, MEEEEFEAOMBICLZEIAMKAE
V. MEREErFREFOHEETHON Ll Lk
B4 TETORBENHEICED, FEMAIL
MPLEE, WlE ELTHRHL>TEEEOWMOER
Ll ol BiE, BN TEMTREZS FVIRAC X,
M F VIR A2 #l & A EFH#HIBZ FIRAZ2
Flaidn, 2oBHLZR1VCTT, BAlho #
"o G, % 1mLic 1 HiIETh2H
S FIEEDS 100% %t hifiz @t 5, B
HRTE, SUAOEENLASE LTSl
BEEEELEILATVLS, kB, 22777
b FI2 VWF # &4 L von Willebrand # (= & G
HHLA, MEMATHERTIECEhoMA L
DHLBERSERV4~ 16E{ kB LicH
T35,

39, HEMBHERICOOTIR, WESESMmSE

APC (E#L7074 >C) F X a GREBXEF) FXa (EEAAXEF) FX (BXEF)
LDL (low-density lipoprotein) LRP (low-density lipoprotein receptor-related protein) FFP (#F 35 M &%)
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1 EISHP?‘C‘&E'IIEUHEE-?-!N 2008 FTERE
O meEREEETEA | BEFER
5ux:fhm :/jrﬂrF a—¥24 FFS
L/ FATFZ A R4 T
B#&#+Eit :
AL EiwA o
) . Fr4=—X
(] A i 4 5] P4 ik ot 4% ;:(;&f;m KA L —
Mt (CHO) #iRa
e _g.? 250 4 (10 ml) | 250 #its (10 mD) | 250 #{z (2.5 mD | 250 #fL (6 ml)
M GRAER) | 500 #4z (10ml) | 500 #z (20 m) | 500 #ithz (2.5mh) | 500 #4Z (5 ml)
S 1,000 MAE (10 mD) | 1,000 i (40 m) | 1,000 BT (2.5 mD) | 1,000 842 (S ml)
von Willebrand
. . br 7 7
BFOEHORR L &0 L %L
(w2 L nglH)

AlHE ARk AIR, 2/ L L ENEMnh ko
Mm¥EEHOTS, 29, mlErolRzRMC,

HBV (hepatitis B virus), HCV, HIV, HTLV-1
{(human T cell leukemia virus type-1), #§#,

BRSO ANLABIQILHTEAZ ) —=2
HEAXEML, S8 LM% IS ER
BELTERTZ. BETRICEVTS solvent/
detergent (S /D) L8, + /74N bL—a
el oY A LA ER N ST L, (]
W OGRENREAEL TV A, —F, BETH
a2 WA 2 AlicowvT ik, BHK #ifa% CHO #ik
Lo FVIIR R T 281 A0A A 72 FVIFE S il %
AL, ebmEEREBELLVLOD, B
RO BFI T3 F VI ik o i & L ORANL
TRTOEERME LT P o7~
TrERLTVE, 2408, B EAKOMAT
HEEEM a@ctIDFELY, FETIHE%E
Wb LELFCc L P LUPBMHRER %
Fofe{BMLAVEALERLTVS. MET
Bicidasic, S/DUBI LB 74 LAFHEL
ME HAAETRTOVE, ERRICCAET, 010

(FFP) c&H & fa FVlids & £ 0.8 Hi{r
/mLTHaH, WREMELO-DEFERTZC
EICENVERTEZFMIRBESEAETHE 2
YAZLEF— b (22U ) icitBE L7 8 B
/mL &, FFPo# I0ffo FUAEHES A TL
S LAL, 1965 00 M % 05 1o (o i M 2 B
AlTh27-20A42ALTY, AR TOgD
WAERMAERABEO FVIEE% 50%Ic LR S
HhoBFCR200mL BEEo SR LE L
N, KRESPRBESVLELBECEEET
EpULERATL L2, Th, BRIEHETREY
FIMATRa 772 FF2KE{E, 100~
400 847 /mL L O THRBREIZL>TED, F
VIRFB S ) FRAFIIZEALMEL 256
hl{feoic, 2, BHELICHEVREAYDR
WUbERE S h, NHABRSHOT LLX—RIED
Ml ok hiote,

LEMIZDOOTIE, BEISHFCHBEOHS HIV
(human immunodeficiency virus) % HCV
(hepatitis C virus) (2fE 2 3 BRFER{E~D
MWy aicMe sh TS, BlE, BENTHEA

HIV (human immunodeficiency virus) HCV (hepatitis C virus)
HTLV-1 {human T cell leukemia virus type-1)

HBV (hepatitis B virus)
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: - BmiEsta, mgkg % 1 H2-3E0OMMERZITS.
MWD | B — 2 EFLr~<L% 80-100%E L, SRICHLT 12-24 | #ETEN MM LT b ZO/FE
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EOBREMA(F 7@ 2PFENBEICHSTS
1% EC#FTCESCL2EELTVSE 'Y, &
L, BETRE®MO 1 EESRPESHEBCE
fEMbD L HRBIATED ™, RE5RL
#ESMEEEMTCRETIXELL LAY,
ks, EMEMAEMLCHTEELAIZE, 3—
oyt TRBERENDL, I—av3T
(&, M2 E R EoE A WEES 2 FH 45
ML R T 5 o L ARG ERL T

58 (1430)

(Zmk 12 X v 5IH)

AOicitL, deskcid | EL Eo s A BA
BETHAEENHAEMETHILEL TV,
$7:, 33— o TR AE N TR A & RURRY
CHALL) LT 2BMA—RNTHLOIZT
L, dekTioREmamsr s8R
L, B, AFXATIM 1 BoEESH» LR
ts L, HME#EI 2 GEATEEORECRLET
W20, W 3EE &SR SR R
ahTv3, BETH, BAFNEMERFESOM
KRERET, EMMAMGEOMERTL T
Thah, ThhiEHA2~3EOEHES %R
T5I3—awHATHS,

6. HRIESE

FVIRH % £—5 A5 3 8cia, Fuiidy
%< FVIEM R Y — 2 flhh b7 7E~NERESL
EMT L, 1H1I~2RITHRELTLEST
(i O EE T IEmMGRIF ik ST
Lok, FUEtoE=_2—b#llE2f 27
icrn@mEME STV EYMBETH L, O
oRaElSAEE LT, HERSEVERSH
te. ik big, FTHEDEHE—-FARET
BiEE 45 FIERICEEL, 208, FVIRA

M7 747 Vol 18 No. 9, 2008




5. MEEAOREASTWAMES EBM

#]5 NTULEMABSOAFERICBUSKA-S2R5ELNANSEOLR

18/18 22/25
24+14 26+ 14 NS
= 60217 58+25 | NS
3 S 13+ 13+1 NS
: 4|  733t126 342469 | < 0.001
ot S 3 0 NS
WRHDEF (/) . | 3012213 | 1.56£1.21 | <0001
Wl EEHN (H) 7 3 < 0.001
NS HEEZL (XR 20 & DA

PRHEAICES LFMGEE2 —EL<icFoH
SHETHS.

B,

WERE (R kg/EW) =2 YT T A
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Current situation of regular replacement therapy
(prophylaxis) for haemophilia in Japan
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Summary. We conducted a questionnaire survey of
haemophilia treaters participating in the Fourth
Seminar on Regular Replacement Therapy (spon-
sored by Baxter Bioscience, 4 March 2006) to
clarify the current status (up ro January 2006) of
replacement therapy for haemophilia. The haemo-
philia treaters including medical doctor, nurse
belonged to 48 institutions located in the 23
prefectures of Japan. Topics included age at the
initiation of regular replacement therapy (prophy-
laxis), and expected future situation of patients
who are currently receiving prophylaxis. Data were
collected from 1267 patients with haemophilia
A and 273 patients with haemophilia B who
had been treated at the represented institutions.
Of these haemophilia A and B patents, 23% and
16% had received a prophylactic treatment regi-
men respectively. A breakdown of each disease by
severity demonstrated that of the patients with
severe haemophilia A and B patients, 27% and
18% of patients received a prophylaxis treatment,

compared to 17% and 19% of patients with
moderate type, and 1% and 3% of patients with
mild type respectively, Of those severe haemophilia
A and B patients receiving prophylaxis, the per-
centage of primary prophylaxis, which means
prophylaxis begins under 2 years of age, was still
small for 24% and 29% respectively. However,
approximately half of the patients received pro-
phylaxis during the age of 2-14 years, which
suggests that secondary prophylaxis is widely
spread in the age group in Japan. Problems in
introduction of prophylaxis include difficulty in
peripheral venous access, a lack of understanding
of the therapy by the caregiver. In addition, the
fear of inhibitor development, as well as the
psychological anxiety in paediatric patients, was
also mentioned as barriers to initiating and contin-
uing prophylaxis.

Keywords: age, haemophilia, Japanese survey,
prophylaxis, severity

Introducton

In pavients with severe haemophilia, arthropathy
resulting from repeated joint bleeding remains an
important, unresolved problem. Recently, regular
replacement therapy in which the deficient coagu-
lation factor has been replaced regularly since
under 2 years of age or the occurrence of the first

Caorrespondence:  Masashi Taki, Department of Pediatrics,
St. Manianna University School of Medicine Yokohama City Seibu
Hospital, 1197-1 Yasashicho, Asahi-ku, Yokohama, Kanagawa
2410811, Japan

Tel.: +81 45 366 11115 fax: +81 45 366 1190;

e-mail: m2raki@mananna-wac)p

Accepred after revision 6 July 2008

joint bleeding (primary prophylaxis) has been
spread for patients with severe haemophilia in
northern Europe, Canada and the USA. The goal
of this therapy is to prevent joint bleeding, and thus
to avoid the onset and/or to slow the progression of
arthropathy. Decreased frequency of bleeding into
the joints and satisfactory joint evaluation scores,
as well as a possible decrease in the development of
inhibitors, have been reported in patients receiving
this therapy [1-5]. In addition, primary prophylaxis
has been recommended by haemophilia societies
world-wide, ncluding the World Health Organi-
zation, World Federation of Hemophilia, and
National Hemophilia Foundation [6,7]. Recent
publication of Joint Outcome Study showed the
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usefulness of primary prophylaxis based on strong
evidence [8].

However, difficulty in venous access in infants, the
hesitancy for vemipuncture in infants in a non-
bleeding condition, the potential increase in the total
dose, and a lack of established guidelines for this
therapy (such as appropriate time to initiate, optimal
dosing and infusion protocols), and the lack of a
standardized method to evaluate the prevention of
arthropathy are main reasons which primary pro-
phylaxis for patients with severe haemophilia has not
spread in Japan.

Geraghty et al. conducted a questionnaire survey
in 2003 to determine the status of replacement
therapy at 147 institutions from 20 countries. They
reported thar 19% of patiemts had started prophy-
lactic therapy cither before the age of 2 years or
before the occurrence of a second joint haemorrhage.
Their survey also indicated that the spread of this
therapy varied greatly among differenr countries [9].

In a survey conducted in 2001 by the Japan Society
on Thrombosis and Hemostasis [10], only one of the
11 major institutions reported that they had intro-
duced primary prophylaxis in practice. However,
since then, the number of institutions adopting
primary prophylaxis has been increasing gradually
in Japan [11-13).

In this study, we conducted a questionnaire survey
to clarify the present status of prophylactic therapy
for patients with haemophilia and to identify the
issues associated with rhis therapy in Japan.

Materials and methods

The January 2006 survey questionnaires were dis-
tributed to doctors who participated in the Fourth
Seminar on Regular Replacement Therapy (4 March
2006). They belong ro 48 Japanese institutions
engaged in the care of haemophilic patients. The
three-page questionnaires requested answers to ques-
tions about haemophilia-treatment topics, including
the status of prophylactic therapy, the age of patients
at the initiation of therapy, problems regarding the
early initiation or continuation of prophylactic ther-
apy, and the future prospects for patients currently
receiving prophylaxis.

Responses were collected untl the end of
February 2006 and were analysed divided into
haemophilia type A and B, disease severity and age
group of patients described below. For this survey,
disease severity was classified into severe (<1%],
moderare (1-5%) and mild (>5%) based on base-
line factor VIIVIX levels. Furthermore, the patients
were caregorized into five age groups, that is under

© 2008 The Authors
Joumal compilation @ 2008 Blackwell Publishing Ltd

2, 2-5, 6-14, 15-19 years and more than 20 years
of age.

Results

Number of institutions and patients collected in this
survey

The answers were obtained from a total of 48
institutions including 42 paediatrics, nine internal
medicines and two other departments.

The names of the participating institutions, depart-
ments and names of the doctors who answered to the
questionnaire are shown in Table 1.

Data from 1540 patients were collected, including
1267 with haemophilia A in whom 936 (74%) were
severe, 175 (14%) were moderate and 156 (12%)
were mild. On the other hand, 273 patients were
with haemophilia B in whom 195 (71%) were
severe,48 (18%) were moderate and 30 (11%)
were mild.

Status of replacement therapy categorized by disease
type, severity and patients’ age

The percentage of patients with haemophilia A
treated by prophylaxis was 23% (27% of severe
patients; 17% of moderate parients; 1% of mild
patients), and 17% of haemophilia B patients were
under prophylaxis (18% severe; 19% moderate; 3%
mild), as shown in Table 2.

The percentage of patients with haemophilia A and
B treated by prophylaxis was 17% and 25% under
2 years of age, 41% and 43% between the age of 2
and § years, 44% and 42% between the age of 6 and
14 years, 31% and 4% between the age of 15 and
19 years, and 12% and 9% more than 20 years
respectively.

Initiation and continuation of prophylaxis

Ages at the initiation of prophylaxis in patients with
severe haemophilia A were under 2 years in 24%,
2-5 years in 31%, 6-14 years in 26% and more than
15 years in 19% respectively. On the other hand,
these ages in patients with severe haecmophilia B were
29%, 24%, 24% and 23% respectively. Approxi-
mately, half of the patients had started prophylaxis
before their entry into primary school (Fig. 1),
Some issues associated with early initiation of
prophylaxis were pointed out the problems associated
with peripheral venous punctures and/or management
of implantable central venous lines, poor understand-
ing of the therapy by the caregivers, and the time

Haemophilia (2009), 15, 78-82
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Table 1. Participating investigators and institutions,

Name

Department

Hospital

Taoshiaki Oka
Nobuhire Suzuki
Susumu lizuka

Junichi Kitazawa
Zeko Suzuki
Norio Ninomiya
Tashihiro Ito
Toshiharu Matsui
Takashi Kanazawa
Hideki Uchiumi
Akira Shimada
Kazuko Kudo
Masahiro Kikuchi
Atsuko Ono
Akira Kikoch
Shiro Tsuchiya
Shozo Kotani
Setsuo Ota
Kentaro Oki
Katsuyoshi Koh
Kaji Fujisawa
Yasutaka Hoshi
Hideji Hanabusa
Kagehiro Amano
Michiko Kajiwara

Yoko Kato

MNaoko Ishitoya

Takashi Kaneko
Masashi Taki, Chiai Ohi
Eizaburo Tshu

Michiaki Koike

Makoto Yazaki

Koji Kato

Yuraka Saikawa
Shuhei Hayashi
Koji Marsuzaki
Park Young-Dong
Ritsuko Miyashita
Seiji Kinoshita
Yusuke Miyata
Motoo Ueda
Kazushige Tkeda
Satoshi Hikasa

Yoshitashi Otsuka
Ikuya Usami
Yoshiyuki Kosaka
Midori Shima
Teruhisa Fuju
Asayuki Twai
Hisamichi Tauchi
Takaaki Hato
Naoke Nakano
Akira Shirahata
Michio Sakai

Department of Pediatrics
Department of Pediatrics
Department of Pediatrics

Department of Pediatrics

Department of Pediatrics

Department of Pediatrics

Department of Internal Medicine
Department of Pediatrics

Department of Pediatrics

Third Department of Internal Medicine
Division of Hematology and Oncology
Deparement of Pediatrics

Department of Pediatrics

Department of Pediatrics

Division of Hemarology and Oncology
Department of Pediatrics

Department of Internal Medicine
Department of Pediatrics

Department of Pediatrics

Department of Pediatrics

Department of Pediatrics

Department of Transfusion Service
Department of Hematology
Department of Laboratory medicine
Department of Pediatrics

Deparntment of Pediatncs

Deparement of Pediatrics

Division of Hematology and Oncology

Department of Pediatrics

Division of Hematology and Oncology

Department of Hematology

Department of Pediatrics

Department of Pediatric
Hematology/Oncology

Department of Pediatrics

Department of Pediatrics

Department of Pediatrics

Pediatric Hematology & Oncology

Department of Pediatrics

Department of Pediatrics

Hemarology-lmmunology Center

Department of Internal Medicine

Department of Pediatrics

Drepartment of Internal Medicine
Division of Hematology

Department of Pediatrics

Department of Pediatrics

Division of Hematology and Oncology

Department of Pediatrics

Transfusion Medicine

Deparement of Pediatrics

Department of Pediatrics

Transfusion Medicine

Department of Pediatrics

Department of Pediatrics

Sapporo Tokushukai Medical Center

Sapporo Medical University

National Hospital Organization
Hokkaido Cancer Center

Kuroishi General Hospital

Morioka Children’s Hospital

Jusendo General Hospital

Sendai Medical Center

Nagaoka Chuo General Hospital
Gunma University

Gunma Umiversity

Gunma Children's Medical Center
Ibaraki Children’s Hospiral

Hitachi General Hospiral

Ogawa Red Cross Hospiral

Saitama Children’s Medical Cenrer

Soka Municipal hospital

Soka Municipal hospital

Teikyo University Chiba Medical Center
Chiba University Hospital

The University Tokyo Hospital

The Jikei University School of Medicine
The Jikei University School of Medicine
Ogikubo Hospital

Tokyo Medical University Hospital
Tokyo Medical and Dental University
Hospiral Faculty of Medicine

The Jiket University, Daisan Hospiral
Ishitoya Pediatrics Clinic

Kiyose Children’s Hospital

St. Marianna University School of Medicine
Nagano Children's Hospital

Juntendo University, Shizuoka Hospital
Nagoya City Higashi Municipal Hospital
Japanese Red Cross Nagoya First Hospital

Kanazawa University Hospital
Hayashi Children's Clinic

Suita Municipal Hospital

Osaka City General Hospital
lzumiotsu Municipal Hospital
Higashiosaka City General Hospital
Ishinkai Yao General Hospiral

Ueda Clinic

Saiseikai Hyogo Hospital

Hyogo College of Medicine

Hyogo College of Medicine

Kobe Ciry General Hospiral

Hyogo Prefectural Kobe Children’s Hospital
Nara Medical University

Hiroshima University Hospual

Kagawa Children's Hospital

Ehime University

Ehime University

Ehime Prefectural Imabari Hospital

University of Occupational and Environmental Health
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Fig. 1. Age at the initiation of prophylaxis in patients with
severe haemophilia A and B.

constraints associated with hospital visits for prophy-
laxis in patients who were not under home treatment.
Issues addressed regarding the continuation of
prophylaxis were unknown factors with respect 1o
inhibitor risk, psychological anxiety in the paediatric
patients, as well as the issues related to the initiation of
the treatment.

Answers to the question regarding the future status
of replacement therapy in patients currently receiving
prophylaxis were unknown in 16 (43%]), continua-
tion of prophylaxis in 13 {35%) and switch 1o on
demand treatment in eight (22%) of responded 37
participants who represent each institutions respec-
tively.

Discussion

This survey covered 1540 of about 5000 haemophilic
patients who are living in Japan. As mentioned above
prophylaxis has been carried out in 23% and 16% in
patients with haemophilia A and haemophilia B
surveyed in this study respecrively. These data may
be more positive for prophylactic therapy because

participants in this seminar are interested in this
therapy. The prevalence obrtained in this study was
very close to the corresponding percentages of 21%
and 20% reported by the National Survey on Blood
Coagulation Abnormality conducted in 2003 [14),
suggesting that the status of this practice has not
changed drastically in the recent 3 years. The per-
centage of starting prophylaxis under 2 years of age,
which means primary prophylaxis, was 22% in
Japan, which was markedly lower compared to
Sweden (73%), but similar to UK (28%) and Canada
(27%) [9]. The results of this survey also revealed
that abour half of the patients received prophylaxis
during the age of 2-14 years, which means second-
ary prophylaxis is widely spread in the age group in
Japan.

Prophylaxis may become more common if venous
access issues are resolved, guidelines regarding time
of initiation or continuation of the therapy are more
widely available, and caregivers are educated on
the therapy. Concerning on the future prospects
for patents currently receiving  prophylaxis,
approximately half of the participants answered
unknown, because it may primarily depends on the
patient’s request. A meta-analysis of data from
prospective studies to define clearly the mdications,
optimal time of initiation, and recommended proto-
col for prophylaxis, as well as addressing the issues
relating to inhibitor development, may help treaters
in making informed decisions, based on the quality
of life of patients and the pharmacoeconomic impli-
cations of such a practice. The "Prospective study of
regular replacement therapy with a coagulation
factor preparation in infants with severe hemo-

Table 2. Prophylaxis classified by the severity and age distnbution of h philia A and b philia B,
Severe Moderare Mild Total
No. MNo. No. Nao.
No. patients on No. patients on No. patients on No, patientson %
patients  prophylaxis %  patients prophylaxis %  patents prophylaxis %  patients  prophylaxis
Haemophilia A (years)
<2 18 4 22 5 i} 1] 1 L] 0 24 4 17
2-5 106 47 44 16 6 38 B 0 a 130 53 41
6-14 160 82 51 13 11 48 28 0 o 1 93 a4
15-19 91 18 42 iz 7 2 21 0 0 144 45 it
20 561 85 15 99 5 5 9% 1 1 758 91 11
Total 236 156 27 175 29 17 156 1 1 1267 186 23
Haemophilia B (years)
<2 7 i 29 0 ] 0 1 0 0 8 2 5
2-5 14 6 43 4 2 50 1 1] i 19 8 43
6-14 32 14 44 8 L] 50 5 1 20 45 19 42
15-19 18 1 [ 3 0 0 6 0 ] 27 1 4
20 124 12 10 i3 3 9 17 0 0 174 15 9
Total 195 35 18 48 9 ] 0 1 £ 173 45 17

© 2008 The Authors
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philia’, which began in 2004 by the Japanese
Sociery of Pediarric Hematology, along with the
on-going postauthorization study of the newly
approved plasma/albumin-free recombinant factor
VIII (Advate; Baxter Bioscience, Westlake Village,
CA, USA), 1s expected to provide important data to
evaluate the use and future of prophylaxis in Japan.
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A Trend of Primary Regular Replacement Therapy for Hemophilia

Masashi Tax1
Department of Pediatrics, St. Marianna University School of Medicine Yokohama City Seibu Hospital

Abstract A common strategy for replacement therapy in paticnts with hemophilia is replacement of the deficient co-
agulation factor (factor VIII or IX) in the event of bleeding, for a certain period until the bleeding stops, which is re-
ferred to as on-demand therapy or episodic therapy. The Scandinavian countries have recently begun to employ regular
replacement therapy (referred to as prophylaxis in the US and Europe), with regular replacement of the coagulation fac-
tor over the long term, even in the absence of hemorrhage, in order to prevent bleeding as well as prevent the devel-
opment and progression of arthropathy, and the usefulness of this strategy in the prevention of arthropathy has been
reported. However, as the outcomes of regular replacement therapy are mainly derived from retrospective observa-
tional studies, lack of sufficiently strong evidence for the effectiveness and safety of the therapy has been pointed out.
Therefore, the Hemophilia Committee of the Japanese Society of Pediatric Hematology has launched a prospective
clinical study. With accumulation of further evidence in regard to the effectiveness of regular replacement therapy
from progress reports of the ongoing prospective randomized controlled trials in the US and Europe, replacement ther-
apy for hemophilia is now expected to enter a new cra.

E F MAGREOMARMEL, HMABEEL-BIEmsBMNE LTRES 2REEF (BvimE
FHEVEBIXET) 2—ENMHEET 3 HE—RECTHNTED, on demand therapy £ 5 L1 X epi-
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