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Second-line treatment options for adult ITP

N

DD IDEE @ Treatment of patients who are unresponsive to or

PT) relapse after initial corticosteroid therapy
Rituximab may be considered for patients at risk
of bleeding who have failed one line of therapy
such as corticosteroids, IVIg, or splenectomy
(grade 2C).

ML - & (O Recommended treatment strategy

i (E723 A Rituximab 375 mg/m* weekly x4 (lower doses

i - A RICBE

Db DD may also be effective)
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ADULT PATIENTS FAILING FIRST AND
SECOND LINE THERAPIES — CHRONIC
REFRACTORY ITP

Recommendation for therapy in adults failing

first and second line therapies: Campath-1H and

rituximab are agents that may be of value for

patients in whom there is no response to other

therapies and in whom there is a definite

requirement to elevate the platelet count (e.g.

active bleeding). Mycophenolate mofetil

appears to be effective in some patients with
severe refractory ITP but larger studies are
required to confirm its efficacy and safety. In
terms of the risk: benefit ratio, treatments with
interferon-a, protein A columns, plasmapheresis
and liposomal doxorubicin are not
recommended.

Second-line treatment options for adult ITP

patients
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Patients failing first and second line therapies
Anti-CD20 antibody. Rituximab (chimaeric
anti-CD20 monoclonal antibody) has been
evaluated in a single study (Stasi et al, 2001) in
which 25 patients with ITP resistant to 2—-5
therapeutic options were treated with 375 mg/m’

rituximab weekly for 4 weeks. Five patients

showed a complete response and a partial
response was seen in a further five. In seven
patients the responses were sustained for over 6
months. There was a suggestion that younger
patients showed better response rates.
Recommended treatment strategy

Rituximab 375 mg/m* weekly x4 (lower doses

may also be effective)
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Rituximab® 375 mg/m” 1 x pro Woche i.v. fiir 4
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“Keine arzneimittelrechtliche Zulassung zur
Behandlung der ITP in der Bundesrepublik. Bei
nicht zugelassenen Therapien sollte vorher eine
ausfiihrliche Patientenaufkldrung erfolgen und in
der Krankenakte dokumentiert werden.

GEE B LLFNENZ IV T ITP IR IS 3 2 &R 1

RV, RRIENKRB SN TV RWERITIE, &

FAZHR U CREMZR B 24T - T2 R ICIRIR 2 AT

W ITIZELERT D)

HARNTA v
D R L Fw S

91 Cooper N, Evangelista ML, Amadori S, Stasi R.
Should rituximab be used before or after
splenectomy in patients with immune
thrombocytopenic purpura. Curr Opin Hematol
2007;14:642-646. % X 22)

92 Dabak V, Hanbal Al, Kuriakose P. Can
rituximab replace splenectomy in immune
thrombocytopenic purpura (ITP)? Blood
2007;110(suppl 1, part 1):393a, abstr 1306.%*
ik 23)

93 Godeau B, Porcher R, Fain O,et al. Rituximab
efficacy and safety in adult splenectomy
candidates with chronic immune
thrombocytopenic purpura — results of a
prospective multicenter phase 2 study. Blood
2008;112:999-1004, &% 14

123 Arnold DM, Dentali F, Crowther MA, et al.
Systematic review: efficacy and safety of
rituximab for adults with idiopathic
thrombocytopenic purpura. Ann Intern Med
2007;146:25-33 it 1D

124 Medeot M, Zaja F, Vianelli N, et al. Rituximab
therapy in adult patients with relapsed or
refractory ITP: long term followup results. Eur
J Haematol 2008;81:165-169. %%t 20)

11




125 Parodi E, Rivetti E, Amendola G, et al.
Long-term follow-up analysis after rituximab
therapy in children with refractory symptomatic
ITP: identification of factors predictive of a
sustained response. Br J Haematol
2009;144:552-558. (CVNRIZBT 28T D72
AT,

126 Penalver FJ, Jiménez-Yuste V, Almagro M, et
al. Rituximab in the management of chronic
immune thrombocytopenic purpura: an effective
and safe therapeutic alternative in refractory
patients. Ann Hematol 2006;85:400—406. %<
24)

127 El-Najjar I, Rule SAJ, Nokes TCJ. A fixed, low
dose of anti-CD20 antibody (rituximab) is an
effective treatment for patients with chronic
immune thrombocytopenia. Br J] Haematol
2006; 133(suppl 1):79, abstr 196. %%k 29)

128 Provan D, Butler T, Evangelista ML, Amadori
S, Newland AC, Stasi R. Activity and safety
profile of low-dose rituximab for the treatment
of autoimmune cytopenias in adults.
Haematologica 2007;92:1695—1698. %% i 13)

129 Provan D, Newland AC, Amadori S, Stasi R:
Rituximab in the treatment of autoimmune
haematological disorders. Br J Haematol
2008;143:294. %X 29 (Correspondence)

130 Carson KR, Evens AM, Richey EA, et al.
Progressive multifocal leukoencephalopathy
after rituximab therapy in HIVnegative patients:
a report of 57 cases from the Research on
Adverse Drug Events and Reports project.
Blood 2009;113:4834-4840. %X 1)

131 Fleischmann RM: Progressive multifocal
leukoencephalopathy following rituximab
treatment in a patient with rheumatoid Arthritis
Rheum 2009;60:3225-3228, %%t 27)

{5

NS

A R7A

International consensus report on the investigation

12




and management of primary immune
thrombocytopenia ([EE ITP 2T A K74 )

{3 3Tk 3)
e » Zh R Second-line treatment options for adult ITP patients
(FE7213%)
He - Zh R B
D o % L E
)
MiE - & Recommended treatment strategy
(E72i3 M Rituximab 375 mg/m> weekly x4 (lower doses may

5 - HEICBE

O H DR E
HT)

also be effective)

HARNTA v

D AR 5

15.

16.

80.

81.

82.

83.

George JN, Woolf SH, Raskob GE, et al.
Idiopathic thrombocytopenic purpura: a practice
guideline developed by explicit methods for the
American Society of Hematology. Blood.
1996;88(1):3-40. &% ik 10)

Guidelines for the investigation and
management of idiopathic thrombocytopenic
purpura in adults, children and in pregnancy. Br
J Haematol. 2003;120(4):574-596. %% ik 3)
Arnold DM, Dentali F, Crowther MA, et al.
Systematic review: efficacy and safety of
rituximab for adults with idiopathic
thrombocytopenic purpura. Ann Intern Med.
2007;146(1):25-33, &% ik 11

Stasi R, Stipa E, Forte V, Meo P, Amadori S.
Variable patterns of response to rituximab
treatment in adults with chronic idiopathic
thrombocytopenic purpura. Blood.
2002;99(10):3872-3873. &% ik 12)

Cooper N, Stasi R, Cunningham-Rundles S, et
al. The efficacy and safety of B-cell depletion
with anti-CD20 monoclonal antibody in adults
with chronic immune thrombocytopenic
purpura. Br ] Haematol. 2004;125(2):232-239.%
¥ 3k 13)

Godeau B, Porcher R, Fain O, et al. Rituximab
efficacy and safety in adult splenectomy
candidates with chronic immune

thrombocytopenic purpura: results of a

13




84.

85.

86.

87.

88.

prospective multicenter phase 2 study. Blood.
2008;112(4):999-1004. %% it 14)
Provan D, Butler T, Evangelista ML, et al.
Activity and safety profile of low-dose
rituximab for the treatment of autoimmune
cytopenias in adults. Haematologica.
2007;92(12):1695-1698. %% it 15)
Zaja F, Battista ML, Pirrotta MT, et al. Lower
dose rituximab is active in adults patients with
idiopathic thrombocytopenic purpura.
Haematologica. 2008;93(6):930-933 %% ik 16)
Fianchi L, Rossi E, Murri R, et al. Severe
infectious complications in a patient treated with
rituximab for idiopathic thrombocytopenic
purpura. Ann Hematol. 2007;86(3):225-226.%*
ik 17)
Carson KR, Evens AM, Richey EA, et al.
Progressive multifocal leukoencephalopathy
after rituximab therapy in HIV-negative
patients: a report of 57 cases from the Research
on Adverse Drug Events and Reports project.
Blood. 2009;113(20):4834-484(. &%k 18)
Federal Drug Administration. FDA  warning.
http://www.fda.gov/Drugs/Drug
Safety/DrugSafetyNewsletter/ucm115974.
htm#RituximabmarketedasRituxan:
ProgressiveMultifocalLeukoenceph
alopathyPML. Accessed December 14, 2009.
(Bl &R OBATITE /)

fifi# ANWEREROBEH © AN,
n b International consensus report on the investigation
N2 and management of primary immune

thrombocytopenia ([EER ITP 2% A K71 )
% 3)

hee - AR
(F7213%h

RE - 2h R B
D& % FL R E

)

Second-line treatment options for adult ITP patients

14




ML - &
(F7=1xH

% - RIS
D& % FL R E

G

Recommended treatment strategy

Rituximab 375 mg/m* weekly x4 (lower doses may

also be effective)
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Recommended treatment strategy
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also be effective)
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AT uA NH 26 fi o4 RAIEE S ) FEERED D D
SeEra 7Y v 9 B 15% h QEBE5E
AZA/CsA 4 5l - B BRI R b e %), KAIRE %
B 4 4 51 2565 5, cR | HAEL, AT aA
A2V 7. KEMEESAA R 56.5 4 A. PR59.5 | LANCTCHIEL
J A o 3| F ik 122) A o
AR A o | RMETE
fif 1 1L S 7 IR
245149 » . CR LB b
495 » . PR325 | = UBMETET 32
» H Hn H#%).
- SRR AR P
fiE
21525 » A, CR
53 # H. PR49 % H
C JRIRECHUME 1ITP B 24 375mg/m*/# | - CR45% cARANCBEEST
- AR HILE 33 5% (14~70) X 4[] ‘PR (MR % &12) 21% | FHRRITEMHT
- 4otk 16 il - E R E T oW HoT,
- ITP #Jm IR R e fii 36 v A (1 5 3EM (1~20) - 7 I TR 72 IRR
~240) - AR IR g 13 i§§g<%ﬁ%
. NT- 3 i T8 ] ~ 2! N NS SN
%;J7jﬁ§&qjg%1'ﬁ 13x10%/uL (3 %’]fﬁﬁ (1 ER~55 % B SRS
- T <6 AW ROt | 3 PITCRELBEED
WA R 3 (1~8) 34.5% R
S 12 n AR Ao | O HEREE
27 a4 REI100% 24% Lot (B
IVIG 67% BHE B E o0 R
ML 46% 4573 1 46l CLL [
L DIEFE 50% HITP BE 2B
(o777 7) % CLL A 2
),
8 © EE. IBEEPUME ITP BE 14 | 375mg/mY/iR | - TR 64% FL#7R Lo
13 15 X 2~4 [A] - CR 50%

25




STk
48)

< AR RE 67 7% (16~84)
< 9
- ITP MR I P il 21 » H (1
~480)
SRRy T8 G e - M N
* AR
AR ECR Rl 3 (1~7)
27 A F& 100%
IVIG 64%
JEL A 29%
O IRHE 36%
(KA )

- PR 14%
- B E T O MR

2B (1~4)

© TR i 8

il (2~156)

LIS — DR b

F T OB g E
118 (3~64)

9 < B BRI ITP B 44 375mg/m*/8 | - JBBRHIRT PR 2.7 | EEES e RYE BB
w3 ONRBE 8 Bl A ETe) X 4 [A] F fESE DR BITR O
Sk | AR 9 32 5% (10~78) - 575 RO R | B0l
90 - e 28 i 63.6%
- ITP Fiss 1 5 h e fif 4.25 45 (1 * 25 AELINIZ 16 BT
5 A ~36 4E) 13 Bl 25 3,
o i/ AR A 30x10%/uL i 28 IE 21 HIC, 2.5
i 4 % B 2 C AR & A
— 5
JE 4 20 Hl
CkE., #E, 4%V 7 KEIMmE
e A K7 A 5] FSCHER 121)
10 |- B mERBADRED 11 FlH | 100mg/i X4 | + CR (if /MR > AEERRD DN
3| BRI ITP B H 7§ | 150x10°/uL % H x| 2o
ik |« AEfi 20 B%~58 A% oL | 2[R 57% *IRR % OVE& Ye it 13
3| - ek s B F=y - HRWIM 6~14 » A BT,
- ITP F&J5 MR 8~60 4 f ;&}Jﬁﬁl\ﬁ/lMé o <1 E TR
] N <103 ~ i< MMFE 73 b SR R G E
Lglz/i B IE 13:107/ul (3 Eainii (grade 1) 73 ‘& fi#
s Bl B b,
AT a4 KA 100%
IVIG 86%
Zoff, SRS, B D
1%,
A&V 7, wE, FHEEITP 2%
HA B 74 51 3k 84)
11 | - ITP #2991 (2K L L | « 375mg/m?/ | - BMEE 69% FL# 7R L,
x| THRAZEZHSE) X4 [A] + CR (i /MR %R >
ik | CKREL MEME - BAFES . M 150x10%/uL #3) 18 {1
23) | [E WA A A i A 1k i (62%)
SDOTHA FF A D5 ALk 92) « PR (uf/NBRER 50~
150x10%/uL) 2 4
(7%)
- B E COHM CF
%)) 5 R
12 | - 18 1TP #E 89 + 375mg/m?*/ | - BEMHER 55.1% AREERRD LN
B AR R 56 7 (4~98) i X 4 7] - CR 46% =,
S| . et 51 4 (77 ) . PR 9% CEBEORIER &L
W TP AR g 31 B (1 | 3TSmem | g ef g 5 | C RN 2 B (B
~305) 1 X 1~6 AlcB T 3s%on | 71, TR
= (12 1) 2 & 595 08 2 B

< HfiL /B SR Al 8% 10°/uL (1~30)

B 23 58 i 2 HEFF, 12
BlAs 1 AE DL B R A

IO bz,

26




FIREYS
AR R RE 5 (2~13)
AT aA R 98%
IVIG 88%
g 47 511 (53%)
(AL V)

MEFF,

13
3
ik
49)

< 2 ITP BE ~O RS 9 4]
< SERJAE RN 52 0%, AR T E 53

- k8 Bl
« WIEEHE AT O 2] ITP F i 5 )

YR TREETORFY

- HITTA %

m (27~74)

4 4F 1TP F& 7 2 8 g4l 3 4F (10
B H~10 %)

810 » H~120 » A

945 6 il
CKE., XL E=—)

* 375mg/m?/
T X 4 [A]

- PG OB

CR 6 71

B L,

27




14 | - JRIFRECHUME TP B3 35 + 375mg/m?/ | + EEMEER 449 <4 BB VT [
3\ SRR 53 R (17~82) #WX4E | . CR18% B G\ A
Sk | Pk 18 il (29 #i) - PR 15% DEBNIEHE (—
O | L Sy TP AR 49 5 1 (1~ | ° S00mg/El/ | LR (gt s, | OB ER, B
288) XA g 50 X IR, AR, AL
CpsiMEE 40 G~ | O o) 0% e
49) PTVREY CCR X PRGIDTEAR | e e
B oy | M 47 &L, 1BIRE
AT A RNAl35 4] 1 % OF SEDOT F 7 4T
& H & IVIG 25 f X — RS (K
ik 4 16 4l ML WO R )
AZA 16 i CSEICENT, &
Dapsone 6 #i] fﬁié;ii?gu
3 .3
gsA6 i FliE 1 BB &5
jlnazol 4 ) % DI (R
TXYRAE L 3 B OVE O JE
TR A R 3l MR, FEHFEA 72 38
CPA 2 71 %) Thoi,
A B =Tz VT ILT 7 < fthd> 1 HHZI
1 51 T, ROERE (1
FRANE L 1 HA&REG%R) &F
U S e 1 (2 [l % 5-%%)
e R B
— B NGNS
T G BIE O
Wi & e D ER
BIB L, Z D%
DOIFFEEHIEL
7=
<2 BIRFETS, EAE
D 18 il P A
APFL TV
11 1 0 P 5 T
L, FEAE O
PHZEM: I % B &
AL TV
BT THRLE,
15 | - 1@ 1TP B 57 4 375mg/m*/# | - BEREK 54% cARFNC B D &
B A R 46.0 5% (21~79) X4m] CR (i /N B | MHEOHEFERI
T ek 39 fi (IVIG ff >150x10%/pL, 1 JA[ | BORMof,
| LT R R e i 34.0 » A (3 | HOAS BT il < 2 [MfEFR) | - Grade 3 OXKE X
~360) L=y 32% FEAE S 1 BT ER
'mﬁ¢%1ﬁ Z:Bﬂ ﬁ'F)EH?ﬁ 4 - PR (gﬁld‘*ﬁ\lso"“ &)%ﬂflo
. Wi B E%Z%Eééiﬁifﬁf -géﬁg;;;fﬂm 1
T ew rm C i) % FIZ,
ﬁwﬁf?ﬁéﬂﬂﬂ%ﬁ 3.0 (2~8) CEEEECOMM | eade ] XL 2D
1 31 61 ) PRE3SEO~19) | EEABDLL
(‘ﬂ%\w/fﬁ?U?\ [ BX ITP 2% BRI g 725 | . TV R=Y v
HA K Z A 5] H 3Lk 82) W (24~165) 2B DI G %217 -
T . CRO I8 ff 16 | IZBE TIHREIME
S VR % R, 15 | MRS ieino i
flixth OB FEEFTH | (p<0.05).
Tl VAR | - B ARG E R
BEAR A A YL IiE O BN FR
RN oT,
16 | - 129 1TP 3 25 fi 375mg/m*/i | - BRI 52% <18 flic BV T,
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3% |« AR T RE 46 5% (22~74) X4 [g] - CR 5 4 27 1@ gradel X
il | Ar Pk 16 3] - PR 5 {3 B2DHERE
2| TP fRsE IR el 22 5 B (9 . MR 3§ gfﬁ?g;g>
~56) ) 3 . 7@“:01/\'(\( ”{%;ﬁ’qi Ech o
Z.S?I,Mﬁ;ﬂﬂﬂﬂﬁ 13x10°/ul. (3~ N6 HULEMEE. | Bt tsoy
v EAS TR
< HitaH BT
bt AP L
L K=Y 254 grade 1 O YL
IVIG 25 #i 23 16 B 19 £ 35
J9L 45 8 il H 17,
VCR/CPA  5/4 #
(A2 V7, EENWEESTA K
7 A > 5| H3CER)
3) JEFIH L CEFIED Z WIIR)
No i TRIE A Bk etk
1 TR ITP B 11 1 375mg/m?* /I | 6 #» H K LR L,
B SEREE 50 m% X 4 [=] « I /R % 50X 10°/uL
K| ek 6 &8z DIREFID 6 B,
o (TAT R -l /3R 100X 10%/pL
&z B RERIN 3 B,
2 | ITP A& 11 6 (3 3 @RI L LT | 100me/#H X4 | - EfiEFR 91% - RANC B S E
| OEED) =}  MREE 50X 10%/uL | EAemEMEIER
ik |« AR UL 70 A SSHICHEA | ABX AR (PR) 23| Bhodt,
B ek 5 Wk A F 261 (18%),
o MRS 17 X103/l (2~52) Mio 4 BT | -y RS 100X 103/uL
. AR PSL OFM. | #%#8x 2JEH] (CR)
AT A FAl 10 B m .
it i
(S, A - DA S, Al B ER (MR) 7 3
ﬁﬁu?ﬁé‘:\“ Zﬂ%ﬁ/ﬁl\lﬁﬁ%ﬂ:‘ﬁﬂ? Bl (45%).
SDHA FIA D5k 127) -—ZE%LZIWHZE&
5 AT VWVE R,
3 TR P ITP B35 4§ 375mg/m?*/# | + CR 2\ 3 f, cABFENHER N
BE LR 37~T77 % X 4~6 [A] CEFRIIRIA. 45 B | T
| . A 2 ] 16 5 H+, 115 A+ | - 1HIT, BEKT
|- ITP AR 8~204 5 A 2H ARU4 A
NS 10X 103/l A ®ic 2 fEOBIE
U 72 5 7 78
-waﬁﬁ3~8 b (g, IF
(FVv) W) CRAIE O
BEEME BT 5
L L),
4 | JREIRPUE ITP B3 6 1 375mg/m*/E | - EREFIA S B, B L,
BE LR 30~70 5% X4~8 [ S 1Bl R L CER S
K b 4 i L SEfiE,

- ITP IS IR 5~36 » A

- MR B PSR 1~6X 10°/uL

- AR
AT7uaA RElLL TP AEY
>, VCR, VBL, CPA, =1/l
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v JF . Bt D Pk, danasol,
JELHE

CKIE)
TREEKPIME ITP B35 4 4
- M 37~55 %

< etk 4 Bl

< 1 BCEEE > IRR
MWRD BT,

« CR 2 1 4l
- PRO

375mg/m?/H
X3~4 [A]

Wl ITP RRE IR 1~8 4E
- IR E AR
- BITRIE
AT 8aA Rl 100%
IVIG 100%
AZA 75%
JgE 75%
% DAL R
(AL V)

NIEN

87

375mg/m*/

- 6 5 T/ MRER A 50

OREHR I ERS

1B PE, IREIREUME 1TP B2 7 )
- AE R P RAE 40 % (20~66)
- 7zt 6 15l
< ITP WEJRHIRT 10 » A ~84 » A
- I/ 1~19 X 10%/uL
© RIVE
AR EH 2~6
T RFE=Y2100%
IVIG 100%
M4 43%
ZoM, TXHAXY B

SR
L%

D fiik. VCR
A2 VT, EBITP ZHEIA K

7 A > 5| H3CHEK 81)

X 4 8],

X103ul X 7=,

LR O R ot

S5HEICT L

- CR4

==
kiiwar P

- PR2 7

TRIRES P ITP B 2 1)

| RS 29 5% 36 1%

< Lok 2 Bl

L ITP BB IR 3 4ER (36 5%)

- /R E 30 X 10%/ul K (29

%)

. HITVR I
27w A K&, IVIG, CPA,
U D Bifk. MLHE

CkE)

29 R
200mg/m?/
H X4 [\

36 B E
375mg/m?/
1 X 4 [\]

29 i HBHE

- LR

<2 3 8] LA PR I /B
A 100X 10%/uL
BB .4 0 5%
12 200 X 10°/uL %
Bz,

36 W EHE

- LR

< HiT 7 B )
DY 150 X
10°/ul & #8 % 7=,

L7 L,

BRFEHE A 2V EEA . CR (SEREM) (T /ME>100x10°/uL, PR G5y 52 @) 1M/ MR EAY 100~>50
/N 10°/uL, MR (F/NELAR) 1% 50~>30%10°/uL,

75 : CR, 52 TFLfi#; PR, /0B, MR, &/NEfi#; PSL, prednisone/plednisolone; AZA, azathioprine;
VCR, vincristine; IVIG, intravenous immunoglobulin; CPA, cyclophosphamide; IRR, infusion related reaction;
CsA, cyclosporine-A.

ZOft, 1617 & OIEFIRE S 3 b BERIEIO) 375me/m?/H & 4 [A]~10 [ 5 L,
WAL S M/ IMRE D EIEEG 2, K OARERHRE SN TV D,

Flo, AAIEGHRICHEBLIZEERAEFLICHTLIMENH D,

HE A BYIE O RBUC DWW TERRTD S HBF S YA X RRF L K=y
£ B IBHEG B IS AA] 375me/m® 258 1 (0], 4 [\ 5 LB T, RAREE G5 2 R
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RIS O TAPE L M EEZ I L iR~ A =277 X< KO Aspergillus niger
DR SNTIEFNZ DWW T OREDNH 5, MEIEFNIITIE R 512 L0 A48 L 72 (EEE
ITP ZEH A K F A 51 H ik 86),

Fio HORBEBICKTDIARFBEGIZLED Lﬁ‘@%%‘ﬁﬁégﬂ“u’fﬁ%‘éﬁ L7eZ L
ShTW? OhEIm#E - S ASS, MEERIm S MEFRS MR IELESOTA RTA4
G SCilk 131) B 2D Kﬁ%%%_mw%htLﬁ@%%iagmf A4 %D
T ITP @ 1] (4257 i) MG E i T BRI sy e i) T3, BT E e LT,
AT aA KAl XFy =N BEREIa TV THEFATIV L v Ta 2T 2R 4E
G Twie (EERITP 2% A B F A 5| H 3Lk 87)

< HZK jéﬁumﬂinﬂ:%wfx
1) T EE R M N PR BE R (ITP) 1%t 2 ) Y o~ T OFM & etk

FERME LEGMHA—T > F LB (KCCR-DO01 #5%) | (JMA-11A00070) %
ik 59)

BHEESMED ITPICR T2V Y X o ~T OFNE L ZEREORGTEZ B & Lz ik
[, =7 T T K B ER S ORRE TARRER Y, BB R T 50 il
NE EIN&EE EA (B S EERRFPEFTREGZENR Bi%) ZinBiiiEim &
LTHEmINTWD,

ek, ARIEERIT, TEELOBEKKBROEOLHEIZEH T 5445 (Good Clinical
Practice : GCP) | KON DAl o> B8 3 2 Bl 24 23855 L C Fh S 7=,

Bt gk, MR ER DY 30,000/ u LELTF T, QAT B A RAHEAR+oH L ILERE
PERIRVEE . OMIERH N ESD S LT FREISICRbRA0VnEE, @ hrrRRx
FAFEEEN R A Aoy, AEENEN b LIIREGE MG S L TREE &l S
IR HE OB & LT,

U~ 713 104720 375mg/m2 % 1 BRMME CFH 4 B E L7-, FEGEAR
. VYR~ T REBM 24 %O M/NMIED 50,000/ n L %R L 7 AEE OB A
(ﬁfﬁ#) k Lt—o

WM BT D RRRBR R 2 25 2. MR ASERE 50%, BEAHRE 20% L Liz,
AR O 95% 5 FHX[E O T IRASBEA 054 20% % B 2 S s (B ))) 2% 80%LL
b &7 B /N OREBIENL 19 B & BRSBTS Bk R O R AN TE AR B & B
L. BEBAEL 2461 LTz,

FER L LCEF 26 I BRE S ILT-, RIBBRO EhHFIL, 20114 10 A 31 H (&YD
WeBRE OFREIE) 75 201847 H 4 H (RE&EOWHREOKKBIZERA) THDH, 26
B ORI T ORI GNET L TRBY ., g s L,

WA OB FRER1-1ITR L,

= 11 _
| | B2 17 3 & 15K
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N = 26
R (&) 23/26 (88.5%)
EE(m%)° 39.7 + 13.0 (23, 69)
1K E (kg)?® 56.5+9.7 (37.9,73.1)
ITPRE % AR () ° 5.9 (1.9, 11.2)
H If 5 4k (WHO bleeding scale)
Grade0' 11/26 (42.3%)
Grade1’ 14/26 (53.8%)
Grade2' 1/26 (3.8%)
R—ZS5A42 /MR #(10%/uL)° 2.2 (1.7, 2.4)
AR—ZS54CD3FESIE (/uL)? 1035.5 (798, 1588)
A—ZX5/4CD19E 2 1E (/uL)> 97 (63, 147)
A—ZS54>CD20E & 1E (/uL)? 91.5 (59, 145)
PR (=) 4/26 (15.4%)
H. pylori® B & (£ )’ 9/26 (34.6%)
B HHE (HY)' 21/26 (80.8%)
ITPORTAEE
BIBRERATOCR(FER)' 18/26 (69.2%)
fEIOJYUKERE(ER)' 10/26 (38.5%)
FOUARRIFOSRAESHE(ER)' 7/26 (26.9%)
ITP DT A& #° 2 (1,3)
THIE(%), P FiEHEERE (R/ME RAE). CPRIEQR5%E, 75%H)
(B 2h)

FHEFMEE THL Y Y X~ T EERMG) D 24 % O /M >50,000/ v L % 2
LT IEB OEG (A4hR) 2R 1-21207 Lo, BRI 30.8% (826 #]) . HRIERD
WA 95%15 HE X 1% 14.3%~51.8%T. =D FIRIZFEMEA LR (20%) % LEE &7 -
7o LL72 G, RIGEROXIGER Th D IE U ITP BE 1235 1F 5 romiplostim
DOFENMMHRRTOT T RHEOAIRITIZIF 0% THDLZ N, FRCRELZA
IOPE D FEHE 1T 72 S 2 o T2 3 L RTIRBR O FE R (A 213 30.8% & N OEH T IR 14.3%)
XY XU TN EORKRN R GNMEEBT 52 ENRI NI,

x1-2:FTEFMEE —24 BEROM/NMRE >50,000/uL ZERHELIEFDE S (FHE)
Fi% 47 o fiE 5 2 (N=26)
CEILIE: AHBIDENE (%) BB DENE Dl 95%15 % X fH
8 30.8 (14.3, 51.8)

R ML Y A 7 OELEEO 720120, /R >30,000/ w LEMERFT 2 0B H D &
ENTWDH, RIGEREIO15266] (57.7%) . Wb HIE A2 G 9 2 5REAH O 5 B3
Bl (75.0%) . b & WA= F 2 B ARVER) K O 6 R ER 2N & D B BRFE 745 D 551 (71.4%)
TIRBR IR B 5B 4R 2438 % O /MR EL2330,000/uL Ll EIZEE L7, 2LV, RERPME
DIEVEITPHIRE 1% L CHR EERO S 2 /MU OBGER b b SN EFE XD,

M/ NHE D ERAE (PRl 1%, VY o~ 7 1BERE AR LI O 4 T O S TR —
ATA LB LTHEML TWD (E1-1),

32




E1-1: /RO P RIEDHTE (IBIF25%RELUVT75%R)

i B E (< 104uL)

BIRHIGEMEER TH 5, ORBRERGRMB12H, 1638, 200, 248 % I2HIE L 7= ifn/)
WA D72 < & b 3EILLE, 50,000/uLlh EIZ5E L7 B E O EA1326.9%(F1-2) . [
ERIZ100,000/uL LA BT L 72 g O FIG 1315.4% (R 1-3) . /A%ﬁ%?&ﬁﬁﬁﬁmuﬁ;é@
/A3 100,000/uL A FIZEE L, 22D HE I AS 22 W BR 2 D FIA 1315.4% (R 1-4) |
INBREL 2330,000/pL L Er D R_R— R T A D 2fF L E T H0 2 22 W BR E o E A%
26.9%“@%07“:(%1-5) TR G5B R 1238 . 1638, 2018 % 1 ZHE L 7= /N B v
T4 H 50,000/l L BT L 72 #BRE OFIE1L15.4% Th - 72 (F1-6),

ek, PN SNTITPIRFEE Z M E CE R OB &1L, ITPIRFEEZIFH L
Teino etk (561]) S DTN TlE3.8% Th -7, F7-. WHO bleeding scalelZ
EOCHMBHY (RaT7 BRI E) OFBREFEOEGIX, X—RA T4 L L T, &£7T
DO FE R CEAEITIK T L,

R1-2:ABERERIB12:E, 1658, 2018, 248 % IR E L =M/MMREADELER3E L L
>50,000/pLICEL-HEBREDEE

FRMT X RBIZL N =26

= A5 3 E& (%) & & (%) D A195%1E #8 X

7 26.9 (11.6, 47.8)

F1-3ARERSHIB12:E. 1658, 2038, 24:B8 % (TR EL-M/NMrRENDLELEL3EILLE,
>100,000/pLICEL-#HEEDE &

FASHEHT I RBI% N = 26

SE R 3R  BA (%) 2| & (%) O A EI95% 15 ¥ X A
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| 4 . 154 (4.4, 34.9)

F1-4 BRERE5RIK24BHROM/NREA100,000/uLLL EIZEL, M DOHMAEOVEERE

DEE
FASHEHT X RHIZL N = 26
& A 3 g & (%) BlE (%) DT I95%1E #8 X [
4 15.4 (4.4,34.9)

R1-5ABEFERSHR24:B%OM/MMrEAH30,000/uLUL EMDR—RSA2 D2{E LI £ TH
mALZNEEREDE S

R RBIZR N =26
= 5 3 & (%) E & (%) D AI95%1E %8 X [
7 26.9 (11.6, 47.8)

K1-6 ARERERFIIR12:E., 1658, 208K ITAIFE L F-M/MREA LT 1$£50,000/pLLl EIZ
HELEBREDOES

FASHEHT I RHIE N = 26
= R A5 31 & (%) E& (%) D AI95%1E %8 X [
4 15.4 (4.4, 34.9)

YT TN — TN OFER ITPORIFH NP RERW O 7V —T X—=Z2 T 4 VD
ITPOGFHIE 72 LD 7V —T7 K OTPO HHEBEEN3IRE O 7 Vv —T13 o 7 r—7 L
el U CTH DL M /IMREE DX — R T A4 b OEALR D G- T2,

P bEZ3RKT 5 Ao FEIMIEH L ORIRFEMER ICB W TARI O —& L=
BHEN R S, IGEIERBIMEOEBMEITPEE ORI RSB CARNAEEICEST 52
EMMIRIE I T,

(42 42 1k)
HHEFROMELR-TITR LT,
R 2 &G SN BRE 26610 5 6 AHEFRIT20061 (76.9%) 12781, BRI L O
KRBARAEETCERWEEERES (RIEM) 131761 (65.4%) (Z57THFBL L 7=,
BN oTz, BEERAFEFGZORBLIIFIME (7 A L R EG2B244 & OV A #5168
Z1BI11F) ThO ., IRREOERGHILICE ST HEFRZIEI 2o T,
Infusion reaction (HyFEFESIEL) 1% 8 i 18 A B 7=,

F1-7 AEZROBE - R M OB RER AT KB HN=26
I I B L (95%EERXME)
E: % (%)
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FEER 20 78 76.9(56.4, 91.0)
BEELEEER 3 3 11.5(2.4, 30.2)
BREOBEDILICEEFEEER 0 0 0.0(0.0, 13.2)
&l 1E A 17 57 65.4(44.3, 82.8)
BEELGREREYVEERIG) 3 3 11.5(2.4, 30.2)
BEREDRSRIEICES-RIER 0 0 0.0(0.0, 13.2)
Infusion reaction (i ;¥ B /it ) 8 18 30.8(14.3, 51.8)

BIERH CEMABZENIL) © 9 5., infusion reaction D JENR & BEAEE 2 F1-8IT R LT,
1Z & A E Dinfusion reaction?¥Grade 1 & H]E &4, Grade 2L HIE SNz b DOITRE 2
(1)) OBHTHY . Grade3LL EEHEINTZH DL R 0o 7=,

% 7~ . infusion reaction A D FEIVEFICOWTEFOFEIE L EIEE 2 R1-9IC R LT~
Grade 3OFIMERIZ T A NV AEGDIHI O TH Y | Grade 2 & HE S 7= BIVER X889
B . TH, EREER, VA L R BE R RERS R L R PSRBT . T
LR —MERR, HRRiEZ, £2OFELOT LAX—EEER (£16]) Thoi,
Grade4 }2 (’Grade5 & HIE S LT BIER X e o 72,

< 1-8 Infusion reactionEL CTEE SN F-FEEZT RO HF T KK (N=26)

- 52 551 40 .
REBR Grade 1  Grade 2  Grade 3 HERE %)

BalEE 1 0 0

Ei 1 0 0 3.8
— -2 HEESLIVEEIHLOIKE 2 0 0

S 2 0 0 7.7
IR 3. MERH KU fRES 4 1 0

[ERE 0 1 0 3.8

3 2 1R B8 4 2 0 0 7.7

1 B2 R B8 A g B 1 0 0 3.8

BEEFEY K 1 0 0 3.8
HRBRES 3 0 0

ODERE 1 0 0 3.8

EERS 2 0 0 7.7
EESLUE THEES 5 0 0

ZOFEE 2 0 0 7.7

Bt 1 0 0 3.8

EWP 2 0 0 7.7
RERES 2 0 0

B BUE 2 0 0 7.7

%= 1-9: 12 £ B O &4 A (infusion reactionZ k& <) M F& I8 151 # (N=26)
ERi:ES JL—F1 JgL—FkK2 JL—FK3
BHEE 4 2 0
T4 1 1 0
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LiEERsE 0 1 0
fE f@ 2 0 0
I8 M 1 0 0
— -2 EEESLIVEREILOIKE 6 0 0
BER 1 0 0
BETE FHE 1 0 0
R 2 0 0
S 5 BB AL R IS 1 0 0
HE 1 0 0
RLEFESIVFERE 4 2 1
A R 0 1 1
FRERRE 3 0 0
BERE % 1 0 0
AR 0 1 0
BEBRRPLIUVESHABES 1 0 0
R & 1 0 0
MEHLIVIINREEF 0 1 0
5 F I/ AR D 1 4 BE R 0 1 0
FEIR 3. MERH KU fRIEE 4 1 0
TFLILE—MHER 0 1 0
% Wik 2 0 0
1 Fe MR B8 7~ R 3% 1 0 0
2Hm 1 0 0
HRERES 2 3 0
& E 8RR 1 0 0
ME BB 1 0 0
GERES 0 3 0
AERBLIVIERESE 1 1 0
AE&% 0 1 0
AR E 1 0 0
RHEE 1 0 0
T ERIE 1 0 0
REBLIUEXERS 1 0 0
= FK B [ i 1 0 0
EESLUE THEES 1 2 0
ORI 0 1 0
FLILEX—EEE & 0 1 0
AR TE R RS & 1 0 0
BRRERE 1 0 0
i R R 1 0 0
(F%)

U = T3 ORI F B K 2D /MR D BN B B 72 W IR R O B VTR R R ET
PEITP A L H DKI30% 12 33V TR BRE % G- B 452438 £ O if /MR EL 2 50,000/pL L EIZ
BN &, 50%LL E OB 12350 TESEM I % [F158 T & 5 L~V T o %530,000/ul
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PL BN & 72, Romiplostim® SFHIIFHRER O i L 0 . REEFIEDITPEE IR
F57 7B RBEOABMEFIZIFNTHEZ b, VY~ T IR A0 %
B, BEOTPHRAABICUNET IO THLEEZ LN, BAMICEHL T KR
O)Fnﬁ%ﬁfiiﬁﬁ)oflo

F o WA TITAI 10 4ERT B EEBYE ITP 2 RICAS LT IR TNWL I Y F w7 D
AZNREDS A THRR S LT, EAROEISHHER ORENFR SN D & & bICHKETF
BOBEBEMEREO —o L) BEOABHERIHHFTELI2bDEELLND,

MXICH-GCP #MLO KRB W TIE, TOFRET LI &,

(2) Peer-reviewed journal DFRFE, A ¥ « 7 F U T REDOHE IR

2006 - LLREIC/AFR S 172 peer-reviewed journal DFRFR, A X « 7 U U RAET, BREE
PECHHBEINL TRV TD 7 HITHOWTRT,

1) Ghanima W, Godeau B, Cines DB and Bussel JB. How I treat immune thrombocytopenia: the
choice between splenectomy or a medical therapy as a second-line treatment. Blood.
2012;120(5):960-969. %%k €0)

ITP OF LBRE LTORT oA FIERNENREI ST 5, 5 2 BIRE LTOM
BEEL TS, UYFUvTIZOWCTFTROZEH NS 5,

BRFEDORRLEBERICH- > TOEH
VYR v<T

FIR VYR~ TICEBIREIE, REOAREERH Y . HRICZET, U
JEER TR SN TS Z e L MKHEMENRRIM L TN D20, 3R T
5, 375mg/m> DM 1 [ X4 B 5T, 44%DHBEETELEEMNESN TS, b
LR T, VYU~ THREEIT o 40%DBRFE T, MO R & 2 FEREY T
b LTWd, BEEMMPELNEE CIX, @, 1 FLL EoRARRE
L. MOEMOBFETIE, 6 » AHUNIZHERALN TS, RABETE, VY
F U THAREOSG A, GEE 2 F£~5 F TREMRITH 20%I2HP T 5, &
Wz MR T 5720121E, 1~3 A 7 VvoEHET X A2 20T 5
U XU THERRRIE DN A & B 2 b D WIEHEE 5RO B R RE OGS 13, BT CD20
PEARKG LB Mo~ sn 7 7y —VIC X 6%, ITEEO BMREFEICLD
T DN, EE, HREFREZEEL, AFLT L F=y o #E (100~1000mg) |
V7=t FTIUFE (25mg~50mg) KT ® N T ) 72 DT VAT 4 —
varickh v TE S,

PR mPEe L CiE, W GRS A DA D 8ER RS, FIS/NRIZA B 5 i
HER (5~10%), KON, MO TENTIEH LA, BUE B BIFR, EITHZEEAE
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MgE (FIT, VY X~ 7 L b FEiE & OO IS X 5 E o R mflReE T
FELTWD), BREGPERBAE (VY v~ 7 SLHREOFARICEL A5
nz) A r~=ru7 ) SiE, FOMORERIKERIGTH S, THIWE BHWL
N—= Y —DOER, KOFRHUFIZR T 2 KIGHEDOK T O &E, 1TP & 13RI DF%E
BOBEROCEYET LVTHESNLTNDAD, BREOBERIIAHATHS, B M
M ETO4~6 » I, SEKSERTTT 52 006, MiREKEY 7 F 0 X
VIR THEEREIZY YR T EEGRNATO) ZERMETH Y, FICHERMA TES L
LRECBVWTIEHEETHD, ZOXIREZREICHETIBRENFETDHHDOD,

1990 A2 & BV 0 B C B IR B Ok 2 22 R IBICxF L, 100 T ALL B
FHINTEY, BELRREHFEEORIUIR AL TND,

BIDELE KBHLT o F DU N 72N &b, U Y F T ~T7 X, FDA K&
OVEMA X 0 ITP 129 2 4&RRITESE L TV WA, £ < OFE T ITP ([2x9 5 1R#
DRBERIN TS, EFFRTIEH LN, VYo~ T OREMNBIZEICET S
T2 IFERORMR B, VY X TORMIE %@Wi3~5$f%é@’ﬁ
L., BEOBAIZS5~20FETHD, VYXT~T70OHE - AEIIRBRIOATAIC X
EZANKEL, KHERS (B 100mg) THLRIZEDOHENE LN DN, @%%ﬁ
MR EIET 5, KM B MO BLSNT, U Y F o~ 7 O ESLEKR GBI O
ZHIH ATRE 72 A S 7 e OB L 72 v, D EEF IZRB W T, #EHIE&R G5 23%)
REUTHLZERRESNTWD, #EmDHDIFEMTITH D08, ITP ZWrnb U Y
FU~TEGSETOHMPENGAICE. LV RO THLI LR RBEINTEY,
RSt ORMPEH D, VI~ T EEHAET XY A XY U ORI L0 IBE KR
DA ETDAEMERH D, RIGKITP BFE LG L Lol Tld, mHET F
PRAEZS L NP A I NEZFTDOHDY VX~ THEIZLY, 6 » AREDERE MR
EE Y EMR A PR T BN 63% TH Y 2D B D 15%~25%M 20 » HEFE TIZ
BREIBOONTZEHWMELTWD, T, 42%@567@%%%%%%%& L 7= B o35
TlE, BHETXVIAEZ 3T A0V YT~ TOHHICEY, BREML
o IR 2 PR T2 B T1% TH D | W%fﬁ%%%%#%%nfwé

B
UYFor~7F, A0, KBIEAShTEY, M LEThorLELLN
5, BRMTHOLNLIRMMOERTEMEFRKODNRBPHELNTEY, Z ORI
I OER TITHELNR, LLRR 6, RERN 4 FEREZORHOMRITZD
HMmAnTHY ., TXY ALY L OORHERRIEIC X 0 BINE 22 A HVED BI5F
&, BUERMTTH 5,

K2 B, P AR F UREREHERCY) VX <=T7 O ()

NEE)S pCp20HilE VY xiwT

N R OV fiR TR ATRE 2RI & B 2 5, WG E MR 1T 50%~60%., & fiff
FilX 3~5 T 20%, &5 TlX, BLBEMABE BT, #H
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BRRICBROEBREIRDGEONDD, RO THITTE 20,

7t B O BIEH (EE, E MR | ke, mTEE
WRnHHEEFG B PIEDORHBL L NY AV AFIEEEDOY 27
FH. KA v~r7u 7Y e, miEmR (Frc/hR) . ZEMEA
B MGE (PML),

LS IHEIED BRIF R T A VA BEIRIICEE /27 L L ¥ — (H CD20
PURIC X 2GR BB OBEE, Pi~v v AEKOFEE GTe) ., I
PE 15 3. bt

TRE L, BB WO E, 4R ERE, RIS X0 i E A S,

ASH2011 A K7 | ITP\Zxf 3 2 AKGRIX 72 < | i Al H D .,

A S Grade ASH: A7 1A RIERTHENRD SRR NEED 2C (2: B
T DENER LW R A ERS A GG EEE) 138 M MK
VW, Cc RIS, RSl DT X AMeBR, M5 e B 2R
B ST R 72 AR LI LS <)

BREERRICEET 2ER
BERRORER X I & 5 IR

BRIN D% < OEIC T D B PRREIE TIE, b o RR T F 2 JRER) & O
VYo~ T7OMMANHIRS TS, Pz I L2EE, SUIMHER LSO -
FIZBNWT, FATHBRICIHEEDEESNSRRICH L0, Z< OETRHEIZH
MibshTnd,

TR R ORIR

(& #r)

MO A DERBIFTER, RO FIRN S L 22 57220 ITP FBFH D% <
L M2 RS 5 Z L3R ICRECH D, MEIE. AT e A FRITHRDS
RODIN oo thOIEH E L CHESE S D23, A FEM ORI, 8% 1 L 1
FHESEDINENI Z IOV TIEEmORA D 5, —xmIic, EEMa &
T ADOHELZIZHE, BE OBFRE LK CBREOEM A2 IS, RO BEEEE/E L,
KR U Y ¥ o~ 7 (BRI S 1BEO ATREER &) X br v RAR=F
VEZRRERN K (EMRIXE VA, TR O TREMENME V) I X W IRET DB H
L, ZOMEX, EFHRE TCRENTCBEICK L TEENEORRICEIE L. KIS L
TN WEF LD,

BE

TRMEITP ORI Z RS L, iU R 7 ORI E S SRR EED L, B RT
A RO G LI D BEIL, T OBRMIBEBIZOWTITP OFZATRE —& LT
BY., 2T aA RAEI~ORJEMES W ME ITP O AIREMEIC B9 2 8 7= 72 3L 3 720 =
EEBET D, 4 NOZFNENOFEFE L, MDY 20,000/ul A5 T H MR D &
NAHEAEITIE, BIRRBECIERBRICE DM AZHRE L TWD, KHE TR
HOAT A REIFRGOEMBITEN E2EE L, 3 2ORLDIEFESRRE SN,
ZhiX. () VYU~ omERERICL B I 4EBEE QU YFr~T
DO 18] 4 BEHREG EEHET XA XY O HBRE. Q) (F 6 » HE)
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DR R RRET CREREBER G, Thh, KESREELTEY, Eh v FT
A RTROR G & 7 B BB T, BIENATR OB & U C A2 IR 5 % %
BoAmoT, R YRR F U REREBERGIE, VY E v T L DT
DRSBDLNRCHEIHRED, E2) YRV T b R T R A
FEBNIECARATRD SN BB, EBH DI THEVED b 2 100 & 2 b
EHAICHRS NG, 2TOEET, WEE, | ERTHRERD BRAD-TH
B EEET R E L LT,

2) Psaila B and Bussel JB. Refractory immune thrombocytopenic purpura: current strategies for
investigation and management. Br ] Haematol. 2008;143(1):16-26. %% 6

HEYRME ITP 12Xk 9 B 15BN

J>EFo~w7

U ~71E, JrCD20 €/ 7 v —F LHULTH Y | B Ml D — ) 2256 VE 2 75 85
L., MHFERT XD R EREE L L CTEASNT, e, IREEEE 1ITP B
X LTHREANTHY . HIIMICZERIBRIEEEZON TS, VYX o ~vT
BIREAT -2 ITP JBE 313 Bl L LR AR AT ~vT 4 v 7 LE2—IlE
WT, MR O S E (50X 10°/L LLE) Bi@H bz BREEAIL 62.5%Th - 7=,
SEARMEME (150X 10°/L #8) 13 46.3% D H#H TRD b, #HmEME (50-150X10°/L) 1%
24%Td - 7= (Arnold et al. 2007 42) , SCHKE B CHREFRAIREZR T 7 — & Tlix. #IIENA
BRI EREMRBEONTEBTO 130 1 FLL EEMEMREEL, 205 5O EHER
DI SFELLEDONREHER LT D (Cooper et al. 2004 4=, Patal et al. 2006 4=)

VY ko T REGICIIEEBEMERN S E Y 2, BHEAETH D, LT EE
REEFRZVHR SN TS (Armold et al. 2007 £, Cooper et al. 2007 4£) . Zh 5
DL, Ao YR o~wT7 L OBEENRLS | HROGIHEEZRT 214V
27 RBETHEIAL TS, ZRHIZIF.BREFRVAN AT I TR Y F <
TEZHIERBIEC L DB T2 ) T~ h—T ABEE G, MiEH s
UY X ~T OFMMERONRENET —F 2 L7- L Ea—Tid, HEMREROEMR
MM E bz, VY F v~ T ¥R TIE2 - 72 (Cooper et al. 2007 ), MEffAE1IT - 7=
BE LM EIT > TV RWEZTOMT, VYXF U~ T ORMBICHERZZT 1o
7273, ITP ORBIFHMAEWVESE (10~15 4) T, fhoBHF L L, RN
< o7z (Cooper et al. 2007 4F)

ITPIZEIT2 Y YF~T7ONRBEICEAT 28 L& E LT, /M8 £ 5
BB VT, BAIIAES & W4T L, T My M O\ E /e 2 b3 2 0 FEEAER
TIEZOWORRBD Lol 2 EN/REN TV D (Stasi et al. 2007 4), FH X,
VY X7 TCHIRNDBOONVEETIE, BERDV7e— W THEOEREN,
B HfE o [F BRI AR AT L < e D L HERIL T 5,

B AREE ST, ITPICH T2 Y X~ BE0RERME - &N, ARITH
LTWARWNWZETHD, HEAERZR 375mg/m® O 4 [IEE LV IEHE (100mg/H D 4

<F
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e 5) TH ITP ST 2ORPBEOLNTEY, LY BREREHWEN 707 7 AL
WA= A N ThDHEE X5, (El-Najjar et al. 2006 £, Provan et al. 2007 /), H
- HBICEHT 202 B A MEHEDRRICEHT 2 BN LETH D,

HEGIZONT, HHU Y X~ T THRPBO ONEFRELIEEHED 75% THE
RN D HAL72 (Cooper et al. 2007 42), R EZMEVIKT Z LI X D 0EFENE
X, BRI ST > TV,

3) Current Options for the Treatment of ldiopathic Thrombocytopenic Purpura. Arnold DM and

Kelton JG. Semin Hematol 2007;44(suppl 5):S12-823 %% it 62)

PR A v

)% <7 (Rituxan: Genentech, South San Francisco, CA) X, ¥~ 7 A/bE FDF
AZHPLCD20E/ 7 v —F AHETH Y (AR TF Y A ER O Y v~ FIC
R HHISN DD, Fab 77 7 A b B MmO CD20 IZH5 A L. fl A 771t
RS EAER . KO FeR KTEME O MR EME RS EEMIC KL 0 B MilaEHE 43585
Lo ITPIZEBWTIE, VY F <=7 RN il/MRICx T2 B bRz EA T 5 CD20 [k
BfifaztEmL., VX v~7fG B MREASMMANERT 7y 7 Z25F53 5 Al GE
MWD,

AN ITP %Gl LI AT ~T 4 v 7 b Ea—IZBWWT, VYF U7 3%e
AR (I NER 150X 10°/L #8) 43.6% (95%C129.5~57.7%) . M OV fF=R (i /i
$ 50X 10°/L #8) 62.5% (95%CI 52.6~72.5%) & B LT iz, B2 506 L Cu7e
VSRR I 4.8 FEO RN ITP BBEFIZB W T, U Y v~ 7TREHR. 60 il 24 4l
(40%. 95%CI 28~52%) TIHL/NRELAS 50X 10°/L 48 2, 1 L BBV B3Rkt L7,
Cooper b, U Y F I ~T7iHE%K. 57 il 16 il (28.1%) T. M/MMriEICE S5
RS 1 FELL B L. ITP BRHE AR VEE (15 £/8) THREIE LI
WZEERE LTS, UYX U728 BHREMRPE DI 31 il EHHEb
IZBWT, 2.5 %I 1761 (54.8%) TRHEBHEFFSH Tz,

INHOTF—=FIE ITPIZKH LTRIIICY Y X~ 7285722 L3, 1HFER
HEBITRE CHIEEZRESXIV L, KVAEHATHLIZEEZFRBL TS, RIEORR
THEMNT ORI TIZ, VY Fo~ 70 X 2 M/ MNIE., TR OE L
IS bOTHY . T ARLOIEIES B AL O [E BRI IR AE T 2 R R O P B
BIREPIRITHDL e ERBLTND, BT, AZ - TFHIU T RIZEBTH/NE
kT2 0EEE E LCO IVIG, XixATaA RENZ X237 70— T T,
IVIG TIEM: ITP L7225 BEN Ve oT-, VY X ~T7 %, REOREERMDHRE
ATonEEBE260%,

VY X~ 7OREIE, AR TIEAEZETIERY, B ITP /N ESE 36 il 2 k5 b
LB G AERH — 7 — L 308R Tid. i/ MRER 50X 10°/L 25 4 J R L TRl L 72 &
FHMN 1A (30.6%) THY ., 26 (6%) TIMIHHZRKH LI,

Uy F o 7iE, BEAEENEOAS, wEEEAEN CTH D EE, MELH),
REOR SR R 25 . ITP BFE DK 20%ICBO D, VU N ERETIE, VYo ~T7 &
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Bz X, MEKEOHEENDTICEMT 28, BORBEREEEIV Y 271X
BneEEZXZEND, LarL, 2006 F12, KERMEEKSFIZ, IC VAV ZFEEMEL
IR DENREBETHHEITHES BEAEMIEICL Y 2HMREE LcdE L= T,
TRV T 28 E LR N Lic, ZeMEICBET 28 &L, Amold HIZXkd LB a—
THREINTEY ., BFELITo7 306 FilH 9 #] (2.9%) THELEHHERINATND
D3 AT E A DORERTREM IR STV R,

U EZEHTDHE, VYR ~T THRFELIZBEED 60% T /MBS 2 2%
DREDHIL, ZOBREFEOIL 20%DEBENEMMDELZMERE LN, B ORERR
DBFNWZHT DIV YXF T OEMIRIII L NI > TR, B ITRE I
PutE ITP BE T, MBI Y X~ T Z4H L T2, AT os Rz > T
BEtPTh 5,

4) Godeau B, Provan D and Bussel J. Immune thrombocytopenic purpura in adults. Curr Opin
Hematol 2007;14:535-556, %%t 62

JEE TR BB D DD o T BEDIFER

JrFo~v7

7 U F2MESITIET v DAL O R IR AV As . TRIEIRETME ITP 1R TO
VY X< HBAEEML TS, 2k, xmicZeTdhy, wEmH oY X
JBMEWZ EICX D, Amold HiX, 15 A B2 OMABREICHLTY YR T %
BHLIzAR®mL (1997~2004 F) ICESLK VAT T 4 v 7 b Ea—%2R)ELT
Wb, BB, BRI OWTIX 19 (313 fi) . ZeMEIC OV TIE 29 (306 i)
RS A SCHk & LTI Lz, 2 BT, /R ERAS S0X10°/L 2B X DA L ERE L,
FREEIL 62% Th o7z, R T, PEHELGHH, 3EM»D S HM THRE SN, F
oo TORFIE 2 s AD 48 w AFkE L7z, BRI Y Y o~ L Bl
WD 9BIOFTNRD Hiv, 3 FNXEIEH A il 1 H1X T % O BIERY 72 Jifi if 42
Thole, ZNHOHWEIT, FERLAFFROWMBHZRBREDOBINTHY, VU*
VRTINEETHDH V) —RREHICRSE AL S5, SCHk O % 5 1R iR
T, YV YU~ T I L2 R 2RO HRICHBE LLEBFCH LT Yo~
THELEPTO, BEDRPBO L, BE, BREM, SUIEZR & FERX
FEHODENRBD SN T WD, MRIIC, FIENEEIZY Y X v~ TR %
ARTBEFICHTHI YR T HESE, DRRRBONT, VYFvT L7
BARAZ7 7 I FEFHLIEGAETCOLRKE T2, ZTNHOT =2, VY X
~ 70, RREGE ITP O ANBHFICH T 2EREL L THETH L, BEDIR
BWIEN SR CHDZ L, BT — R ARARELTNWDHZ L, RS T A ZBE LT
BA., ARRIOOEmEZEEIHT I LBRETH D, VYT ~T N, RESYL
BRBE, RORT rA R CHORNEONRP oL BEITXT 55 1 BEIR
WEEZEZONDNEIAHATHD, SHIZ, UYHRT~T7 0O ITP (X4 HHE - HE
WL U U B R R OB B A Y 2 — L 2R L TR Y, ITP Iy 22 ik - &
IIHESL L TR W,
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VY X~ 7 BB ONREIRE &R D200, FmOKMRH 5, Zhisk LR O
TR A =72 T ~VRBRIZIB N T, 60 B0 MR FEEE L BRI, VY Fy
~ T EG 1 FHEOHER 40%DEBFTRD DI, IOICEHBORBR CHREIND
VEEH LN, ZORRIEL, VYT~ TR RIOBERGEE L TEETE,
IR EFRICE Y A7 OBFERL, M2 LERWVWERICHT2HKIEL LTE
BIh2ZLaRmBL TN,

25

3) TUHAMMERBREENRES N TORWVR, VY Fo<7E, 5 1 BRESH
TV = VTR SR WIERIEHE ITP ORICB VT Sh D, BA
TIHROLHEN T, EUERELLARVEFTH S, BHEAESZHICEY A7 DR
FRV MM ALERVWBEFIIH LT, VYR TOMHEBET XE T D,

5) Andemariam B and James Bussel J. New therapies for immune thrombocytopenic purpura.
Curr Opin Hematol 2007;14:427-431 &% ik 64)

VYT HiRTE®E

UV X 7id, BETHBZO~YT A/ hF A TR CD20 £/ 7 v —F L
KT, v U AHLCD20 & / 7 = —F AFEL LT S i, T OFEANX, ATt
RS 5 1 A e OV B o 75 1 0 e 5 55 ﬁ%% 45, ~7AHLCD20 £/ 7 u—F
NHUERE =7 A PG L6, Rigi, )/A%&Uﬁ%f9w&Uﬁ)B
MR SEEE Lz, VY X ~71% 1997 @ CRERMEEMLFIC . BROXIRE
%ﬁ@@ﬁﬁ@WXi5%ﬁ#T9%yuyﬂ@’ﬁbf%mén ﬁﬁ@r%%
W L CERBENF O TCOE ) 7 a—F LHEKTH -7,

ITP (Zxh L CE A+ 2 AHEMEE X, B ORGSO B/ M TR 2 492 B il
s —rOBOREEERETLIZEICED, VYU TOHMEICET 2 W
O IT, BB PUE (AT P REA 3) 2R 184 ITP DA BE TRIN
to)/%vv7@ Y OETHW SRS 375mg/m’ HiEE ., 13 ﬁﬁ%f4

%59 2 Mk - ﬁifﬁﬁéhto%%m#%HP$%®mm 53 TR LA
FONEBRD B, 28% TREN 6 » AU EFfi L7z, o — /ﬁfﬁf%@T 4
HE%THo o, AR ’ﬁﬁ”ﬁﬁ*ié$%%ﬁ:%%b%h&bvﬁ;f%ri%
MTHY ., WEHERIEH O TH 72, WRTORGIERBLOBRE TR, BHE
KT IHEBRETICRESNEZBYYER H 7208, TASITBRM CTHCRENTH Y,

R SR IEGIE N R g2 5D ) Yo~ 7RG EOBEME TV E SN, 2
ORBIL, B ITP WBRICBIT 2V Y X v~ 7 O&RE Z AR L7720 TORER
Thd, TOHBRDOHEBRIZENT, MADEMRRN 75%., NEOEMHERN 63%ThH D
ZEMNRER S, IR RN EMN T BT,

KRBT T, X OHEBEAKRE W ITP 1T 25 U Y % v~ 7 O 5 AR R
MAR SN TWD, Bennett H 1%, JefTIHRECP IAE 4 BN & VR HR BRHTIME O HE % M
ITP /N 36 B K DRTFHAY, ZhiskLEA—7 2 7~ VI HHRER % 3
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L7ce 360 (2 Bliximigm. 1| Bl B oK i E) 2 bk < &F0 il 1 (=l 4 08
HBZ5ET L, YZIBFIEOARENRINTZ, 31%DERF N, EEFMEE Th 5 i
AR 50X 10°/L LA B> 4 B BIHERE 2 R Lo, HUE DA EFSRIL, 17%DIEH] TH
HE, HMlz X5 AL 1 B CTARBIRE M Thh iz, BIREN Z LI, 18R
RN RAEBEENGEICBEET 2EHmICH o 72, BEMIC, 2 ORBR £,
U= 7N ROHEOBREEGE ITP BFICET2 ) YR~ 7 M
EXFFLTEBD, BEODS5~10% TMIFHAHEE L, BHERIIZ OV THERERWVEIE
NULETHDZ LR LT,

WE 10 EMO, BYEITP ICxT 2 U Y % v~ 7B 5 L5 O 5E Fl 3 0 0E Bl
B RO ORTFEORBRIC L b 59, CD20 FEIC X 28R %2 THIT 2 B
HRNFIEIMR I TR, AXA U TIrb I IREESME ITP (23250 V%
U~ T D% ek LA O % T AR TiX, BRI ITP B3 89 il U > ¥
VT TIHRES N, AoV TRE M TR, VYU~ TIRE L REME
O TIZREET 2 BEET RIT., OMMAERI N TWD, QEITIRFEEN 3 282
%, @ITP OEMBFHHE (10 F£H) Tho7z, ZNbH ORI, HEar be—
NPAES THRENETL TV RVWERFIZEBWNT, VXU~ BRI 0BERNTHD
TEEFRBLTND, 62, AIFHRNRSIERIERE 1 HRBR T, VY Fo~
TWNEET, IREIRHIVE ITP @ 40%I2B W THFEORBFIRE L 25 Z RS,
UYF o= 7REIE ITP IWET AT ZLOHMBEE TEEIND Z L 2R LT
W5,

Flo, AL VORBRTERTARIE, VYXFI2TOEREN 1 HOATH- T
BETH, BREMBEGONT-ETHY, o7V —7 THidEIZRERO @R 2
B SN TV D, IHEIEEIME ITP B 5 Flicxt LT Y o~ T HEE G ZMRE L
7o B OSEBIRR F Y 2006 4O KE MK FE THE I, TOMPEITHEETH-
7= 5 BB Y Y X~ T 375mg/m® HEIE G THERNE S, 3 Blic o0 TR 1
LB, RPN LTz, 245 12 » HLL EOPIEZNRIL, Ko 0fER T, B
g (5EM) OTFHNTFTHDL, TNLOTHBEIALTHY, VYFT~TOD
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KOLENoTCAEERIL, VY XU~ TR GERED gradel X% 2 O RS T
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R OWTHRT 2 H - eRlkB ALl I b, EiiF o ciX, 2EEDY
VXV T ERETORE, VYTV T LY IR AT IR, BT U RF
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1) EEEITP 2RI A FT A~
International consensus report on the investigation and management of primary immune
thrombocytopenia (Provan D, et al. Blood. 2010;115:168-186. 3 OFTJE i g O [ : %
[, 7 KE BN TTUR AL AL A B YT AL ) BERLED

Table 5. Second-line treatment options for adult ITP patients

Recommended Approximate Approximate | Toxicities Duration of
treatment strategy | response rate time to sustained response
response
Rituximab 375 60% of patients; | 1-8 wk Low rate, usually mild- | Sustained response
mg/m* weekly x4 | complete to-moderate first- >3-5yin 15%-20%
(lower doses may | response in 40% infusion fever/chills, of responders.
also be effective) | of patients rash, or scratchiness in | Responders may
throat. require retreatment
More severe reactions months to years
include serum sickness | later
and (very rarely)
bronchospasm,
anaphylaxis, pulmonary
embolism, retinal artery
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thrombosis, infection,
and development of
fulminant hepatitis via
reactivation of hepatitis
B. Rare cases of
progressive multifocal
leukoencephalopathy.

Second-line treatment options for adult ITP patients

Rituximab. Several publications have reported the use of rituximab in ITP patients since
4'5:16

previous consensus documents were issue and suggest that about 60% of patients

respond, with approximately 40% achieving complete response.’’ Responses generally
81,82

occur after 1 to 2 weeks to 6 to 8 weeks and last from 2 months in partial responders to 5

years or longer in 15% to 20% of initially treated patients.®” Most patients with a durable (1

year) complete response will respond to repeat treatment if they relapse (evidence level

ITa-111).

After 2 years of observation in a prospective, open-label, single-arm phase 2 trial, 33% of

patients had a platelet count of 50 X 10°/L or higher and 40% had a platelet count of 30

10°/L or higher without any additional treatment.®® Although the studies presented used

rituximab doses of 375 mg/m>, lower doses (100 mg IV weekly for 4 weeks) may also be

effective, although associated with a longer time to response.®® At the current time the

standard dose of rituximab for ITP patients is unknown, and, due to the potential toxicity

and expense of the agent, future studies are required to identify the optimal dose. High

response rates have recently been reported for a combination of rituximab with high-dose

dexamethasone as initial therapy.®’

Rituximab is contraindicated in patients with evidence of active hepatitis B infection (eg,

positive hepatitis B/C core antibody). Adverse events associated with rituximab are usually
82,86

mild or moderate, with a low incidence of infections. There are also reports of more than

50 cases of progressive multifocal leukoencephalopathy associated with rituximab treatment

in patients with lymphoma and more recently a limited number of patients with SLE and

ITP."-*® Hence, additional long-term safety data are required. These cases tend to occur in

patients who are heavily immunosuppressed and on combination treatments.

Prevention of infection after splenectomy. Splenectomized patients are at lifelong risk for

uncontrolled infection with a poor outcome from Streptococcus pneumoniae, Neisseria

O oo 116,117
meningitidis, and Haemophilus influenzae. ™

Patients are usually given prophylactic polyvalent pneumococcal, meningococcal C
conjugate, and H influenzae b (Hib) vaccines at least 4 weeks before (preferably) or 2 weeks
after splenectomy and revaccinated according to the country-specific recommendations

118,119

(evidence level IV). In patients who have received rituximab in the previous 6 months,

vaccinations may not be effective. Vaccination for these patients should be readdressed once

B-cell recovery has occurred.
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In some studies, asplenic patients were given long-term antibiotic prophylaxis
(phenoxymethylpenicillin 250-500 mg twice a day or equivalent, or erythromycin 500 mg

120 121,122
and

twice a day). © However, the benefit of lifelong antibiotic prophylaxis is unproven
the risk of late infection is quite low, and therefore no consensus has been reached.'*
Apractical policy is for splenectomized patients to have a home supply of antibiotics
(eg, penicillin VK, erythromycin, or levofloxacillin) for use in case of a febrile illness.
Patients should be educated about the risk of postsplenectomy infection, including the need
to go to the emergency department if fever higher than 101°F (38°C) occurs. In addition,
cards should be carried to alert physicians that the patient is asplenic; some patients may

wish to wear alert bracelets or pendants (grade C recommendation, evidence level IV).

Thrombocytopenia in pregnancy
Presentation of thrombocytopenia during pregnancy

Recommended treatment options for the management of ITP in pregnancy

Primary treatment options for maternal ITP are similar to those of other adult ITP patients

(supplemental Document 8, Recommendation Box 9). Corticosteroids and IVIg are the

43 The limited evidence for the use of IV

149-151

first-line treatments for maternal ITP.

anti-D,"*"'** splenectomy, and azathioprine is presented in the subsections that follow.
Vinca alkaloids, rituximab, danazol, TPO-receptor agonists, and most immunosuppressive

drugs (other than azathioprine) should not be used during pregnancy because of possible

teratogenicity.
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KEMEFEZTA NI A~
The American Society of Hematology 2011 evidence-based practice guideline for immune
thrombocytopenia  (Neunert C, et al. Blood. 2011;117:4190-4207. kK [%) BRI 4)

Table 1. Summary of recommendations
Treatment of patients who are unresponsive to or relapse after initial corticosteroid therapy
4.4. B. We suggest:

e Rituximab may be considered for patients at risk of bleeding who have failed one line of

therapy such as corticosteroids, IVIg, or splenectomy (grade 2C).

4.4 Treatment of patients who are unresponsive to or relapse after initial corticosteroid
therapy

Question: What is the most appropriate next therapy?

New since the 1996 ASH guideline is the extensive use of rituximab in the management

of adult patients with ITP who have failed one or more lines of therapy and who have

undergone (in many cases) unsuccessful splenectomy. This experience has been summarized

in the systematic review by Arnold et al'® The pooled estimate of overall platelet count

response in 313 patients from 19 eligible reports was 62.5% (95% CI 52.6-72.5%).'*°

Rituximab responses can be enduring, although the rate of durable response at 1 year may be
121

as low as 30%. ~ The rate of long-term responses, in excess of 1 year, has been reported to

be between 18% and 35%. but not all of those who relapse require treatment.'>'*? Arnold

and colleagues evaluated safety outcomes in 306 patients, of whom 10 (3.3%) had severe or

life-threatening complications after rituximab treatment. Nine patients (2.9%) died. Thus 19

of 306 patients had grade 3, 4, or 5 toxicity as defined by the National Cancer Institute
120,123

Common Terminology Criteria for Adverse Events.

Progressive multifocal leukoencephalopathy has recently emerged as a complication of

rituximab treatment; reports suggest this complication is rare in patients with ITP treated

with rituximab.*!
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4.4. B.We suggest:

e Thrombopoietin receptor agonists may be considered for patients at risk of bleeding who
have failed one line of therapy such as corticosteroids or IVIg and who have not had
splenectomy (grade 2C).

e Rituximab may be considered for patients at risk of bleeding who have failed one line of

therapy such as corticosteroids, IVIg, or splenectomy (grade 2C).
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FEMEARZTA T A~

GUIDELINES FOR THE INVESTIGATION AND MANAGEMENT OF IDIOPATHIC
THROMBOCYTOPENIC PURPURA IN ADULTS, CHILDREN AND IN PREGNANCY
(British Committee for Standards in Haematology General Haematology Task Force. Br J
Haematol. 2003;120:574-596. (¥[E]) &%k

ADULT PATIENTS FAILING FIRST AND SECOND LINE THERAPIES — CHRONIC
REFRACTORY ITP
Anti-CD20 _antibody. Rituximab (chimaeric anti-CD20 monoclonal antibody) has been

evaluated in a single study (Stasi et al, 2001) in which 25 patients with ITP resistant to 2—5

therapeutic _options were treated with 375 mgm’ rituximab weekly for 4 weeks. Five

patients showed a complete response and a partial response was seen in a further five. In

seven patients the responses were sustained for over 6 months. There was a suggestion that

younger patients showed better response rates.
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Recommendation for therapy in adults failing first and second line therapies:

Campath-1H and rituximab are agents that may be of value for patients in whom there is

no response to other therapies and in whom there is a definite requirement to elevate the

platelet count (e.g. active bleeding). Mycophenolate mofetil appears to be effective in

some patients with severe refractory ITP but larger studies are required to confirm its

efficacy and safety. In terms of the risk: benefit ratio, treatments with interferon-a,

protein A columns, plasmapheresis and liposomal doxorubicin are not recommended.
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Medikamentéose Therapien in der 2nd-Line als Alternative zur Splenektomie oder um eine
Splenektomie aufzuschieben
(5 FE)

Auch Rituximab wurde bisher hédufig als «Splenektomie aufschiebende » Therapie
eingesetzt [91-93], ohne dafiir zugelassen zu sein. Es ist die Meinung der Panelmitglieder,
dass bei klinischer Blutungsneigung eine medikamentése 2nd-Line-Therapie mit
Romiplostim, Eltrombopag oder Rituximab mit dem Patienten besprochen werden sollte,
auch mit dem Ziel, eine Splenektomie aufzuschieben (s.0.). Dabei ist zu beriicksichtigen,
dass fiir Romiplostim und Eltrombopag randomisierte Phase-III-Studiendaten vorliegen [94,
95], wihrend dies fiir eine 2nd-Line-Therapie mit Rituximab bisher nicht der Fall ist. Bei
der Abwigung Rituximab oder TRAs der Splenektomie vorzuziehen, sollten die Patienten
darauf hingewiesen werden, dass sich die Erfahrung mit diesen Therapien im Vergleich zur
Splenektomie auf kleinere Patientenzahlen wund einen noch relativ  kurzen
Beobachtungszeitraum beschrinken, so dass mdoglicherweise bisher nicht alle

Nebenwirkungen bekannt sind.

T D ACHE NI ETHE I D 72 &0 D, 5 2 BRI

(HFe)

RRlCY Y o~7F, MEAREHEET2HEE L THOYLNS[91-93], VY X ~<T
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HIME T 58 2 @IRE L LTI e X F LA o baryRmRAATE2EFY VF
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3rd-Line-Therapie nach Splenektomie
Rituximab

Rituximab ist in keinem Land der Welt zur Behandlung der ITP zugelassen, dennoch wird
es in Fachkreisen als eine etablierte Therapie bei chronischer ITP betrachtet. Auch in der
Bundesrepublik werden zahlreiche ITP-Patienten trotz fehlender Zulassung mit Rituximab
behandelt. Deshalb soll im Folgenden auf diese Therapie eingegangen werden.

Rituximab erreicht bei ca. 30-50% der chronischen ITPPatienten
langfristige — definiert als {iber 12 Monate anhaltende — Remissionen [93, 123—-126].

Die iibliche Dosis liegt bei 375 mg/m* 1 x pro Woche fiir 4 aufeinanderfolgende Wochen.
Es ist bisher nicht geklért, ob niedrigere Dosen gleich wirksam sind [127-129].

Die Behandlung mit Rituximab ist in der Regel gut vertrdglich. Es wurden aber auch
ernste Nebenwirkungen berichtet, insbesondere Infektionen [123, 130, 131]. Es muss offen
bleiben, inwieweit diese auf Rituximab oder die immunsuppressive Vor- und Begleittherapie

zuriickzufithren waren.

N1 D 3 BRI
Vv~

YUY X <7D ITPIBEIZONT, RO EDOEIZEB W TH AR I TRV,
T2PE ITP kT 2N S REEE LTEMEICEIVEZ O TVWS,
HALILFNENZ B W T ITP I T IR KT LT U Y F = TIFERB I TWR VD,
2 DBRFEICH LT, VYR~ THRENMIDRL TS,

Uy E v~ TRIRICE 0 B ITP BH D 30~50%IC 12 » A LA b o £ W& fig 1345
53 5[93, 123-126],

YR e L - AR, 375mg/m’ 208 1 [B], 4 EMEE 5, EENL AL AR
I VERAREDOBEAEDOHBEICHOWVWTITIARH TS 5[127-129],

UV X< THRFICBVWTHERERRO LN TWD, o, EERAEREZFLLT
JEYE DO RBNHE S TWDH[123, 130, 131], s, VY F~7 miEHE UL
OF L O GEMHNCBE T 2 O Em O RMDB 5 5,
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hu U RREF R ERIEEIE (HELEEE 1B)

HF ) — L *

THF AT Y

I BERATF IR

E Y ATV A RS s

FRA R B KB

ATaA RNV REE (AFLFLrRF=ynRry) *

AR Y LRRE

Vo <7*

s I B A T AT 35U TR BRI F 23 72 W 3R 54

(3) Third line V&% : & FEHEM L (3£ 2)
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PIE
« First line {59& } (" Second line 15N ML) (NR) D REH
-%%@T%ﬁ%%h@mf@%L<ﬁéﬁﬁh;@%%ﬁﬁ%@ﬁ%o
HREAT v A A E 5]
%ﬁ%@
% AXHEERYE ITPIERI DN G & 72 5,
HIAME ITP I OWTILEROMENR SV | TOHEIZO W TEEAREICL - T
FHELBLT 5~30%E SN TWD, RIFFEHEO A TIX BEREAT A N
%\%5mm%%ﬁ%\%@@@%ﬁm%ﬁmﬁfzﬁuTwmmW@w#
# AL B EH & EHET D L. ITP OFK 5% HIERER] & #eF S iz 2,
Third line DIFWFRIZME A S D HA DL <IF (3 2) ., EEERBRARIGE H 5 W IXTR
BRECPE DA N L <, FFRLAERNHE T 2 RS 5, FlZiF=e T v
AL BENE DL H Y 1~2 77—, HDWIE 1~2 5 H TEHHE L EIVEH
ARG L. ZhAR D22 T A o 3K A RIS
& 51 Third line DR % 2~3 AL I2% ., B THNITREIBE K EAT 2 A
Ri#eFfm (7L F=Y r U HHE 5~10mg/day) OATRIBBIET 256055

@V V¥~ TR 0 (PR A

CD20 (B U U NERICKFT 25 h~ VAR RATHART, F& L TBMias
EELUINMKREAZKFIELIHNTHAIND,

YUY X ~7 375mg/m’ &8 1 A, 4 W SHESHET S,

ITP {236V TIid 1998 4 e il i & DR 4[5 CTHOE AYIZ Bl A\ D in iR BEiE ITP
WHEAHSNTWDA, ZONFHliAlaEZe 19 i, 313 FlIC OV T L B2 —X i
=, ZRICED L/ MEER 5 J5/uL LB U SEBTIE 62.5%, Z DN
ETRIT 46.3%ICFED BN TV D, IBFEBIFIT 4~6 BT T THI, 15~20%

WO EMN 2 Hh AD SEMU EIChio TGO LN TV 5D, E¥ /MR
FUSHIMIE 105 # AT, 10.5%23 L TWD, — I T84 TMENE B 13 5 03
DRV oOTx L, B EREEIT IR A2 < ITP & LT o 5w I O & Ui 6
(U5 FELAE) TS EVEPICS 5

— 07, MO & D iR 2 5 /ul LA F OEHREERNS, AT
VY X< 7 AW T, REIOHOIER T 1 4F% 40% (24/60
B . 2 Ht% 33% (20/60 JEF) OFEFIA . i/ 3 UL BB EIED 2
Ll 2 dE LT % 3,

BIEH & L TR b DAY 306 Bl 66 Bl (21.6%) (2. A b EE
B (grade 3~4) %10 5 (3.7%) 2. 9 {5l (2.9%) AIEL (gradeS) LT3,
SERI D25 < 13 ITP 1RPRICE R U 7o Bl L E IC K 5 FER AP L TH 225, IR
BOEWIEF S 2o T, AMERICKH T oK EZZBE L2 ECAH%MEHT 51
EBnbsEEZOND D, BRATRY AV ZBEEYIER], Fx ) 772 84 TIC
U AV REYE DR B X D M RIEBNZ X, BUERF K O RIAEIZ D e 0N D fERIED &
., FAIESTH D,
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BRY Y XU~ TREE ST EEEY VNE, AR ) T b =T RAARL
T, 50 BILL EOMEITIE S B QB RE (PML) O NZ2 ST, v 7 nkX
77 X R LA EmERES T 5 EASEDORIEY X7 NEE DB
Bhh ABEMORBEESNETHD Y,

AF TR, HEIA B A BT R BOE S T S, RS ERRD b T

D0, FEFEoMAEHREIT RV, AR OEEIGYE ITP (2xt3 5 H 0. Dt

ZHHC T2 BRYT, AFCTIIERALEERM 35 O RRABR S ETH T, 20

fa RN TV D,

ik

32) Cooper N, Stasi R, Cunningham-Rundles S, et al. The efficacy and safety of
B-cell depletion with anti-CD20 monoclonal antibody in adults with chronic
immune thrombocytopenic purpura. Br J Haematol. 2004;125(2):232-239, %% X
13)

33) Arnold DM, Dentali F, Crowther MA, et al. Systematic review: efficacy and safety
of rituximab for adults with idiopathic thrombocytopenic purpura. Ann Intern
Med. 2007;146(1):25-33. &% ik 1D

34) Penalver FJ, Jiménez-Yuste V, Almagro M, et al. Rituximab in the management of
chronic immune thrombocytopenic purpura: an effective and safe therapeutic
alternative in refractory patients. Ann Hematol. 2006;85(6):400-406. %% ik 24)

35) Godeau B, Porcher R, Fain O, et al. Rituximab efficacy and safety in adult
splenectomy candidates with chronic immune thrombocytopenic purpura: results
of a prospective multicenter phase 2 study. Blood. 2008;112(4):999-1004 %%k
14)

36) Carson KR, Evens AM, Richey EA, et al. Progressive multifocal
leukoencephalopathy after rituximab therapy in HIV-negative patients: a report of
57 cases from the Research on Adverse Drug Events and Reports project. Blood.
2009:113(20): 4834-4840. %<k 19)

(5) EENEITHRDAFTOEKAERBE N OERMEHE (EFE (1) B
M) lzonT

1) JEGIHR &

S ITP RS IR 47 4E
< ISR 3X10%/ul
* RITE
TL =Yy, i, AZA, ~

16X10% p L 2]
1,

s LML, 2%
A #% o /O

No B 1Bk A 74k
1 TR 1ITP 375mg/m*iE | - WIEE G 30 | Flifiitde L.
¥ | LR 80 B . Atk X 4 [A] [ #% o 1 /R ER 1
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JoanRyH—t ol [R5 10X 10°/pL 121K

¥,
2 | mpEauiE ITP 375mg/m*/# | - EIT 3 4 AR oM | iR L,
R LIRS 75 B, Bk X 4 [f] IR 20 X
XA ITP AR I 33 4F 103/uL,
D S 20X 103/l
- HITBIE
TLR=Ymr i, IVIG,
~Yanyz—vn ) RE
3 TR HLME ITP 375mg/m?/ 1 YR T | R~
TR R 30 R, Ak X4EaE2 | 4 ABMOMME | BDHATH
K10 B ARIC ITP S YA 7N BE 200X 107Ul | 7240,
| .
T R=ynrr, AFALITLEK s L L /I
=y sv AL iR, IVIG g%§%®%%b

- /R 10X 103/ul LLTF THER
FEEEICEIRFLRNH D, U Y X
v TR A ERR

2 YA VB
(RN IRANY 7S Sy
&L, 200X
10°/uL % i Ff,

16 BSAKITH
P

- HPETR & M/
% 250X 10°/uL %
HEFT S

W& 55 © AZA, azathioprine; IVIG, intravenous immunoglobulin.

(6) kit (1) »6 (5) ZEF 2 -EHOZ YEIZHONT

<HEYEEE - BRI HONWT >
1) ARFDOEEIHEBEITHONT

ITP (T 2 VA RIS (Tvsh L EN TIZIE—H L TRV, IR L L TRl

BUEARNVE AL B TBRRIBRE L LM R S Tvw D,

EWNTA KT A R D D113 TP OMEEBMIHRIC, ~Van"zZ—ra U
DIGMEOGE . BRENITO ., M/ RELD 2 J5/ul BL T SO EEE 7o i i RO 5R B
ORI, REBEH AR 555X, BB EERLVE AN XD IRENB S
S5 (first line 169%), BIBEREAT oA FAIWZ L DBEETCHRERNRBD N2 -
725620k, RN EE S (second line 16H) . T TR DFRD HiL7e WA
PR & R H 2RV A IR, b YRR T F U B REE R 0 fth o i

HIFN LA FIHRIERNC L DIEENEE S D (third line 169E)

Eikod T3, HERNFICHRDLERNSORKIER - KEFIZHONWT] o T(1) EE

AL d iR, Y ERERBRFICR LI AR E L ToOREWRDII, 1(2)
Peer-reviewed journal DR, A X « T FH U T AEOHRERDI] KO 1(4) F&

M EDOZRITA RTA o ~ORBERI] IZBWTRLIEEBY . KA L IZET
DHEDIZTE AEN, BIBEERLVE VAN L DRESCHMAE N Th - BE, Xk
Z O Al D G 3% B A LAL FFAE AN K D IRENT o - BB T 5 5 TR
MRD LN oI G TOHEHATH Y . ARFNL third line IFEDONESTFIZH D Z
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CIEENAOEMEDa LY A THDLEERD,

WA ZIREEME 2 £E ) RAl R ALE TH D Z LD, RIS AFNTEIR 2 Fii 4
LI EPBRIESNTVWD, AAFREGICHET2HREDOL IZMfHEH ZxLE LTWD
23, Godeau & DGR 1T MIFRER T8 V03 (BIRBELEICTHREHA) MAaTo
HEIAYE ITP FBE ICARBANER 21TV 40% AN Th o 72 2 & BHE 4 TEH Y | Moulis
B D% I R M BRI x ORHK L R OB R A i L2 A BE T RSB
MBI OMEZMIELZSA, 2 DOBBEFETERRN ERRESATVWDS, 25
(2. Ghanima 5 a0 & <8O 1 I sl O AT AR KRR Z EET 5 2 LICOVWTORL
WEADHDHZ ENE, AFTMFEOFTIICHE G SN DA EEMED H Y | second line 6 & L
TOMNBESIT LA THD EHBEZHND,

LLE X0 K25 UTEEETED ITP B ICHREIRTHRESE TS Z L3R
LBEzzobND,

2) BYEITP I oW T

ITP (Z B3 5 584), %ML O M E LD KK — % X - 7= Rodeghiero H D i
RIBOD1T, WS 12 5 AL EOHA T8 ITP £ 552 LRENT VS,
AR ORI R EE X, BIEREAT 2 A KA (first line 169) 1KV IENEOH
T, MEOBEHNER SNDEBETH DL LB XL, KANRENITHI R,
ZWrG 12 AU ERRBLEZETHDL EE XD,

FERE, 3. BERNFIHRDENINOAETHE - REBFIZOWT) @ (1) EIES
Ltk ER, EYBERRE IR L ARTEE L ComtRo) . <ishicisir 2
RS> 1) mi A EA R O R RET OIS R#E LW E o h ¢, RA#&
5451 0> e 55 1 R o A S B B A7 Zaja & BRTEIO3O K TR paga B BELMID gy 4
TnEn 16 » H (2~451 » H) L 195 H (9~41 » H) THY, HEICEVITS
DXEHDLLOD, KEOEGRGITIEME ITP BEICRDEHEINDIZ LD,
PHEEN R A BIEITP L+ 52 L3R YTHDHLEERZD,

7245, Gudbrandsdottir & O A TIFEFEMID - HAIEFNI 6T 5 T 2 A Y 1B
WZUYX U~ EHALESEA. T AX Y UHAIL L TEGRNEL, B
Wb B ol FERME SN TEY . HHEFICK T2 HEHIRT 2O Tl
AN
3) ARFNL TEVEREFEME M/ O PESEBENS ) Zxfge & LT, MR HEELICET
SNTWD, £z, ITP IBHE D third line BRI E ST HND b U RRTF 2R
RIEEFKIZ DWW T, ENORIRE « 02 T8RRI Ml IS SR BETR | & 72 5 T
W5,

4) EWIZE W T, B PERRRE M N PESR BT (ITP) 12X T 5 U Y F v~ 7 OF W)
ML ZeEORMNEZRHNE LEFIMHEA—7 > 7 VEBRER SN TN 5D,

Llb1) 26 4) Ko, BEYRE - 20T TMEMERSEME /MR PESRBESS ] 23 %4 T

boHEBEXD,
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<HEEME - HEIZHOWT>

1)

2)

3)

ML - H&EIZ->0nT

ko T3, BERNFICEDLENSORARICHR - HEFEICOWT] © 1(1) WEL
b allin, B ERBRE TR L ARIER E L TOWMEIRDL) OIIZFLH LowmE
DIFE AL T TAA 375mg/m” 238 1 [\, 4 @EE ) DEASA TS, £z,
W CHEHE X vz TEMERFR MM/ N PESRBER (ITP) I2x3 25U Y X ~7DFH
Wt L e RFERE LG4 —7 2 7L ER ] Tb [AH 375mg/m’
WM, 4E%E ] NEAINT, X512, Ghanima & O fRFEFRLE® O je (R I7 ¢
R T A L ERLBIDD 4 TRA] 375mg/m” 238 1 [\, 4BMEG ) SRS TS,

AKF 375mg/m* & 1 [\, 4 W8 G %22 THE L7285 13, Penalver & ®FXH 2D
Arena BFLH S K TR alayanni BEERD S o e 6 [\ 5., Naranag 5 EFEH 0 f i 8
[ #% 5., Routy & EFX®300y 10\ H TH -7,

AKFH % 375mg/m” LISt O B THE L 7= #4513, Provan & ®FX® 19 gL Najjar & #F*
25 K (N Zaja & BERLHRIOINA0 0y 100mg A 1 [B], 4 B G Patel HEERLEHIDg
200mg/m® &3 1 [T, 4 @5, Bradstrup HE*EH390 500mg A 1 [[], 4 R
$e 5. Tram & ®%%833) - Mahevas & E#XMAD L (R Brah & ®* L840y 1000mg % 2 ¥ [
fRC2REFEETH T, 7k, Saleh H AN L7 L - HEHE D= OERIKE VI
FHE BRI ER 04D 50mg (dayl) /150mg (day8, 15, 22) /m® % 3 f#1i2 150 (dayl)/ 375mg
(day8, 15, 22) /m* 7% 3 i G5 S v,

ITP B ISR D AHN O 5220 T
(A 375mg/m® 218 1 [\, 4 BMEHEG ) Tk 5HERGICHETIWMEND D,

EL-Najjar & ®#X# 29 3 0 0 fE45% O AHI 2 %G LB 257~ 2 &, Alasfoor &%
LIS KGR 1 T2 3 B O 2 BEEE AT 1o T, WTh
b CRZG72 2 L 2 HE LT 5, Khellaf 5O L P2 b U —HF520 i fy T 3B %em 3
11 NS TG TR 9 Bl 8 BIN AN Th o7 2 & 2 614 3 EILL DO
BhH (Fa&EUE) 22 TCWLIREEOEICEN ThooZ EaRELTVD,
Giagnounidis & [Z##%#40 2 o6k L CTHE G 24TV, WL CR Th-o722 & &
Wi LT 5, Brah b O TIEERRS 10 GG MTDIL, RGOS
ERRDN 83%., SEREMMN 67% T - 7= Z &, Naranag & [TEFLHD 1 i |- 5
ATV, BRE/RTZ WA LTV,

%72, Perrotta & (TFEXH) B TP BAEFITxT B H&E SISOV THE R
ATV, 9B 6 BI THRETEMNRELNTZZ L 2WmEL TWVD,
BRIz o>\ T

Fikoo 13, BENFIZRDENADOARIER - HEFIZOWT] © (1) #E
ARG, Y RERBREF IR DL AR E L ToORERI BV TRLE
WEDOHEEIC DN T, M/MRBUEINCRE T 2 EIZLL TO LB TH D,

INoO®E, KO ER®D, T(2) Peer-reviewed journal DFRFE, A& « 7 U v
ZEOHRERD] KO T(4) ZEXITMBEEFEOZREITA R4 o ~DOFHRIL 2
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5. @M ITP BEITK L TAK 375mg/m” 23 1 [, 4 HEH G LI-5a 0F MR
HrEcE s,

O IPE SN S A EIPE Y )

) EEME (M/IBREA 50~100X10°/uL) A% 93%~60.5%. 52 EMR (i
INREL DS 100X 10°/uL 2B 2 5) A 11.7%~T9%, &%k 16).39).36)39)

i) MR (/RIS 30X 10°/uL B2 5) 2 75%, TREMR (MK
HBNIERE) 75 41%, SFLkO

@ %I

i) Moulis & O i & AHI B 50 ik 1230 TEFRLEAD A K] 375mg/m* % 1
Bl 4 G L2, 3 5 AR OEREDN 69.8%, 584 FHAEZR 39.5%,
12 5 H RO TARIRI 59.0%, 5ERFMREN 359% TChoTe Z L zlE LT
W5, E£7-. Cervinek H D4 TIIBEHRLRAD 6 5 H S O EMED 67%.
FERTIRERD 39%., 12 HRFR O BN 65%., TRFMEN 37% ThHh -
7=,

ii) Patel D ILE*XH  375me/m® 2 1 [A], 4 BRIEG LZBRD 5.75 FERr O
RN 63.6% ThHhDHZ LERELTND,

iii) 375mg/m* Z M 1 [A], 4 WG X DBENTh, 2hBHELENTIE
FEECTH D & B 2 DT i B 020208 o i sk 13 - 52%~69%. 58
EfERIT 20%~54% T > 7=,

iv) Zaja B (ZFEXHO 375me/m® 238 1 [A], 4 BREG L2 EE L 100mg & 1
M|, 4 WG LB A2k, 1375mg/m” 28 1 B, 4 8E#5] 10k
WCEMBENE DT E2WE L (REME 66% vs. 52%., e HAiER
50% vs. 28%), 7= Provan 5 (XFFXR1 0 100mg &2 18], 4 BEES L=
BA DOSEREMER (/NI 150X 10°uL 2B 2 5) N 57% Th-o7-2 &
E@RELTWD,

v) Mahevas 5 (ZEF*8H) - 375me/m® 238 1 [\, 4 WEHEG L7-BE L 1000mg
Z 2 MR T2 BES L2 EBFZ L, 1000mg @ 2 [A1$ 5 T2 wfif =R
DEPoTZ ea®E LT 3 » ARRROEREMRE 33% vs. 43%, 1 Fkf
SRDTER TR 28% vs. 41%., HeAEBLEEIF IR D SE R FMRER 26% vs. 48%) .

@ JEFIHRE

i) Kelly b O#ETEEERD 0 375me/m® 238 1 [\, 4 BEHEEGLEZEBA. 6
B A WS OFM T, NS 50X 10°/uL & 2 D EEFIA 6 1 (55%) . 100
X10°/uL &8 2 HHEGIA 3 61 (27%) T Y| Stasi B O TFERER D
6 1 (86%) TIHL/INRERAS 50X 10°/uL ## %, SEREMRIL 4 6] (57%) Th
27,

ii) El-Najjar & O #4 TR0 100mg 208 1 [, 4 BEHRG L7505
TR 27%, EEMRN 18% ThHh-o1-Z L EHEL WD,

iii) A 375mg/m* Z# 1 [, 4~8 [A#¢5- L 7= Lalayanni O 55 T Z##EM® 2 - o=
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RN 3 (75%) TV, Narang OHE TIZERLHTD 5 45 (83%) A3
EREBTH o 7T,
4) BEMEIZHONWT
bk 13, HENFITHRDLENIOREIHR - lREFIZONT) © (1) EWED
Ll a B, B RS (TR D AR E L CoORERPL) OHITR Lz#®EIZ
B D ERLEMEFEHREZ L FITRT,

O A7 LAY EER ST 7 SRR 5
i) W yE RS S (infusion-related reactions, IRR)

Zaja B O TR BRI I030 o m d[m] B G 2 6] (4.2%) (ZEEE o B
FEZFBO TS, Khellaf 5D LA b U —HFJE0 #A TR BRI 1500
FEFIZ 49 1EOEER R Z RO TZ b OO 46 1FIZ 7 L— K 1 OB b
DTHY, ZL—F 31334 (EKT, FRKNE, miEH) ORTHo
D EERE LTS, Pasa bOEWAE TIZEELID 6 fi (35%) THEEM K
X O IRR (FEEL, HEIE, JEFFRMRRZ. HWE. Sk 2R D7,
Alasfoor & (Z®%%0 3D AR EIBE G0 3 6] (21%) 12— B 0lh &
i B R D FE B L - O R TR L7z Z & A 5 L 72, Giagounidis
B I EHRLEAD 4 i (33%) |2 8 /D IRR 3H (grade 1| DFE, B HF
VN, L)L Saleh 6 (XEEERAD 3 50> 1 R OMERIC IRR (FEEL, )
R, BHHEEORHIZEVLE LD EZ2HE L TWVW5, Khellaf 50
LA R Y GRS IR R gL O B ER 1T 2.3 1£/100 BAEAE
TholeZ bxWE LTS,

il) & Do 2z v W

Zaja & O ERIHIOIVG | il N T, KRR GET 1y B, Hik
MEBRIIMETAT oA FANC X0 B U MIEMEM DR LTe (ORAIE
OBIEMEICEAT 25 H e L),

F 72, Alasfoor BT HHFXHI KK G52 T 2 8 B IS AH] & o B 3
AR REEORBL (16]) &, AFYIEERGHZIZ, AT 24 FH&KOIE I
L2 EEZ N D IM/MREEIN & EEEIRMARTED 1 B, 655 I 58
Lo, Ri7 A VRIS X 2367 R EREBIMAE O 1§42 #E5 LT\ 5,

Giagounidis & (3 ®#X840 KK 2 [\ 541 /NI (grade 2) % 56 H
L7216 &1 BHTARK & OB EMER 72 WK EERIR R 28072 &%
WELTWD,

© 1% 7R
i) L
» Mahevas & (Z®#X84) 1 ] 8FEMEVER & TR L2 LA HE LTV 5,

AFNE OBHEMET THY STV LfrEinnTnd,

« Cervinek 5 [ZBHFLRD o e 1 ERNICIE T RO R o 72 2 L BRI

HFIZCRD2BITHEEZR O (LHEE, JEXME) ZxzRELTND,
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- Aleem & I3 BFERAD 3w aE AR B LT BAF & O BIEMEIZRD SN
Tl aWmE LTS (BOHERE OB R4 1 ], CLL B ITP & I2H1F %5 CLL
AN 2 f51])

« Braendstrup & (3 FFH0 KK G 6 B IR R TEL L 14l (71
. EAEDERMEMERZ SO & VY X TIREE T 13 BM%ZIC
RTHC LI 1B (73 5k, HEIE O M:PAZENE R B % & 0F) i_Ob\“Ciﬁ
HLTW5D,

i) #yEBAE S (infusion-related reactions, IRR)
- Cervinek & DA ERXID 6 4] (5.2%) (ZHEPK7R IRR 23 F B,
* Brah 5 O# A ERAR) - Gl FE G0 1 [ B £ 5 RFC EE O KL S
X0 KA G &k,

* Medeot & DA EHFLH20 . 1 Fi1Z grade 1 O IRR A% (FFKB, T, MEMH:)

FE L, &9 14T grade 3 D MIEHRIEFENRO S 2 HHKEE
B, AFIFEEGEZPIEL, A7 A FANZTHIE,

© Aleem b DO EFEIRED 7 @R IRR (—Rri 2 R E, By,
B RERZ) DBFEBL,

- Penalver 5 O fGEHLH2D - B3 0 i) (FGh), —FERZR R EIRRIZ D 2
B S B,

» Brandstrup & O HEEELH0 4 FHZ IS T 1A RIS AR O FHL N
FEL (R v, Bk, EILE, fL#), 2802k T, 1H
A&EGR 31 HAEGEZORERICEVIEREZPIE, 2055 1
BHIEFED T 7 4 7 F I —kkbUn RIME, FERRE) Th o7z,
5HNCENWT, HERPEHEEOREMPEIL, 3 6T 1 HIHES
%HOFRE (BERK, BEROROEE, IEREMRIEE) ThoT,
fho 1 flicksnWT, 2ok (1 RAE&RG#%) & TH (2 FHERSE
%) nEHONT, 1 HIT, 1 B HKRGRICEEOH AR L EOME
RBEBL, TOROELGEZHIELTE,

- Cooper & D EHRXM D) . 57 fhilth 33 o> 1 [a] B #5-HEIZ, grade 1 X id 2
DOHERPHED L2, Grade 3 DRE LD 1 HIIZEO BTz,

- Stasi B DAL EHELM2D 1@ il |2 T, 27 D gradel X 2 DA EFSL
PROHIL, DL T IHARERTH> T,
i) J YL e 55
- Mahevas 5 O ZEREIR) g o HidR Y DRl & R T,

«Cervinek & OOy BHRIMAD g b SUIIBRIE L IR O bR A EHERIT
grade 3 O AFHERIBAEAN 1 #, grade 2 O F5GEEYLD 2 fﬁJ“CEl?)o
el aHmELTND,

* Brah & O BFRAD 0 il (2 HE O REYE (B MUE S OY SUEABR) %38
Wizl L@ LTn5,

- Zaja B OO ERIEA) S8 BRI R BRI IS AN 2 BC R BL L2 2 &
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ERELTVD,
- Medeot & Ol #HXM20 - SE BRI 2 BRI IE 3 1 BN RBL L -
e L TS (ke T 32 5 H&),
« Provan b D5 &R LD ghgegs | AERNCEEM e EROGEIRYE (grade 1)
DEMHENZRO N L REL TV,
- Stasi ©H DAL EFLHD  JhpEth 1 AERIC, grade 1 ORYLEED 16 BIC 19
HERBELZZEZHMELTWVD,
iv) & DD %2 A1
* Mahevas & QG EFIRD) g il CIR A v~ 07U VIEE RO L
11T, ARG 33 # HBRICKBEHEBERBEE RO L 2@t L
TW5,
- Zaja & DG EFRLMAS)  muk  (375mg/m?) EARH & (100mg/E]) o ik
ATV, EHIE OB (RERING 6 HE% £ T) & REIMORENM
GEBMHIM) IcoWTEEHTWD, EiRoO@EEE LT, EEE
TIXMmAFR A 2 B, AR ETIIREMEM R 160 55T 15 A
%) ICRO LN, BEMMO®EMEE LT, EEmREZEN 2 6 (7548) .
BV Y 4 B (YR . B ERER (KE55%ET 8 %), &
WHAIE (BT 6 %), KHE : Mg (BREET 1H1%), hE
ANy AR (EHZET 1HFER)),
- Stasi & O ERIRD 3 FlTAF S0 B UEIR T RRD SN,
@ JEFIHE
Lalayanni & 3% ] Gl SWTIRIEK T 2 » A% KR 4 5 H#%ICH%
EFIRGAROIEZ E2HE LTS (KH & OB EMICET 25#E 2 L),
Delgado & IF®# %3 1 il |2 yE B S (IRR) BNHEBLL7ZZ & 2@E LT
W5, F7-. Fianchi b [ZEHERID - 70 RULE QR BIZ SO W THE LT
(i~ A 275 X~ KT Aspergillus niger) ., Carson &%, AFNEEZIT- 7=
B 57 BITCHBL L TS B B EME (ITP) ([ZB3 2FA& D T, ITP
BFEFIHFITHRILEZ PMLIZOWTHE L TV 5D,

N0 E, KO 1(2) Peer-reviewed journal DG, A % « 77 U & A 5O E K
DL DI, [(4) ZETMBEOBIRETA RTA4 o ~ORERIL OB O REN
A G ., B ITP B T3 L TAH 375mg/m® 238 1 B, 4 @E#HEG LBA. ITP OJF
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