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Nationwide survey of SOS after allo-HSCT
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Table 2. Characteriztios of SOS patiosty Ho | i}
Sovere 808 Nof-savere 805 Total SO8, n (%
794 462 (10.8%)

Table 7 Charastens!

of 3O patients o 2

" 168 9 - ”
i yeiar gy 46(0-72) 41 10.701 4310723 ey Hevere 805 Nanssavere S0S Total SO8; i’ (%)
Male, Female 10187 12122 FeEer 1 e 71 209 (9.5%)
0-1§ year 16+ yoar 15153 s P 4 z & 20 (7T.0%)
Diagnosis ” 106 TAGbased 55 141 227 (10 0%)
aé 62 CEPhased 7% 147 222 (11.6%)
50 by stiter 7 6 13 (11.3%)
" P HBY
0 qg psitive 5 (271 12 m 43:’;
Phasmaoyts gy s | e st 126 232 359 (10 1%)
Bone manow (s 4 B 10 (0.4% i . . 025.0%)
ATL 10 10 26011 2%) i S s oo
othes 3 4 51135%) B HZO04%)
Conditioning regimen )
MAC U s HG1120%) 5005 o S0 with renal fatur ¢ fsarum creatimseof 2 3 x the upper Hmit of normal or distysis dependency)
THI reginan 21 139 226 (105%) « 0% 000 S, fadp o ot ventilater at dhagnasis
B ragimen 38 75 13 {157%)
Ottier 4 a 12 ¢34 6%)
RIC 108 (7 0%)
Fiyfiy 7 18 2548 3%)
FiuCY e & 3 8(58%)
Fiihet o 1 3 4748 5%)
Other 5 13 18¢
Unclassiiable 2 6
Donor source
Refated (BM.PB) 1923 1251 5574
Unrelated (BM.C8) 7551 13275 207 126
No of Transplants
1 127 237 264110 3%)
Zor grester 41 & 05114 1%}
7 8
Table 4, Multivariate analysis of factars affecting SOS development
Table 3. Clinical presentation at diagnosis of 508
n RR-98% C15.2 P valiie
2 Savere SOS {n=168) ‘Non-sevéra 505 (n5294) - Total (n=462) Mo of HECT 1 3542 1
Median time to diagnosis (range) 12 {0-28) (=2 - 30) 12 (-2~ 30) 2 ot greater 747 135 101151  0.036
Median T-Bif at diagnosis of 505 (mg/dl, range)* 2.9 (0.4-27.8) 2.2(0.1-20,1) 24(0.1-30.1] Age 015 512 1
Weight gain 152 (90%) 269 {31%) 421(91%) 15-39 1473 067 050080 0008
Jaundice (2 2mg/dl) 121 (78%) 187 (64%) 317 (69%) 40- 2305 095 072125 0895
Hepatomegaly 106 (63%) 175 {60%) 281 (61%) P o1 3049 1
Right upper abdominal pain 95 {56%) 171 (58%) 266 (58%) 2-4 552 2 157-2.54 <0001
Ascites ** 94 (56%) 128 {44%) 222 (48%) Hov HNegative 3211 1
Encephalopathy * 43 (26%) 12.(4%) 55 {12%) Positive 45 219 113426 0021
Respiratory failure 114 {68%) 0 {0%) 134 (25%) Disease status  AMU/ALL/CMU/MDS, Standard risk 1416 1
Renal failure 108 {64%) 0(0%) 108 (23%) AMUALL/CML/MDS, High risk 172 173 137220 <0.001
* P<n.0L, “*P<0.05 other hematological malignancy 607 109 0.50-2.38  0.823
Bone marrow faflure 157 154 117204 0.002
Conditioning  RIC 1367 1
MAC_TB! 2087 169 130220 <0001
MAC_Bu 71 238 179316 0041
MAC_other 89 1,83 103-3.26 <0.001
9 10
Treatment of SOS Overall survival
<
FFP (37%) 3 P<0.001
UDCA  (37%) - SOSFEAE B EH DL EFH & ITEN ’
AT (33%)
LMWH  (29%) ©
PGEL  (16%) = N
heparin  (13%) - -
0 N
™ (12%) - Patients who did not develop SOS (n=3828)
tPA (10%) e
Defibrotide was used only in 5%. § T
Table 5. CR rate of SOS ,
9 S80S patients (n=462)
Severe SOS Non-sevére SOS °
(n=168
) ... 37/168(22%) 169/294 (57%) 206/462 (45%)
Seattle Criteria* 31/110 (28%) 150/245 (61%) 181/355 {51%) 8
Baltimore Criteria** 6/58 (10%) 19/49 (39%) 25/107 (23%) e ¢ + v
Paticnts vath SOS diagrosis by the Seattle ertera but did nat fulfil the Baibimore ertena 0 200 400 600 800
4Patients who fulfitad the Battimoro criera Days after HSCT
11 12




. Overall survival . Overall survival
- ) P<0.001 <7 N N P<0.001
PHsatimore REE B TEMOLEFH S TEN (BURE) EAESOSEMNOEEFRSFEN
0 o
~ 4 &
(=] <
2 8
(=} [=}
Non-severe SOS (n=294)
Seattle criteria (n=355) %M
el el
o — 8
(=} <
Baltimore criteria (n=107) ** Severe SOS (n=168)
8 8
L= T T ¥ (=] 7 T T
0 200 400 600 800 0 200 400 600 800
Days after HSCT Days after HSCT
#Patients with SOS diagnosis by the Seattle critera but did rot fulfill the Baltmore crtena
#+Patients who fulfiled the Baltimore entena 13 14
Overall survival 3 i > 75 N
g Severe SOSTIXSOSEHEIE N L
- P<0.001
$S0S-related
2]
<
3 -
(=]
Non-severe SOS, Seattle * (n=245)
8 —
<
. Non-severe SOS, Baltimore ** (n=48}
Y Severe SO, Seattls © (n=110)
g - — ——— — A o
S Severe ,§Q§:_5§fmwore "(naSET .
[ 200 400 600 800
Days after HSCT
+Patients with SOS dagnosis by the Seattle eritens but did not fuifl the Baitimore cntena Disease progression
#rPatents who fulfiled the Baltimore ontena 15 16

Table 6. Multivariate analyses for mortalit
222 No: HR: 95% Cl P value

No developmentof SOS 3828 1.00

S0S. _..462 209 184236 P <0.001
No developmentof SOS 3828 1.00
Seattle without MOF 245 1.39 1.18-1.63 P <0.001
Baltimore without MOF 48 2.42 1.76-3.33 P <0.001
Seattle with MOF 110 3.77 3.06-4.65 P <0.001
Baltimore with MOF 58 5.96 4.51-7.87 P <0.001

ther predictive varabies were donor sourses, patients’ age. performance status 3t transplant. advanced diseat
ntensity conditioning.

s at transplant and reduces-

Conclusions
This retrospective survey showed that the cumulative incidence of SOS in the Japanese
population was 10.8%, similar to previous reports from western countries.

Overall survival of those patients was significantly low, which was the lowest in those with
severe SOS. Preventive and therapeutic strategies for high-risk SOS patients must be established
to improve overall survival.
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Flu 180mg/m?+Bu 12.8mg/kg+TBI 4Gy
HLA 4 /65E—8, 4/8 7L L5

TNC 2.2 x 107cells/kg

CD34+ 0.47 x107 celis/ kg

FK+MMF VOD¥FW : EDFANU >

DWYIFAFS IV

FiE 1

[(REEDTIE]
BhERT K DITHEX, HAZESHS.
Day-6 : #I05E, KT

Day26 : IFRERE= TR
I, d/VR BRI U, BT
Day26-27 : MHgZE{b, MRMFE (HHV-6IEAEREL)
Day30 : [/MREIFIG, T-bil, ALP, y-GTPOERE LA
HEOFEPIEM
Day30-32 : VODOBMIT., UIEZT 21U, AT-IITEA
FFPIZS 9 3HBMERL.

Day33 : DRERRENT. WEAUICTREGIAER L D MBCHREX,
RR2aAR

A BRI IRAE

BHE : 160.0 cm
I : 67.5 kg
#3458 35.7°C
PS: 4

MFE : 141/108mmHg
BRiA : 105/%), B
SpO0,: 100% (room air)

B JCs 11-10

BRER : 24 (+) , W (+)
RIEUJED : fEIEY

DE B, MELL

PRIRE %, & (-) , wheeze (-)
s (++) , EW )
THEERRIE (++)
TOMOMEENRE : RERU

ABRRHEEMER (1)

WBC 4,800 /mm? CRP 5.92 mg/dl
Lymph 12.8 % AST 16 U/L
Mono 28.3 % ALT 9 u/L
Eosino 0.2 % ALP 455 U/L

Baso 0.2 %

GTP 126 U/L
Net 58.2 % N /

LDH 179 U/L

RBC 2.63x105/mm? T-Bil 7.4 mg/di
MCV 86 fl D-Bil 6.1 mg/dl
MCH  29.7 pg P 4.3 g/dl
MCHC 34.7 % Alb 2.4 g/di

MR 2.9 % BUN 103 mg/d!

Hb 7.8 g/dl cr 1.75 mg/dt

Ht 22.5% UA 6.3 mg/dl

Plt 0.3x10%/mm?3 Na 155 mEq/L

K 4.3 mEq/L
cl 115 mEq/L
Ferritin  3275.4 ng/ml

HP 62 mg/dl

ARBHREMR (2)

PT% 36 %
APTT 61.1sec
FBG 401 mg/dl
FDP 25.2 pg/mi
D-J4A4<T— 9.3 pg/mi
AT-III 68 %

PiC <0.3 pg/ml
TAT 6.0 ng/mi
tPAI-1 154 ng/mL

JOF4A>C
prij3 45 %
HiRE 40 %

P-III-P 1.6 U/ml

HBsHIR )
HBs#ik )
HBcHitk Q)]
HCVidk )

FK 13.9 ng/mi
BNP 209.8 pg/mi

B-D glucan 5.2 pg/mL

FRAWNHFI IR
0.1C.0I
C7HRP 3/50,000
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H26EE OF HEY B2

NoonanfEEEICf-~-AFHtAmLKITR/LT
FERPICEFELBEEESTLZLH

FNRIZELERE2—
mi%k-BEERH
BREKR Rk

[5E61) 135% BR
(28] 41 SHBHESME (FAB MSa, FLT3-ITOIS %)
#2 NoonanfE{ERE (PTPN11ER)
#3 BEAtESE
[RRE]
201356 B . AR MAYHYIEES 22 L B MEk24,100/uL (Blast
84%) THMBEN EEHO NIz, BEENTHRABN AR L7,

[BX4ERE)

BEEL4EARER (36w0d, 2108g) . ARSI A H I - BN E L
RERO . BERIC/MRERO N HYE D (M/MREXE RS
AICIE®EL) , £1%4H B TP U MIFHETT, 4RSS ITRS 64k
TARE®HY,

(FRIRE]
B BERE ROFEBHI/NERICANBTRET,

ARBBRERR

Hb 103g/dl  Na 138mEql  BMA ONE 20|
WBC 19,400/ K 4.0 mEgh NCC 92,200/ AMLI9T B b L CABEE BItA

Blast 74.0% Ca 88 mg/d blast 83.4% A C I A S .

St. 0.0% P 4.3 mg/di Meg. . o/ul S BREAFEATHIEEMN fi# (blast2%)

Seg. 1.5% T-Bil 0.7 mg/di FE’gSr:;: &% S BIEFEE 1O —XBITEE (blast8%)

Bas. 0.0% AST 35 U/l o ) . T -

Eos. 2.0% ALT 83 U/l FCM analysis > EAL;to-FLA& azacytidine + sorafenibfE 1T % IEEHE

Lym. 18.5% LDH 371 1UMl BBt > BIALE ; Bu 12.8mg/kg + Mel 140 mg/m2%& FILNT

Atlym. 0.0% r-GTP 76 IL/J/! CD:.E) 3;?,33,34,117, BB R S — & U Sk R M 8 MBS R HE AT

Mon. 3.0% ™ 8.4 g/di HLA- _ g . .
Pt 2.2 x 10M/ul Alb 4.4 g/dl Bt - day+22!-$%\ Day+300) =] HE@E‘CCR%EQEL\

BUN  16.4 mg/dl 55263,5,7,8,10,2& - day+4SIZE
PT(INR) 1.55 Cr  0.73mgidl 5 . |
2PTT 37.3 soo UA  58mad  Gomnding > ﬁaa’s‘%@%‘]ﬁﬂtmtbqoﬁtﬁﬂﬁ,ﬂ e N
Fibrinogen 342 mg/dl CRP  1.51 mgyd 46, XY azacytidine + sorafenibf % Thlast control
AT 88.1% RT-POR
D-dimer  0.58 ug/mi ELT3-ITD + WEBEN S, ANEBL. 2E B OEMMIEBRBEESMT
FDP <3.0 pg/mi F352&ELT =,
3 4
AL ERBERERR
TBI + G-CSF + HD-CA + CY

Hb 64g/dl  Na 140mEq/l  PT(INR) 1.14 day
WBC 400/u K 35mEgt  aPTT 32.1 sec 9 8 7 6 5 4 3 2 4 O

Blast 2.0% Ca  89mg/dl  Fibrinogen 343 ma/di

St. 0.0% P 2.3 mg/di AT 104.8% TBI Wl CBT

Seg. 4.0% T-Bil 1.0mg/dl  D-dimer 1.34 ug/mi

Bas. 0.0% AST 401U/ G-CSF T

Eos. 0.0% ALT 1221UN Protein-C 75.9% 5 pgikg 120159

Lym. 87.0% LDH 195101 PAI-1 18.7ng/ml 2éh v x 2day

At-lym. 3.0% -GTP 106 U/l Ara-C oL

Mon. 3.0% ALP  5941UN  TAT 5.0ng/mi 2 gim2
Plt 2.0 x10M/ul TP 59gidl  PIC 0.8pg/mi oy

Alb 3.4 gidi 60 mafkg 1ol

BUN  11.3 mg/di
Cr 0.22 mg/dl
UA 1.7 mg/dl
CRP  5.36 mg/dl

Biol Blood Marrow Transplant 2014;20:396-401
“Single-unit CBT after G-CSF Combined myeloablative conditioning for
myeloid malignancies not in remission” % &%




CBT

Donor
HLA 7/8 allele match unrelated (A allele mismatch)

Conditioning
TBI 12Gy/6fr, CA 2g/m2 x 4, CY 60mg/kg x 2, G-CSF

GVHD prophylaxis
sMTX (day+1,+3,+6,+11) + CSP (3hr div x 2)

VOD prophylaxis
ulso, defibrotide; 200 mg (6.25 mg/kg) x 4/d_ (d-10 ~ d+30)

BakEa

CSP

pa— |
BTy

MI%
onoo

3R | depenn
BT

Hblp®  ©

pBoo g g

el P

{

@ 5

0~9 (mean 3.5} days before diagnosis. ) i

» ‘ ” /g'ggéggrmsz
Tonii D Nhrids it
5%
WBC > 1000/ul; day +21
ANC > 500/yl; day +21
Ret. > 1%; day +28 VODY —h—DiER
Ret. > 2%,; day +30
Plt. > 20K/ul; -
RCC f& M ; day +40 day 9| 0| 5 | 11| 14|18 |21 |26 |35 39|47 53|60
PCHzf% ; day +57 -
AR 2 p“’(ﬂf;)"s 60.6 |57.5(57.2 | 5056 | 46.7 1434398 915|942 |56.3 | 656 | 89.2 [100.2
HEES (53"';‘) 10.1 |<10.0{ 24,7 | 255 | 412 73.9 257 | 26.8 | 10.1 | 13.8 | 133 | 25.0 | 13.0
FEI8 - f RSB, grade lIl (CTCAE) VA
IEIR 52, grade HIl (CTCAE) adidid
aGVHD; Grade Il
(gut stage2, liver stage1)
VOD; moderate VOD (day13:4&IEV T AL HE 2/5,
day19:F WFEFILEE 2/3+T-bilfiF) "
Cut-off values of VOD in our center
{14-28 days after HCT)
VoD —h—D R
PAl-1 min > 20.8 and PC min < 56.5 ! }( day 9|0 5 |11 {14 | 18 | 21 | 26 | 35 | 39 | 47 | 53 | 60
sensitivity. 86.1% i P'°(§,fi)“c 60.6 | 57.5 | 57.2 | 50.5 | 46.7 | 43.4 | 39.9 | 91.5 | 94,2 | 56.3 | 55.6 | 89.2 [100.2
Specificity 91.7% g b
(E;;t:l) 10.1 [<10.0] 24.7 | 26.5 | 412 | 73.9 | 26,7 | 28.8 | 10.1 | 13.8 | 13.3 | 250 | 13.0
A case of VOD meets this criterion e CP“r;::’i‘nCmin{SSﬁ r;zw!m
PAI-1 min>208 [ S—




ZE1;VOD risk

= 2[8 § M myeloablative SCT
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DFF Bt 53 CHAMELIZT-ALLOD 215

E I mbiiiis 2t EERE S
INRREWD BRI A2

PREM =12 WIKEY FEE Y REEEY
HNEGFED BRERISEEY Y BT @& FY

FEBIL: 7% 2 IR

[mEE]

2013467 A FEAE D T-ALL. FIFERE H M ERE218,000/ul
(T 92%) . JPLSG ALL-T11REFREL BRI TS N L B ARG
AREE T o =AY, day 15BM blast 92%, day 36BM
blast 78.8%&IEFM T o 1=, R BUERIC
G WREERLE, TO%. #5305 &L
FRETO— AT, COMBEREHEFL T,
AR AGEIEATHY . BEAERELL TGE LG
B O &=,

S, BEREIORILEREDAST/ALTAN28/114 1UE
Grade2D EH AR . OF PR S INEToT=,
T-Biloy-GTPD L FIXERH I M o7z,

EZIEN RS

B :123cm (R 28kg

[FBHA) T-ALL S1E5ARI

[#hliSource] MmN M

(EE] A+(F+H—) > o+(LiETUR)
[#R1] Female = Female

[HLA] Full match

A 8 Cw DR
[P A 11{11:02) 62{15:01) 4(04:01) 4{04:06})
24(24:01) 52{52:01}) 12{12:02) 15(15:02}
F— 11(11:02) 62(15:01) 4(04:01) 4{04:06)
24(24:01) 52{52:01} 12{12:02) 15(15:02)
[BriE]
VP-16 (60mg/kg/[Bl) Day-7
CY (60mg/kg/M@) Day-5,-4
TBIl 12Gy Day-3~-1 p

IR

[FEHEHIRAEL] 3.40 X 107/kg
[GVHDFBA] Tac + sMTX
[VODF 5] Defibrotide 6.25mg/kg/ME X4 Day-8~30

€2k )

Day6/ZStreptococcus mitis| 2k ABUMEE S HFL A, HEEER
BlZhYFEODICREL BRET—4bWELz, TOMOEH
EERDH T, aGVHDEHED LM 1=,

(451

WBC > 1,000/uL Day15 PLT>27/ul  Day38
Neut > 500/pL Day15 PLT>5%/uL  Dayab
Reti » 10%o Day25

DFIRSICROEHHELZRD T, .

ER2 . 7B IR
[/&EE]

201342 B FEREDT-ALL, #)FHF H MERS,600/puL (FFEK
39%), JPLSG ALL-T11ER R ERICS MU E R EAEE
{70tz PSLIGHEIZ BIF THoT=HY. day 158M
blast 52%, day 36BM blast 8%&IE B TH o1=. #i<.
BHa bR RIC RN EREERLE, T0%k,
FISSEVEELBILEEEFIT—RIT BRELHET
LT =,

BEREARERTHY ., BEREKRELL CEMEHIE
BHOE ST,

4E., REEORICERERDAST/ATAA11/876 1U/L
EGrade3® L HEEH  OFFFEES LT,
T-BilXoy-GTPD LR IEFRH LM o1, s

E2IEN

SE:111cm  {KE.19.2kg

[55H8] T-ALL E1EA7HR

[#4ESource] FEIMIGERE

[di#ERE] A+(FF—) > o+(LIExIUN)
[#31] Female(FF—) - Male(LIEIUM)
[HLA] Full match

A B Cw DR
LyETU R 26(26:03) 7(07:02) 7(07:02) 1(01:01)
24(24:02) 52{52:01) 12(12:02) 15(15:02)
F— 26(26:03) 7(07:02) 7(07:02) 1(01:01)
24(24:02) 52(52:01) 12(12:02) 15(15:02)

(a4 E]

VP-16 (60mg/kg/[El) Day-5

CY {60mg/kg/[El) Day-3,-2

TBI 12Gy Day-8~-6 ]




E2 IR

[#HEMAEER] 0.54 x 10%/kg (BB BER)
[GVHD®BE] Tac+ sMTX
[VODFBh5] Defibrotide 6.25mg/kg/[El X 4[El/H Day-9~29

[(FoiE& 1R8]

« Day8dtGrade3(MFebrile NeutropeniaZ F4iE, B4 DREZE
FEAL, FRERERLLEICHEEELTZ,

+ aGVHDIEDay13IZGut Stage3, Day15(ZSkin Stage3Z 528
Grade Il , Day18&YPSLD IR 5 FIIA LB L 1=,

* Day25&YGrade3MDAFBEHE L5 . GradedDy-GTP LR EIEH
T2 CMVO RN R ELEERGCVIRE /AL,
Day27IZRYCMVT U F A RET DS L o1z, TD%., BT
FERLy-GTPIX R RIZHE LTz, IMVF U F S RITEIEEAL
L. Day55 TGCVEHR T L1=,

7

E2IEREE

(&£3%&]

WBC > 1,000/ut Day21 PLT>27/ul  Day4l
Neut > 500/pL Day19 PLT>57/ul  Dayl05
Reti > 10%. Day32

E@Hhy-GTP LR, FFERO LEEZRO, LI L. TD#&
CMV PUFFRITIBHELEY . GOVIR SIS EEAD T
WAIEND, DFR EEDBEEFGNEER NI,

FEH

T-ALLEE 1B R CE 1T 5B IR IS IE D 24
[ZHELT, NARBRITSMUDFF A 58 TR
Lico Wb BAR O HEEREFIC LD
RERERBITH T,

15 (R B M fiE LASY D & HHER B L 1=,

1l Grade3DIFEEZHE L F . GradedDy-GTP £
SEROLA, CMVEFERLICESEDERD
N, DFEDOBEFENEEZ LT,




VODEGVHDAN G HFLABRM th-o1-
FEMIS B AR B s o 14

GE?

WEEDVODF R

EDEYAUMZ S 55

2)PGE1

3) 7 IILYARR

BLEDFRFIZ&Y, BiA 8EH TVODO FHE [Lsubclinical D
3D H-,

HBRDHLA haploidentical SCTODRIBL:
1) B8 -+ S

AR REEFERTIAR
N s o A 2) ATG &&H15me/ke
e D Ko AR ACE O
i BT virus specific cytotoxic T lymphocytes (CTLs) and
mesenchymal stromal cells (MSCs).
Case1 Bone marrow transplantation
Flu 30mg/m?/day X Adays
Case: 2-year-old male L-PAM  70mg/m?/day X 2days

201X4E28, FREXRICHERS, SEETHMEREanE U
MML) &8RSz,

F4E6 A ICHBHE MO 18 HBRICIER

S8H9H, HLA—FIEmBH LR B M LT

201X+14E, 1 BICE S, DLIx2@ET5E3REEE S,
;01 X+14E, 5A 21 BITHLANTO—BO R LY 2B B OBHEEETL

2.5mg/kg/day X 4days
+5mg/kg/day X 1days
78! 12Gy (458

preconditioning ATG

3101/1101 | 5101/4001 |1402/0702

0901/0803

CD34+ cell
1.6 % 10%/kg

Nucleated cell
5.1 X 108/kg

Transplanted cell

Clinical course
voo AR R, ros

MMM M

Difibrotide "" N
o

FK

ium

FLusmeL 9090 MSC {day34) ér Bil
ATG+TBI .
+ATG w&%\ﬁo@ o f\\zs‘o mgldt
NEU r;\‘ /\_"/@,
15
/ /"f 3
e V kY engraftment: day24
o e | VOD: onset day 8
e aGVHD:
1000 / grade (V
skin O/gut Ofliver 4
infection:
CMV-Ag day32-
0 o
-10 0 10 20 30 40

(2) Preparation of donor mesenchymal stem cells (MSCs)

prior to HLA haploidentical stem cell transplantation for the option
of treatment for steroid refractory GVHD

Ao ad Lismphozin
cane GV




FLH

1) ~ARY2 PGE2, DILVAIRDICVODERAELTTH. &
BOREITH-T. Ay PGE2FHIELTHDS
DefibotideZ ¥ 5 L=t D D FFEM TS TH o=,

2) PGE2OEHREHLCIYIE YL A NASUOBRERIC
VODIFHEL. hEEMEHERL.

2) TOHROZAT, AEEN. BEEELLTL. TBOLER
Boh .  VODOESRMGVHDMHANEE TH- -, £i&
RE#ETH =M. RFOFEHREGVHDELTMSCE S
ETVEUNELNT,

FeH2

1) RABICHBWT, VODERELZRIZ, ThETHERLTWL
BVODAREEEDIELATIIEESRNVED, —EOHE
BHo>IBEIT. VODDELEBTREENBR S Sh .

2) VODEGVHDDRERMIEA——39vTLTHEY. BHHE
ARICIHEETHERALETH 1=

Acknowledgments

Nagoya University Graduate
School of Medicine
Department of Pediatrics

Nagoya Univ. Hospital
Cell Processing Center

Naoki Ishiguro
Seiji Kojima Masaaki Mizuno
Asahito Hama Satoshi Suzuki
Hideki Muramatsu

Nobuhiro Nishio

Tusuke Okuno Nagoya University

Masahiro Irie Graduate School of Medicine
Michi Kamei Dept. Pediatrics

Atsushi Narita Virology Study Group
Nozomu Kawashima Yoshinori lto

Yuko Sekiya

Laboratory of Virology
Hiroshi Kimura




DFEERRER IR

FRGMFE 1B BIRIR D
2014412218168

F BB

B g 2 11 # 2@Bao HEME | PS5 BUMEL | FFERE | GO
s FRamms | BH (22 o | zGior
By sucy | WOV
BE Untrested . [ T ) T .
B% ) FE} fﬁ? B;I’; ) 5{3 ‘7‘%% g&ﬁﬁ“ FEREREZIN R post ATCT @ [ - ) - .
N i A AL post AGCT ) & - @ ) -
(%wjlzw}* ;S*ﬁ’gw’” UD’%‘%%% g B A7F | AMUMAC ycm . - - @ -
10| 43 | DLECL | RL poat ABLT ) ) @ - -
2 39 | DLBCL | RL post ASCT [) ) - ) - -
NET Ri, post CBT @ & B ) . 5
ERETTY R AL post () & .
i UBMT %2/CBT
B s | enen PR - @ - % -
B Ug Tam | meaL | AL postpBscT [} () . - 5
e i i ) - o
12§ 31M AN RL post yBMT @ & - &
- . . -
FhEER (DDE) B R
PL| SEEE j:2 £ Fopee MR GVHDF T Pro| R | B8S EE ] SEE | TB, | FEX | BR | §F total
# |y L Bk | mg/fdL Bh PAL-1,
day ng/mi
T | 39F | GAML B FLULB0/vEU1 2, A/HEL B0/ HDATAL TAC T | 36F | BoALL | ALpostuBMT | 35 | 34 | & | © | @ | 461{d34)-037(d37)
eI o FLULBO/VEU1Z BIMELED/ DA TAC/MIT B ETS 4 | 22 | O | @ 224({433)+391(d35)
@ |7 |sm| A e ELULE0 VO 2, /HELBD/HDATSC. CIAIEITA 3 [ S0F | AmL RL post @5 | 31 o |0 | @ 17(08)+52(d16)
B 8 [aw [amymec | e CV120//BU1 2. 8/HDATC Coa/sMTX UESTR2
10 | 48 | bLecL e FLULS0/VEU1Z 8/MELBD C3b/5MTX
2 | 33F | DLBCL ven FLULB0/WBUL2. B/MELED TAC/MTX A e R HinE GUHDTE | voDREN
N EI ) FLULEO/VEU1 2. 8/MELBD TAC ‘ T
5|36 | TUBL | tPB(mm) | FLULIS/MELLSO/HDATAC/ATGZ.S | TAC/MUF/mPSL
& 6 | 45M | ENKTL | uBtM(mm) | FLUL8O/vBUL2,8/MELBD/ATG2.5 TAC/SMTX 1§ 36F | B-ALL | uCB | FLUIS0/vBU12.8/MELSD/HDArC TAC dalteparin
8% ETINTY e TEI12/FLUIB0/ETPI0 TAC e 255w | EnerL | uce FLULE07/BUL 2 B/MELBD TAC/MMF | daltepann
T T A e FLU A0 U2 B/ EL B0/ DA TAC I ST B0F | AML | uCB | FLULBO/BULZ.B/NELEOMDATC | TAC/MME | dalteparn
12 |31 ] AML e FLUYB0/vEU12, 8/MELBO/HDAraC TAC/MME




Bt B AREAZESE (VOD) DB REITH 5T 74704 4K

(DF) DEHES LUREEEER
FFrpil B AREAEESE (VOD) D BRICHIT AT 747 04AF
(OF) DEHUS IUVRLEHR

BREMGrading® LS HEIZDOWNT

BN ARRL - RREEE S~
F-REERE
AR %50

CRFER#ZDOEWNEHE

CREZERRICEVELEEELNHHHE.
TR A—FUBNEDLEEHRLET.

<HElLEbhEniEE>

D BEBEOEWNEDHE GEEEORETEAIIHL
THE)

@ BEEDGradinglw T AW AbhE

<BEEDGradinglIH{ T HBLNEHLEEITOIEE >

s EEEROHEHRPICHEEEDGrading
[ZEENHY . BEBRICEANLGVEE
=

e R—RSAY (RIERRH) DBREED. Gradel
LI ETEHHEIZERANLGER

BEEGradingDFILAahE

(EmrRsshc sREBES )
EBRFLTIH. LELMEHERL.

BEES. REEE B8
BB GradeZHRTI
ISHEZRRLTVET |\ Ty ALY ET .

opeey
i

BAECARTEER
DEAEFREF
EIR T

1)

<HENY. BRERE.RER. BREE. GradeDF>

TEEER TRERE W EIT 1 pey
[ PO w LRy DGraded
pexmior | Lo B T, Grade®
neaxeo 1 EWEHEDR
B = T3,
£ 2 1 13 1233 3

B EIRE L.,
RRIACER |,

Ed

P

b
ittty
B
By

ol olfe] 1101 -




<B#Efficrade BRI O EDH >

G REEE O XML
G wWEs O BERE L
i KEEE U RWBEC
[ o mERE TG

ISR R

|

@araded B XTI E
[BEEEINE T Y
TGN ETHENE
HEEL. KBS ey
DTFEL,

DIHTRRIEEL
WEk BELLAER
FOCRF~BIRCZELY,

<HBBRTEONEHDT >

AfHERGE T
L EHET A&

‘s: sam;# o Evm - gﬁ;’gg\@mﬁ‘?‘l‘)
T e [ IDR T LA

g rEmKe D 0B g)ig»gt:t‘ ()]
T KL flo = BHEERRAC

¥ ERER 1 4E - f.fé({\
\& =&mzn  © tom 7 (=LA

<ELERIETLA R OH >

FreTETy s
HRRARA a

L .
wiE

RE 83 Lo P, .

S R OEE Y W
e
. .

GEEANEDYEL L, BT
EEMBRURATOERE!R
[ERRE - EENEBRLLET,

GBLEOD~EFETHETE.
HEFREPETHRTERBEHHY . AHEPRORIARALIT oGS
SEZEATLDSOVERITT TS,
HEFPRHEY DIREM RSB E
SEALBFE HGrade D AME T — S 4—FTEE TSN,

fazs, kAHLBIROELEY,




(A1)

SAER R SRR S M 2

BFS

EERRLSRES DF-01 mEREERR (20124811 H20H
e F04 7 044 (Defibrotide) BAgsERIAE R 20124511 B20H
IRk -
jirtntd -
FEREAR ~
[4&]
18 T Jo2.8mL A ZF 20 T R4 A R200mg
SBRUHR EEBTH. SR 1
(A28}
PRSI
FEShS @ WFeolpIRERZERE
WEEXd3hE @ R ERIRRAEED F 15
FEEND @ 6.25me/ke/[E%1 B 4[] (1B E25me/ke), 1BIH Y2 M CRARMIL &9 5.
MR UEE @ 6.25mg/ke/B%1 R 4G (1 B E25me/kg), 1EH=Y 2B TRRNIZ S 5.
ESBLAT AR 201452 F21 R ~20144E11 H19R
RRELELRTS  Nupmsgir 20106
BEAMFHEY% e .
gEplgEgR  |NROLRY

SRRV OMLO%
SR R (R
WIRT — % INEIEERR

— BRI GTF —0 %) %

BFEX - RRRUREHE

SRR RITE SN R PO E CORMR ST —2E B AT IE R, ARBREE
DFNEB FCREETIFEO BRI, BT ORI A~ OREEGO LU,
SlEfis. BEHRUTHRELCARERET D,

SERERFEORTR

B DR ERO KA
BUE:

Yot 7= a4 hiL Xk st
FA—OBEIEFEZCREL TS BEA ARt 2—h s e iET
HOFRR dizAF
WFRNRIEREHE WEINBLCESER w2~ il BERERT
HEHBRPESIMEER MM
B ER IS RABERL S~ BERYIR2—NRE
KR R ELNHERR AR S e Es

EREERKSHR mizmH

S |

Ay

2015 4E 1/ 148

3L

LRk AR SRS ETVES,

{EF:
K4,

FROR NERRERBOSHEEE K

BBREBTEALI D
RILRE RN R BRI ER A E R
4 2

DFAE042 DSUR JATNT & 2v1_141226dsx It



(AR 2)

ENEEREREEMNDHRTRRE -8

BI1E R HIEG OB A58
B B AR RET

Bl 1E R RER O

WMESERA BT HARS : 201442 21 B ~20144E11 A 198
RIEERER 40N
EIVERZE D B :MedDRA/J version( VE{EFE

DFAE042_DSUR_ %31 &2 v1_141226 xlsx_All ik 2



BEEZE MRS (DSUR)

BEEES 1

RIS

F7 47 waX% AR (Defibrotide)

FRE A - 20142 H 21 ~ 2014511 A 198
wER - 201541 H 5 H
HOBRREEHRLEZED | BEREBRTENE 1 EH
B4 B OFETESD INSLREREAN 18 E RS ER RSB B

BARESG 7 — /NRIEREM
HH =

EILTEEHA,

B RIFIZ (T3 B
AL ZIIEEERTT, KXELIZ /LGB DEZEFE FICRE L BRSNS ERPEENFE
7‘—0 = @7&@\ 7@%%%@5%@%57}@@?5@ Liz, Ifﬁ%i’/fﬁ/ﬁ%éf& ‘%E«g‘/:f?ﬁé‘ﬁﬁj?j‘é .




ITEOTF4THT)—

ApEE 1 EA @?‘*Eﬁ%@%%%ﬁ&‘t (DSUR) T v, JHA LML, BAEE R o T
DFARPAZEIE (VOD) ORISR AT 7 4 7 un & A4 F (DF) OfF0WER X O ekl (GHk%E

ﬁ@%@wﬂwmﬂﬂwmj%ivfﬁmu%M%%ﬁCwm)@%%E%%%7747mﬁ4
F (DF) OfF#hER L O sl QR ERFHEEE S - FMU-DF-003) ) oG HE 2 Al
SEATEC NS R e A A~ L 72 2014 48 2 A 21 A6 PRERESEA R (DIBD) 2
EASNWT—2ay R4 hThaD204F 11 H 19 BETTHS,

SREREE

TE/ R

TERBEF M T 578, vivo BLEOE b TH RS ST D O ik dpift R iideds, Huiiie,
PUEIL, PIofE, PIBEETEMEER 2 8¢, ZhIC L Y NEEREER 2 R T B2 bh, 58I
BEEER AR5 2 &7 < (PT B aPTT 12& b7 L, yWF, VI, Xa [KF~0#ER L)
INHIERERAET S 19 72d VOD ~OIEHHEE LTHWHILD X 5107 o7z, FERRRER TIX
DF 2MEZEFRER OPUEEER 24872 5 2 & 72 < ALSFETF S O MR L OVEMHEALD bR
MIRZ T 2 Z LARENTWD ¥, Fio, RSB L URARRE» bix, 1) 772 /=5
VETTAINEMHALT D LR T T AL AEER A, 2) t - PABXOTFPI O » 7L
o b—3a v EN U THREERIEMEE, 3) PAL- 1 OFRBEAZEKTEE5, 4 aGVHD Y
AT EWREEDA~NRT T —EORETHERAB LOEARE, EHEE2 X7 LbXalb— 752
LR PR I TV 5,

F IR

10, e ] L L 41
BIHE

JFF e LB AR PAZEAE

S &
6.25 mg/kg/M% 1 H 48] (1 HE 25mg/kg). 1EIHZY 2 BT TEHIRNEET 5,

RGHERE
FHARP

A
B~BEIAGEIR T, B 25mL F5F 7 4 72 &4 F 200 mg (80mg/mL) #EF/TAHH T AN
A TNEFITH B,



