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AUC dosing foriv Bu -= 60+/- 5 mg*h/L. {see appendix for specific protocols for different donor sources and dosing)
Avoid Melphaian 140mgim? < 1 year of age unless HLH

Treosulphan 36gfm? < 1 year of age {see appemix for specific protocols)

¥ using ATG with protocols C or D — be aware of increased incidence of EBV-PTLD

For these protocols if using matched UD or MFD — PBSCs are stem cell source of choice

If using BM consider decrease in Campath 1H dose to 0.6mg/kg esp if condition requires full donor chimaerism as in
WAS or MHC class 1 deficiency

B1:FN BB EER ARERBERES L —THERRIEBIRMATLE X
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Hematopoietic stem cell transplantation 2
for severe combined immunodeficiency in
Japan: 1974-2010

asa Yabe®, Shigeakl Nonoyama?
epartment of Pediatiics, Tokyo Medical and Dental University. Japan
n of Hematology and Oncology. Shiuoka Chidien’s Hospital Japan
ivision of Hematology/Oncology, Childhen's Medical Center, Japanese Red Cross Nagoya Fist Hospital. Japan
epariment of Cell Transplanation and Regenerative Medicine, Tokai University School of Me
# Department of Pediatics. Nafional Defense Medical College, Japan

Severe combined immunodeficiency (SCID)

Primary combined (cellular and humoral) immunodeficiency
due to the defect of T cell neogenesis

# Prevalence: approximately: 1/25000~50000 (20~40 in a year
in Japan)

# - Phenotype | T-B+NK-, T-B-NK+,T-B+NK+

# Responsible genes >20
# IL2RG(7 e: XSCID), JAK3, IL7RA, RAG |, RAG2 Artemls Cernunncs LIG4,CD45,
CD3D, CD3E,ADA etc. o o

# Fatal during infant period

without HSCT
# Newborn screening using TREC
is started in US @\

Fenes bmmunol Revens, 2005

SCID-HSCT evndence @Europe

SCID HSCT ewdence @Europe

¥

Gennery,et al. jAIIergy Clin Immunol

2010 -

%t Data from SCETIDE database of
ESID/EBMT for HSCT for PID, 37
centers

# 699 SCID

O8:<1995:56% vs >1995:71%

CD34+ HSCT from haplo donor is

improved recently

Cord blood transplantation is limited

B(-)SCID is worse than B(+)SCID

Conditioning did not affect survival

10951999

W oW

Fernandes, 2012, Blood
SCETIDE database :
UCBT 74 vs mMRDT 175 s
High GVHD in UCBT
A aGVHD: -V 34% vs 22%
A cGVHD:22% vs 10%
A prophylaxis: CsA: 96% vs 27% o ]
# Good immunological
reconstitution in UCBT
A No IVIG: 45% vs 31%
# 508:57 vs 62% : /,»—'“A Son
A major cause of death: Infection, 2 ,/"/
ARDS, GVHD L —

FIRRNE

PRRTaR—"

SCID SCT in Japan

# [Object]
# To elucidate current status of SCT for SCID in Japan
e [Method]
# Retrospective analysis of SCT for SCID in Japan
using TRUMP* database was done
# 140 cases were transplanted during 1974-2010
2 *Transplant Registry Unified Management Program
A *individual data of JSHCT{Japanese society for
hematopoietic cell ransplantation), JSPHO{Japanese
society of hematology/oncology), JIMDP{Japan Marow
Donor Program) and JCBN{Japan Cord Blood Bank
Network] were integrated to TRUMP at 2006

-2: 1% SCT def

15tSCT
140

26
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sex and genotype of the patients

R,
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‘00~'05 ‘06~'10  Total

<'90s

90s 00~05 06~10

Percent survival

§

B § s 883 8 8

g

o

5y-0OS: 56.6%

10y-OS: 54.8%

25y-0S: 44.9%

o
o

LR
I°8

T T
10 15 2
sundval_year
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10y OS by genotype
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 Donors of SCT for newborn SCID
' no conditioning 9/10 {1 Flu+Mel+CY+VP16+ATG)
{matched donor: 7)

off IVIG: 3, on IVIG: 3, unknown: 4
5 10 15 20 25 % P<0.0001
survival_year

SCID SCT in Jopon 1974 20]0

# 140 SCT was performed durmg 1974-2010in Japon

# % was male (50%, XSCID)

# UCB is 70% since 2000

# 25y OSis 45%, but 508 of recent years is 80%

# URCB is comparable with MS-BM (73 vs 76%)

# Fludarabine based conditioning achieved 88% OS

# 10 cases were fransplanted <3mo and the survival is
100% {half URCB, half MSBM)

# Cause of death was mainly infection and organ

dysfunction, GVHD is rare because of FK5062

Newborn screening before infection is needed to

improve the outcome
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