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Asia Pacific BMT Registry
a 7th APBMTC (Bangkok,2000): ¥ B DIRELA/E
= 8th APBMTC (Mumbai,2002): Business meeting

a 10th ISH-APD (Nagoya,2004): & EDSCT®D
BRRE

a 9th APBMTC (Teheran,2004): Business meeting

Sl cranzEuen

ammunaen

:::::

TOTEEOBIR

National

Country %ﬁ;; BliEHH ) UR | CB Registry
Taiwan 1984 774 @) O @)
HongKeng | 1990 1270 O | O 0
india 1983 1122 X O O
Thailand 1986 834 @) (@] X
Malaysia { 1987 697 - — O
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Regulation for Hematopoietic
Stem/Progenitor Cells

Regulation - update— @ Internal (Self) regulation
FDA Council of Europe, TGA
B 8 5 B 255 S50 4 i 3 P Canadian Standard Association Z90...
—HB
LR e External regulation (Guideline)
WMDA WHO
Regulations FDA
Donor Eligibility Determination (1271.50)
Final Draft
Establishment Registration Effective 1/04 - @& Donor is eligible if free from risk factors for and clinical
evidence of relevant communicable diseases, free from
Good Tissue Practice - Effective risks associated with xenotransplantation, and tests
5/05 negative or nonreactive
Donor Eligibility Effective 5/05 -
] . . @ A responsible person (one who is trained, qualified,
Donor Eligibility Guidance - Ef;;;t;ve and authorized) must determine and document the
eligibility of a doner
Xenotransplantation Definition of Relevant Commumnicable Discase

@ Defer persons who are xenotransplantation product
recipients or intimate contacts of xenotransplantation
product recipients

— Intimate contact means a person who has engaged in
activities that could result in intimate exchange of body
fluids, including blood or saliva

— Examples - sexual pariners, household members who share
razors of toothbrushes, bealthease worltars with repeated
percutaneous, mmcosal, or other direct exposure

Agent or Disease (1271.3(r))

@Forall HCT / Ps
—~HI1V, types 1 and 2
—HBV
—HCV
—Human TSE, including CJD

—'Treponema pallidum

@ For viable, leukocyte - nch HCT / Ps
~~HTLV, types I and 11

@ Additional agents for reproductive HCT / Ps
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Another Disease / Agent That Meets These
Criteria (taken together):

@ May be a risk of wransmission to recipient or those who
come into contact with HCT / P

— Disease agent has sufficient incidence and / or prevalence to

affect the p ial donor popul
or

— Disease agent has been rel d id Ily or int lly in a
manner that could place p ial d at risk of infection

@ Life - threatening: permanent impairment of body
function; medical intervention

@ Appropriate screening methods and / or FDA - licensed,
approved or cleared tests

Other Relevant Communicable Disease Agents
and Diseases

@ West Nile Virus
@ Sepsis
@ Vaccinia (Smallpox vaccination)

@® Severe Acute Respiratory Syndrome
(SARS)

Donor Testing (1271.80)

@ For relevant communicable diseases required
— Specimen from birth mother if 1 month or younger

@ Timing - 7 days before or after donation

— For donors of peripheral blood, HPC, within 30 days before
donation

@ Tests - appropriate FDA - licensed, approved or
cleared donor screening tests, in accordance with
the manufacturer’s instructions, in a laboratory that
is CLIA - certified or has met equivalent
requirements as determined by CMS

HCT / Ps from Ineligible Donors (1271.65)

@ Storage - physically separate area or other
procedures to prevent improper release

@ Limited uses not prohibited (relevant to unrelated
donor HPCs):
~~ Documented urgent medical need,;

—8pecial labeling: Bichazard label;
“Warning; Advise patient of communicable disease
risks™; “Warning: Reactive test results for ..."

—Document that you notified physician of results

World Marrow Donor Association (WMDA)
- Curment Activitdes -
1. Accreditation of donor registries

—France, U.S., and Wales Reg
acereditation

dre ad:
Y

hzvc r" hed tbﬂ

—JMDP is planning to submit the documents next year

2. Guidelines for subsequent donations following initial
marrow or PBSC donation

3. International working group on donor safety and donor follow-
up
4. SEARs

5. Donor as a research subject

Weorld Health Organization
Ethics, access and safety in tissue and organ transplantation

issues of global concemn (Spain 2003)

Global consultation on regulatory requirements for human cells
and tissues for transplantation (CTTx) (Canada 2004)

General discussion regarding consensus points has shifted to

Harmoenization of international regulation
QGutcome evaluation (outcome research)
Traceability
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Donor Mty Survival

Case Age Sex Diagnosis

GVYHD/HVG

b 7 TM EHL Wather 32 756
AMOREDEBEETH 2 % P oML Dughe 22 1190+
MDS overt leukemia®—4#| 4 23 M ALL(®)  NMAmissbling 33 117
5 17 M NHL Mother 313 905+

6 19 M NHL Mother 31 290

7 20 F LBL NIMA-mis. sibling  2/1 103

8 22 M AMLM2)  NIMA-mis.sibling  3/3 14+

9 48 M MM NIMA-mis. sibling 3/3 829+

0 5 M PCL NIMA-mis. sibling ~ 2/2 352

11 62 F  MDS/OL  Son 2/3 603+

" B By 5 12 41 F PCL NiMA-mis. sibling 3/3 554+

?ﬁ A . EL%FF% . . 13 53 F MDS/OL Daughter 3/3 72

TR ST E R M AR 14 o4 F NHL Mother 33 107

Ko . ) o

5 il 3 (S8~ 1st RIST)

HE B e2Rk Kl

& M MDS overt leukemia

Rpb— KB
HLA R—% (GVH A1) 2 R &

(HVG F) D3 EAR-E
TATOFAYLL KB VBT VNI (+)

MAP

40-fnt ¥ HVL LY Y
Het (%) 205WW
PLT 2071 pc
(X10% 1) e AR AR

Blastin BM 3.6% 4.6% 16% 0% 0%
10000 1st RIST

WBC i
5000

(feh)

ar " Apr " May "Jun T Jul T Aug !

CAG M, lu

#3@ (1st RIST~2nd RIST)

40-] MAP ¥ ¥
Het (%) zo_w

207

PLT PC Y ¥ b¥
(<104 121y 107

10000 DLl st 2nd

¥ Y
WBC 55004 Y NV ANARANA AN

(/1)

Nov'Dec'Jan'Feb'Mar'Apr'May'Jun'JuI'Aug
FISH(XY)in BM 100% 70% 50% 50% 50%  40%

Kl‘nlﬂ Pre‘ecmml Uniw'r.rin' n‘ Medicine

#%i (2nd RIST ~)
MAP

Hot o) et

20

o Loy 107 PO VY ¥4
e 10000 2nd RIST j\\/\/\‘/‘/
gy 0% /\‘\_,i

Sep " Oct ' Nov ' Dec ' Jan |
FISH(XY)in BM  Flu # 99% 99%
_TBI4GW Y

Kyata Prefectural Universiry of Medicine
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Edat’o)
Patient 1st SCT 2nd SCT
Sex female male male
ABO blood type (Rh) A () 0 (+) A ()
HLA typing A 26,2 26,33 2,31
B 51,48 51,44 48,61
[+} 8,14 14~ 83
DR 8~ 813 89
conditioning regimen Flu + Mel Flu + TBI
CD34 + cell (/kg) 2.45x 108 263 %108
neutrophil > 500/ 11 day13 day11
platelet > 20000/ i | day15 day12
acute GVHD grade | none
chronic GVHD none none

)

1. secondary graft failure
1. stem cell numbers
2 HLA class | disparity (FIZHLA-C)
3. ABO mismatch
4. anti-HLA antibodies
5. conditioning (RIST, TCD)
6. residual recipient NK cells
7. infections, GVHD, relapse

2. maintained complete remission
effective conditioning chemotherapy (Flu+Mel)?
graft versus leukemia effect ?

50

3. donor lymphocyte infusion
1st DL:1.0 X 107/kg CD3+ T-cells
2nd DLE5S.0 X 107/kg CD3+ T-cells
—DL! might be safety performed
after non-TCD HLA haploidentical SCT
—not effective treatment for graft failure
4. second allogeneic stem cell transplantation
second RIST was performed safety and successfully
what donor and what conditioning are better ?

w R

BHIABSFLRBEELBEEAHETHIN TO
R, BB DWTIERZIC - LRI R

HLAR—EBELRIST. CBTORINIENER R
DEEDEINT 5L Ebihd,

SIEEFAOEREITI EEBITHLAFR R E I
DNTOBRRUVDLL B ERlEREH%Ic
DWW TORFANLETH S,

Kyoro Prefectural Univcrngv of Medicine

A fE

REREFIET®EA HLABIZRT

g Bk sk
hieg #F k&

s Yoo, Prefeciural Universiny of Medicine
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TRACEEFEHPUERRCL /L-BEERGARER
TRRSEMALLHRNLS nREHRBRAOER- #RE
MRS AMONLITIT SRR B @RI (200551 A 28-298)

NIMA-complementary SCT:

a nationwide prospective study

{ a@esm: BTmEng (AML ALL, CML, & ATL) B
R EM: BUR6E1008 ~558
E#: FK506+MTX%GVHD P RFIZRL IeHLA-2, SRR %
NIMAJEHM BB I TERRE R AR BB IR O

FK506% GVHD P IF =L -
NIMARE 4 B9 i 182 el 16 i B AR i 4
1ZBS9 B EE R S 1-1AE B ER

B T T e . RETTRE A IMEORE. (H1-148RE)
EREH *BERI00E LN\
. ; * R ERRES (BIHE) :
:#T;QME?“EWWEEE ik EHAE RETHE(REGOBE:  * HEHUEABGVHD < 26%
AT R BT | * Day 10027748 2 104

HHEOBE: w1 EEFERE=40115%

SER D ERIR Characteristics of patients
20034E2H ~20054E1 8 NIMA-complementary SCT:a nationwide prospective study

Rk 1200 Median age (range): 23 (14~49)
RHBRPELMMBHES G  ROBHEE G . Sex (male/female): 5/5
WTRREFR. FERMBHAR. 2 BE—K1+-FHk. bi si
AEBERtL R~ RN ERAPHR (FHERIH) iagnosis AML 8
PSS NS DU S CML 1
FE8k 104 ATL 1
BAERIER 1005 Disease status at SCT

| EHIERIEH Dday 100 survivalDFEiEEH-T. } z«;\imory i".d:di:" fla"um z

E E emoresistant relapse

| BHAMSERTOFRET S, Blaatie shaus :

Acute GVHD (1) : 2 Agvs 3 Ag

NIMA-complementary SCT:a nationwide prospective study

Acute GVHD (2): IPA vs NIMA

NIMA-complementary SCT:a nationwide prospective study

— -t

& Acute GVHD: No. of pts

i Incidence of grade 3 or 4 a6VHD: i No. of pts
5

\._The registry study 00-03 ; 5

evaluable in 8 pts
(as of Jan 15, 2005) 4

3

Disparity of HLA-A, B, DR
antigens (GVH vectar) i !

EI 2 AQ D 3 Ag L] 1 2 3 4
Severity of a GVHD (grade)

Type of HLA mismatch
in the GVH vector

{1 IPA O NIMA

0
Severity of a GVHD (grade)
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Early mortality (by day 100)

NIMA-complementary SCT:a nationwide prospective study
——t— O s il

= Disease-related (N=1)
Relapse of leukemia

% Transplantation-related (N=1)
Pulmonary infection

No early death directly attributable to
therapy-resistant GVHD

Severe adverse events other than
grade 3 or 4 acute GVHD

NIMA-complementary SCT:a nationwide prospective study
e e e e — — "

——t——

# R-007 HHV-6 encephalopathy
—Recovered

% R-009 Pseudomonas aeruginosa pneumohia
—Succumbed

Survival

NIMA-complementary SCT:a nationwide prospective study

e g

% Five of 9 pts are alive in complete remission
with a median f/u of 436 (range, 72~632) days.
(as of Jan. 15, 2005)

Estimated OS at 1-yr: 48%

BIRRBEIE ~ R CORMIRE

——mm

——ge—

w 20054F4 A ISR ETHIER S RIBERO-OHES
% —Bchib 95,

a BEAHEMEIL 7 (BTN, BESRE =414 BUR
5 OB EERE: 10f/ 257 A)

a8 HREB-HAESMFE -ATLIZRET S &h?

s BROMERE MBS EORIRE M ENR S _EM ?
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EESERSTRL VY A B EREER January 28, 2005
[BESEFIA LR LEMRBIBEDER 25 L ERKIRREH O
WIIZBET BHIsE M

THilaFEM % HLA-haploidentical NST

ARKBRPIRES FRIFER
DFHREARE
HJIE SR

FOE3

FRAREMBIEHTH > T MBEICHLALIAR
THEETO FF—DEELET. BRI/ >z
HLAHEE K- —AEFELGnD, FELTE. K
R A8 D WEER,

UFOWThIOEHRIZLD . BED myeloablative %2 Bl
BEITARVEH
1. 405D 55 607(35-39 F(dL opticnal)

2 BHOBHRIROTILBIIWNE ShA VWL RSN 38
HEEFT B,

Protocol for HLA- haploidentical minitransplantation THIBATERR +OBER
@E O EEEHEES)
e BN R@=26) s
: g E AML 7 CRI1(Phi+) 3
100000 weoosomo
> CML 2 CP2 2
10 9 8 7 6 -5 4 -3 2 -1 O MDS 5 R 3
NHL 7 nen-CR 15
BRHRA: 3.0 x 105kgId b 0D Myeloid NK i (autoPBSCTDO & 4)
CD34i5{¢#ka % & LPBSC ATL 1
THIRSIE M EHLA Y S BB HE A ARC>104 B ANC> 50 Wt
Eh HREE 9.5 I (range, 27-59 ) E nE
k- siblng(NIMA) . E ;E;
sibling(NIPA) 2 i: j:
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SBRHS r - K
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1214 GvHDIZ #5115 memory
T cell Y7ty DR

KEFR+FHIR MERENE

S T
1€

tF

CD4* and CD8"* T Lymphocyte Populations as
Defined by Expression of CD45RA / CCR7/ CD62L

a b
cemral memory naive 2 ! ! . ‘\
88% agie’
CD4* T cells e o el

I
Q

g
effeclor MmaryCDdSRA

=

c

central memory

CD8* T celis A

S Agos
5. ~ CD4SRA+ [{’ % [P
effecior mumry? ﬂ[wm b GDgaL ——e

Sallusto et al Namre 1999

Chronic GvHD
Pathophysiology

1) Not well understood
-late onset of the disease after allogeneic stem cell transplant
-mouse models, e.g. DBA/2 T-cells into (DBA/2 xB6)F1

2) Importance of donor-typed, alloreactive memory T-cells

3) Recognition by donor T-lymphocytes of non-self
~mismatched MHC

-matched but polymorphic MHC

-minor histocompatibility complexes

£04* Yorte

o= Lineage differentiation
of memory T cells

NMaive to Effectar, or Naive to
Central Memory fo Effector
Memory.

Sy i et e
stud BRIV
ity

v @
¢
$

co8t Foota

€

cocne
&

Naive to Effector to Effector
Memory to Central Memory.

rasa [
% @
o ez
b AT

Scdar et al Nat Immunol 2003

DEFINITIONS:
Central memory T lymphocytes (T_,) are
CCRT7* CD62Lbeh:  cCR7 and CD62L (L-selectin) are

important for homing to T zones of secondary lymphoid tissues;
T, 2re not polarized (Th1/Th2, Tc1/Tc2) and secrete only IL-2
early after re-stimulation.

Effector memory T lymphocytes (T,,,) are
CCR7-CD62L7/1%: T__ are polarized (Th1/Th2,

Tcl/Tc2) secreting high levels of those cytokines consistent with
their polarity (e.g. IFN-y or [L~4, IL-5, IL-10) early after re-
stimulation. T, generally express 1 and B2 integrins as well as
receptors for inflammatory chemokines.

em

Chronic GVHD is characterized by a decrease of CD4*
CM cells and a relative preponderance of CD4* EM celis
A

Hgrmal control GvHD patiom
e e —_—
oy [

CDEaL.

8 €
P-:RO66L PepooB!
T
hesny donars seally donors
o GHD roG4D
cRHD 1 O

$

2

®
% CORTICDE2L™™ calta

% CCRTIEDAA™™ calis

@40

1.
tastty qurit 2 GAD)

Memory CD4 population (RO enly)

o
Mg 04D

Total CD4 population (includes naive)

Xy

Yaimashita et al Blood 2004
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Comparison of CCR7-CD62L/°¥ population CD4* T effector
memory cells in patients with mild (low dose prednisone) and
severe (high dose) chronic GVHD

A B
I 0.0}
8% 50
8 K]
3 a
g 40 5 40-
o o
o w0 P
a 2]
i 3
P £
5 [
o w© 8 10
® £
o [
Low dase High dose Low dose Hgh dose

Tatal CD4 population (includes naive) Memory CD4 population (RO only)

Yamashita et al Rlood 2004

Analysis of CD8* T-cell subpopulations in chronic GYHD patients

NS NS
75 ‘ NS
P<0.0001
5 o
o0
504 0 . .
ES o, . :
s g b °
251 ::. g:u ™ e2o Closed: healthy volunteers
!:: g‘g’n P & Open: chronic GYHD
. i
.
a o

naive Tem RA*Tem Tcm

Note that with CD8" T cells cGvHD is associated with an increase in T,
while with CD4* T cells cGvHD is associated with a decrease in T,

emt

Representative dot plots of CD4* T-cells from
normal control and 2 chronic GVHD patients

Normal control GvHD pz‘nient
Py
o
©
0
Q

CCR7
Typical Intermediate “Severe”
Normal Pattern cGvHD Pattern ¢GvHD Pattern
Ratio UR/LL= 7.0 1.0 0.17

Two-dimensional dot plots of rormal vs cGvHD

Normal donors cGvHD patients
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% CD8 central memory ceils

Decreased ratio of CCR7*CD62LMeh / CCR7CD62L'% (UR/LL)
CD4* T-cells in patients with chronic GvHD

P<0.0001

100+ P=0.0002

Q.14

CCR7+CDB2L™"
CCR7-CDB2'°"

0.01

healthy no GvHD
Volunteers  Transplanted Transplanted

Summary: cGvHD is Characterized By:

1. Deficiency of CD4* T, and CD4* naive with a
preponderance of CD4* T, .

2. Increasein CD8" T.

3. Could these parameters be a useful measure of disease

activity, response to treatment and/or have prognostic utility?
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Chronic GvHD
Treatment

- First-dine treatment:

corticosteroid (+ calcineurin inhibitor)

« Mycophenolate mofetil (MMF)

+ Rapamycin

« PUVA, extracorporeal photopheresis (ECP)
» Thalidomide

+ New generation immunosuppressives

- Pentostatin, infliximab (monoclonal anti-TNFe antibody),
daclizmab (monoclonal anti-CD25 antibody) et.al

Progressive normalization of CD4* and CD8* Ty, in §
patients with cGvHD treated for 3-6 months with ECP

b

Patient 1 Patient 2 Patient 3

T fEA HA

Patient 4 Patient §
[ .
L3 .

CCRT*+CDE2Lhigh { CCR7-CDS2LIOW in CD4 cells

% CD8 central memaury cells

(._ irradiated nucleal%d cells & plasma

red cells
& plasma

| whole blood
nucleated cells & plasma

Greinix et al Leuk Lym 2000

Summary: Treatment of cGvHD with ECP

1. ECP therapy results in progressive normalization of the

abnormal number of CD4* and CD8* T, .associated with

clinical improvement.

2. This may not be a primary effect, but rather might be
secondary to induction of tolerance through primary

changes in regulatory T-cells.

Characteristics of 5 NIH patients with cGvHD treated with ECP

Patienl Age/Sex D Typoof cGvHD ~ Onset of ECP it
e BefSex iscase ype of eGv after SCT slles treatment st owollinent
S 9F ALL quiescent 2.5 years skin, mouth Pred/CSA
(extensive) musculoskeleral
2 3F  NHL quiescent 3 years skin, mouth, jung Pred/FK506
{extensive) eyes, musculoskeleta)
uiescent skin, mauth, lung
3 4UM  NHL (Zx,miv,) 10years  yyo musculoskeletal Pred
escent skin, mouth, liver
SR G 1.5 years museuloskeletal Pred/FK506
5 19M  HD (2;?;;::‘:] 8 months skin, lung Pred/FKS06/MMF

ALL: acute lymphoblastic leukemia, NHL: non-Hadgkin Iymphoma, CML: chronic myelogenous leukemia,
HD: Hodgkins discase, Pred: prednisone, CSA: ine A, FK506: tacrokimus, MMF: mofeiil

Proposed mechanism of action of ECP treatment

CD4 ookt €08 cell
ety donar estthy daner
@

VD pattant ©0vHD pativnt
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TR RESE 2 FIR U 732 E0 72 o i B s B & KPR AR Ak DFESLIC B T DRI B (BER  /NFR M)
6. FEEAL CDA B Y 2 /NBRIC K B DL] O 7= 8 DR B FI OREST & R 21758
SHEPRE Gl Ll SRERE DY —BEERRIRE EEIRE

DLI i cyto-reduction chemotherapy DMRET — & BHABEHI D RAEHLHIIC 52 5 BBIZDNT —
WHFCER T > 7 — BAERENEE g BRNEZ. FECh
TR RFEREFF AR RS NEBR S PIRER

2E

i B A R R O R B B T DL IC%T U TSROt & RE < S 3
T &nbiz<izvy, DLI fif7 U7- BB OMETTId. 177 202 8Ed DLI O 6 DA
DREFEDNRFEBUTHHIIZH N TNWD Z EWRE N, 4E, @75 pre-DLI 1k
FREDL DA 2 DR 2T DR, EFEFUEHI(DNR,VCR,VP-16,Ara-C) D 5 {1 X4 il fa
O EITo/mE 2 A, Ara-C ZHifi& U /= Pre/Post DLI chemotherapy (3738 A b @ %
INENDEEEI VA A TEDARENRB I N,

1) EmEH S ERER OB MFIIN 9 5 DLI B EREE

REAMFCHR T HDLIEEROME S BEARGITHT S FIELCDAY RIS K BDLIEE D strategy

(1) Growth#( G = DLIOIRSER (3-6W) i<zt (DHATEELEEBLITLY ., HRANAMETES ¢ 5.

(2) TEHEE tumor bulkiS k2 ¥, RSN SCTLIARE A
TRROOTHEET ratio# RETALL (@ KEOFEET ERLTTS.

(3) EBHBEYCI<iull relapseDRBCBETSh LRSI Vi=th,
SEISEBONAIEHH TR RETLRBTES

(4) BEREENEN?

(3) Hsscytoreduction chemotherapy B 7 5,

2) SN T D B AR S

B

BEBAAKITHYT HREROLIOGRBEOEMBED-0
Pro-DLHERRIZL VAV ERMT AGiERoRERER
~ORGERRT 5.

Fik

1 T@ER: RARKEBaMABLBEREFCOGEERIL
TSAATIRFCS, IL-2 TO0U/mi% &ML T=RPMI1640+7
THEELIEEEMES, 108 BICMACSTCDAIZSEL T,

2) 4R 8B (Dendritic cells:DCs) : &AM 55 EELT=CD34
B SR % GM-CSF(50 ng/ml). IL-4(20ng/ml) . TNF- @
(20ng/ml) . 10%FCSIEIIL 7= o MEMIZHB C2 ARG BT o=,

Tk

BERDY BB K UDCsES 4 50 X 10%/mi, 20 X 10/ml
AT 5 CE BRI * Cytosine arabinosida (Ara-C).
Daunomycin hydrochleride (DNR), Vincristine sulfate salt (VCR).,
Etoposide(VP-18)&&HIC 1 MR ETS.

HRERS. ERIHACIAMGELIZRATP assayZ{T o1z,

= BfikinoticsDEIRT —8—(<B-J%, 185 5 &% Lbolus shot
1Lk S &sumllationL - BRBEERELE.

ATP Pyt IR/ BIERR
RENEGEOHEMBEOATPERBT SO TEGRBERRE.
6 & CI e RN, U RERVHBEISEB.
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Cytotoxic assay for cultured CD4 lymphocytes

Survivial rate
M 3

Survivial rate
8
A d—
3
2

Survivial rate
] H
@ Survivial rate
2" 8 R
£ /
5! L.
{

Cytotoxic assay for in vitro generated Dendritic cells

DNR

Survivial rate

H

Survivial rate
&
Survivial rate

g7~
=

(1 g/mi)

i R

DNR. VCR TI3EMHEILEE TE SN CD4 ) 2/ ERB L O A il CD34 IGHEMIEN S &
L -BHRHI I U TIREA R ICRMIER 2380722, — 5T Ara-C [JOEH &
ARTHERBICHE T HREQ.1~ 1 1g/mD Tid cell-viability NDEBIIBRM TH o7z,

Ara-C Zif& U7 BIEISR A bOREBISENOEEEZI VA X TELHAREENRS
NHEFEZO DLI D cyto-reduction chemotherapy & L TOEZEIR I Nz,

3) DLI jafy U 7z BB O

DLI#E#1 T DLI #f & DLI #( 3 jA%) THRERAIZ T cell RENDHEBMEZITTo 72 E I A,
Pre-DLI chemotherapy O ff A & IEFH#E & Tid Pre-DLI chemotherapy fFHE T
CD3/HLA-DR EH# -CD4/CD8 L LA Z/MMET L THO., BEOB MHMAEZ target cell

EL7 CTL 8RB MHI SN TN,
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ERIBEE FESRHERRELby ) A REE&@W%#I‘(
IS ERALR:

PASIZE R IT
AR 2006521428, 208 (JOX)

T A AR R 1B
FEd:Ak CDADLIR ¥

RBERRBR SRR 2R & A B 5

HERE® BKAIK2 8

1. BORERER R - KBt - BRI/ NER 0%
2, W~ EETRR AT SRR 7 AV R RSP Sy

3. RESRE BN SRty

B HLAE

1. CDAVvREUbEE, MEIERe. SRIEEE %, Bk 18
BRI d257
< BRI (200/mm3). 18 ¥ T RT YL fiE
*Norovirus BAESE . EBV(+), HHVS (+)
— CDADLIBfSS

2. Ph1 positive ALL 391
HLAEET —HBMT d169
+ CMVifidk d164 (DHPGRASE) A TOFuRERETE FCVARSE d167 SMRFRH#T
DLl d171 deceased on d173
- COATARIa# BSHTHE B B M SR BB LA AR &58 B ISk,

3. Omennii 1048
B M EITEAY (RIST-CBSCT)
- BIEHBESAS d18. MACERIE d40
+ CD4DLI 5

S RIST/CBSCT for
Omenn disease

DAYRDTOFF

}g co4L) ﬂ ﬂ E E i

I (l&l&&)

GVI m)( n R
Donor
Recipient H
DAYIS DAY26 DAY34  DAYS4 DAY69 DAYS8
(&) [:L:4] [:: M (2l (RED e
WBC 8100 2200 7500
Lym 400 202 1020
Eosino 160 162 an
Ret 2.0 34 7.7
cp4 243 259
cD8 15.0 2.0
cD3 33.4 375
cD1y 0.8 142
CBSCT IgG 112 1061 1164
IgA 81 81 113
IgM. 50 60 175

DAY.OQ. . 1020 .30 40 50 60 70 80 _90. 100

T8 I SRR R B CM VIR
AdenovirusiBERUE 12 %15
YE:{l: CDADLI ¥:

(2 BE 3B B PR S T-TIAR R

o AR REBY

GV

AR B A OCMVERET:

DHPG (Gancyclovin) BUt- EfzlEFoscarneti = CABIR RHL 1= & T

(1) CMVIIE —#443,0000 —/mie ML E HBLE
(2)CMVHL R fSE A0 /50,000588 ELE . A DCMVIE — A SER R L1 L

FRRERIRLAME T B b DHPG R R ¥t Foscarneti- CHRMIBIL LR A TR
@L. LROEREEELER A CHRREHNTS,

Adenovitus
EEEHBINTS R D Adenovirus B EEEET:
BiFR28MEALIEHAT

(1) Adenovirus SPCREA TR BREEAICRHEN, »D
(2) Adenovirus B E DI - FF RASTRIE

fEREIEIC R 28 M H 3 5724 Adenovirus i Yl LRI I R A CRMER AT,

~H RS, AR SERSH, BELBHOVW- TR,
ERRLEROF . GVHD TR bk 0REE b2,

TRt B, RéEdk

CRmB )

REFDI0%HBAITE 2B HICCMVIE — 80, AdenoviusaE—#0&7%52 &,

(&80
- SURRNE MEHAR B At DREATECMY ., 7 5/ D/ LABSE ThTh105ES
SEM@ S MR IEROMAECMV. TT/ O NABRE ThEThI0ER

FRERHF IR0 B Y

o 5 T 5 L BRAMAR IS AE th DB A T (FERHBIAYE) CMV | AdenovirusBRSE <
T 2BHELTOFALCOIDLI RO T, REBFTET 5.

-5 EE B
CMV+ AdenovirusD 7 -3 4 APCRE B (LFPERIAHE)
CMVER, (757 /04N AHR)
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RO

RS Bl

BBECMVEBSsE 1EiE{LCD4 .

(10%EHY « 105E69) DLIS B 528 DCMV=R
Hrypn Egand/orgx 1% E—#hio
oy bz &k B4BBOREERI)

" (5x10%kg, Btk 54, silithoCMy
1) CMV 21 P—§3600/m1&: Bl = AT L) I — 5 B CRBSBREEIR - T
BBV Re-F -0k
2) CMVY F4 % 2 710/50,000
BE TR0 BifEA

ERBsORETREL, Fr-HREA.
RS S BATE TS THOEL. REERATS, R :

RELISEIOA 1B S RRITHEOASIE

1. Foba—iz@LT
HREENEHNXEEAIHBREMRE Rt 2
TEL&FAX: 03-5803-4583
email: ¢pc.ped@tmd.ac.jp

2. \RBHAEE
3. SRUIR{KMRIAE - SRLIRIAAIRMEEE
4. CMVLEE (BB, BIEFREE. TRMANA)

HEEFLT DI~ L WET
i B eh ICBGTRRE R

A (R EFHTH L TRITESRET RS

16h B S PR R
FER164E11H 1R
NEHALTI AR AR

i ERI R AERAED
S

(TS EERY A v ARYE

{8 A 8B
-Short tandem repeat-

Recipient

Donor

dwks post SCT 3,

8wks post SCT &l

LR BE R R A A N R

l FEIABUBTITORT A RIS, Wil o, 7k Lot

Vo2 Tud:
HSV1 BKV HIV1
HSV2 JCcvV HIV2
\E/éx Parvovirus B19 :%x;
oMV Adenovirus
HHVE HBY Norovirus (SRSV)
HHV7 HCV Cryptosporidium
HHV8 GBvV Pneumocystis carinii

Mycoplasrra sp.

[t Eow v zpsih | g%y o xasig ]|

CMV 4 fiff - A i BTG

) BERTFERMAT

R 10ml
Mg (e~ 2ml

(4CERE)

T 960-1295 BB A A E 18
BBRIERM K ER MEDERE
Tel: 024-547-1157 Fax: 024-548-5072
E-mail: suzutani@fmu.ac.jp

Be EREE
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BEAS@EEMEe Ny A BAERSHREE
(BRHEELRAL RN EMBMEBHEOER - BRLBERABREHOMIIICHET 3% B
TR 17 E 1T H 28290 Pk 16 EEB 2MFREMESE (BN HREELSER K%

(YA F—HREEZRAWETRERZOTIR MBS
BHENLA LYY —WF - BEREES K EH (yakatsuk@aichi-cc.jp)

1. il A F—RBEORE

[FIFER AT D GVHD & GVL W RE 51 & I12id, VB hoOFUR I R M A S BT
HY . GVL 2 RO %A 025 & W37 DI I3 hu FUR 75 A0 A3 38 f 40 1 (2 4 R Ic R B4
DAT—HIRER T TOLENDD, 2R ETIZHE %413 HLA-A*2402., -B44, BL W
A*3303 {LE>TRRENEGVA T —HR =N —7 (ACC-1, ACC-2, ACC-3) IR EL TE/,
ZO1% HLA-A*3303 BLO-A*3101 MEHMED Catepsin H \[ZL->Ta—REND ACC-4,
ACC-5 Z[F] i L7z, Catepsin H D% Bl if fl R B9 Trav S| B AR IS T Rk 58
G SN TEY, GVT 2B TER0h a2 L T 5,

2. BFREBRLZO7OFANOESHRRE EMEK

EF ACC-1, ACC-2 IT HA-1 ZHEMHRELERIER A~ AT —HIEZ AW R i
FWIEL, FURIBRFE E Chormra— 1 bl m AR R CTL 2 VW53 T s it o o ff
BOBKAREZFRR 16 F4H JVBBL WD, EFTIKBEDH - BE N —~276
H PO B IL MM BRZBICARTFRIZS MR, SR o— 1k CTL Z## Sz
LCWARFIZRFIL L, 7H B 1X HLA-A*2402 B4, ACC-1 RiE& D&% CMML 5iE i
T, BHEBICAFEICSMUIL, LOLB A% Day 31, 45, 100 (SR M i
A24/ACC-1 Th 7= — I B INDH 5B D72 BIE ACC-1 X7 F K&z CTL ¥k FHiE
EEATLTC, Em MR RE CTL 77— 1bE2R A T5,

AEEARRABREIToOCHBALEZZEIE,.CTL OZu—=0 7 0BICAR(FF—)D
PBMCH+CD3 HUETZT Tid A +43 T, pool L7z PBMC & W55, CD3 HLil I b AR A
VB THHIETHSH, ¥, Rapid Expansion Protocol ¥ pool PBMC %\ +uiX EBV-LCL #
EHAT LA ENN, BHE D PBMCH+CD3 HFUAZT CrlEmb M EEiEwsS +5156
NIpNZETHD, BIE GMP 7L —FRDOLDITELE A FRFEETHLIN, A I A DG
YTV ZNOOMBE TR T 558 HEIT-oTn5,

F7c CTL 74— 4 —ffa7R L CHE#RTAZLIHIR CIIREE THHM . fFRAICITE f
HEEHOB 3 . A LHFER T MEOR HELEE 45,

RBHBENAVZIE MEROBIE% TR THH8, BREIZ20~40% O TH
LOT, HH 15~25 Bl LD CTL 24 L, BFNHCKHL T CTL O G2 £ CEHL0OLRE
SND, RFEEITHZ O S LiF | S EHOUENM CIREG OEBN TEXRho7-48, 48 LL
FiXEX B L2 RmDITETHD,

3. W7oty VU XFLOEE
RS 16 6 BIZE BN Ao Z—iF 3 O IRII 8B NIz ?xlOOOO@iﬁ%ili
LV i Tty SV AT AT — B ERKRIER 48m°) A T L IHF s
SERL LTz, BIE B FIEE - HRBZOEFHLED > OHLN, R EBI _&@Gtoim
ARTA L R DS D0 E RABD NG ARE O 2D 5,
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