Period of the follow up

Schema of donor follow-up system

&5”'::‘” ey A&;r%@@:&my G;::':::::ih
° Registration g e | o ]
. : £ R
April 1, 2000 ~March 31, 2005(5years) [ y ;///,,
. % : .
o Submission of the report T losa 1k S ° M
Short—term: The fourth week after the B o
harvest §i e e e )
Long—term: Every year for 5 years.
1 2
+ Point of the search ]
harvested PBSC count . any adverse events, =t
long—term safety of donors
JBHGT
Status of altegeneic PBSCT in Japan Status of allogeneic PBSCT in Japan
(Monthly activity from Aprii, 2000 to March 2801) (Monthly activity from April, 2001 to March 2002)
hied
D)zt [y minee
e Oeyw

1o 11H 2B B 28 9H
HEE 30 63 74 48 53 51 64 80 47 67 52 87 .
B&f 28 60 L1 45 50 58 58 57 ki) a0 47 a3
BR%  96.7% 03.6% 09.2% 93.8% 04,0% §2.2% 87.5% 05.0% 03.0% 80.0% 90.4% 04.0%

47 58 6A 7R 88 9A

(As of March 2084)

4A5ReA YH BA 98 10A 118 12R 1R 28 3R

f8m 44 78 47 62 63 63 6O 44 36 108 B9 60
BB % 64 39 49 B2 55 45 3 %9 9% 50 45
ElHYE B4.8% 91.4% B3.0% 70.0% SBA4% BT.3% 75.0% 79.5% BO.6% 91 4% 62.0% 75.0%

( As of March 2004)

Status of allogencic PBSCT in Japan
(Monthly activity from April, 2602 to March 2003)

10

b
Cleas

4A5A6AR TR BH 98 108 1R 12A 1B 2A 3R
g@@w 70 63 63 72 6 57 51 58 48 5 8 76
@ 58 57 55 62 47 46 42 50 40 TN 15 66
EHRR §2.9% 90.5% 87.0% 86.1% 77.0% 8074 82.45% 86 2% 03.3% 94.7% 88.2% 86.6%

 As of March 2004)

Status of nllogenelc PBSCT in Japan
(Monthly activity from April, 2603 to Maich, 2004)

e
Ceswa

4RGSR R 1A BA R 10A IR 12R A 2B 3R B
pam 64 43 80 53 65 45 46 40 32 47 52 53 605
Amu® 52 34 57 49 45 38 33 3 2 29 19 @ 414
BRE 01.3% 79.1% 80.4% 92.5% 60.24 94.4% 73.35 75.0% 64.8% 61.7% J6.5% 11.0% 6843

As of March, 2004
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Status of PBSC donor registration

» Cumulative number
{As of March, 2004)

2,784 cases(including 65 cases of twice donation)
223 institutes

Status of Day 30 check recovery

* Cumulative number
(As of March, 2004)
2,321

Recovery rate: 2,321 / 2,784 = 83.4%

Day 30 report recovered by the center
(From April, 2000~March, 2004); 2,321

Adverse cvents which were urgently reported from
the corresponding institute and were informed to
the participated institutes in this system (1)

Event Case Numbers
(Recover rate: 83.4%) Thrombocytopenia 12 (26%)
Liver damage 9 {19%)
Relatively severe adverse events occurred Fever, Infection 7 (15%)
within 30 days of PBSCH and reported Vagovagal reflex 2 (4%)
to the center: 48 jid 2
Tetany 1 (2%)
Rate of adverse events: 48/2,321=2.1% Ascites, Pericard effusion 1
General edema
Precordial discomfort 1
Anorexia, Nausea, 1
Vomiting

Adverse events which were urgently reported from
the corresponding institute and were informed to
the participated institutes in this system (2)

Event Case Numbers

Long texm follow up of the PBSC donors
For the donors from April 2080~ Marvch 2001

Hypesthesia of extrmities 1(2%)
Back pain 1
Hemorrhage of the leg 1
Headache i
Anging 1
Dise herniation 1
GU 1
i AT 025 AR " wa 9 »n ey
Hypoxemia 1 e
gt 1 A TR e T e T
Cholangitis, goat attack 1 Mt oapenten o5 AR LT
Hemosputum 1 2 St 8Lt m As of December, 2003
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Long teva follow up of the PBSC donois
Fov the donors from Apyil 2001~ Mareh 2002

Long term follow up of the PBSC donors
For the donors from Apxil 2002~ Maxch 20603

» |
£ )
“ iy
“
‘ 1 £} 1 k) + t 1 B} AR el 8 O ABR OGR4 ISR 1R TR 188 R
- 1 S S, -
?.i)lll 2 451 £33 L} 8 A SR 10A 118 1273 1A E2 )
b 2ap u @ on 8 a._ [ » Ll o " a
= e i S e A
20 GCSFRUIRS (P SEEMLTHE B} G-CSPABLE (FR) BEPECLUR
ErYrTey FERLT 1 BRE As of Docembe, 2003 2 SRND LT ) RS (R AGESR3BIVE)
Puticlpants
FBMT Activity Sarvey
19. Septendier 2003/ AQyDJBImM
Numbers of annual health check for 5 years to which donors I
agreed with the cooperation Goarines v o s b e
ptwrs, vatzol ith i i d it 8 moﬂm 4 b
(From April, 2000~March, 2004): 1,746 foragieni warwand Orusonl ot eossepid i s s e
Rate of long-term follow up cooperation: 1,746/683x3+717x2 - ;Z;,"::‘.‘,””“""_“j“"’m,",, e ‘M“"““ﬁ"‘»' s A podibe
+T79:=241,6% i t7ps of ez m‘.’:.ay s: ] Thlinchhxm:}utao&k‘an@xd::mrim:(‘b:; t.:::m"
ux‘nn Tir our gorl 1 haew 1o " € 1he skt [
P i ,h:.m,mm.,‘m.,“mm . b Py e e
Relatively severe adverse events (judged by either ‘“‘*’"‘g“ ;3:,;{;;5;‘:&%‘;,;,‘;;;;""
rision of Etmatalag
health-check team or JSHCT office): 8(5+3) Bl
3 e base
Cerebral Infaretion: 1, Lung Ca.:1, MPD:1, AMIL1, ety B sl bdomrobnch
Lux'ynx Ca:l, Breast Ca:z, Cataract:l 1;1:::;:&;.«3.»:qmmmnam. Ny vwgandiag queitions.
Prof Dr. A Gratirehd Prot Dr W, Schmits H Baldomero
Rate of relatively severe adverse event; 8/1,746=0.5% S PR BTEEOR e ammses e st
Sumcdldom:bum!mndlm
No. of deeths wiltin 30 dayy af dontion in your cenire betw: L1751 —_—
No. of duaosa with bemstologisl metipasies

Severe Donor Events C ted with ARogenelc Stem Cell Donation
(EBMTX site, As of December, 2003)

The survey is restricted to the years 1890 to 2002, 160 tesmms (47% retnrn
rate)

There were 2 total of 2 deaths (both PB) and 18 SAIV’s (10 BM, 8 PB),
corresponding to a death vate of 0.007% and
a SAF rate of 0.07%.

A total number of 18 (9 BM, 9 PB) hematological mali ies in donors
were ebserved duving the same time perdad, corresponding to a ¥ate of
0.07%.

BERUN B
[t g

1993 ~2003F ORI M (BRSO o) £ 7SI~
BUOTCHREREFF—0H e,

LBHSES0MRICREL ShER - OREEORMEE:
4.
FRIE (AL siedii)
2. ﬁ%ﬁﬁ‘ﬁkn‘nﬁ*%%ﬂéﬁﬁkﬁﬁéhf_bﬂ'—wﬁt{“ﬂ)&@%
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Temporary ontcome of JSHCT-EBMTR cominos questionnaires
(JSHCT site, As of December, 2003)

Questionnaires sent: 378 departments
Answered: 203 departments (Return vate=53.7%)

Death case within 30 days after the stem cell harvest
(both BMH and PBSCH): 0
SAFE within 30 days
BMH: unknown
PBSCH: 48 (2.1%)

The cases suffered from any k logical mall ye
BMH: 2 cases ( Both were AML)
PBSCH: 2 cnse (AML, MPD)

Discussien (1)

It is the essential prerequisite that a donor mus¢ be healthy

at stern cell transplant, which is a thevapeutic maneuver to create

two healthy persons firom one healthy perzon. At bone marrow harvest,
anestheglologists, who are the experts of life-saving and are out of
hematology team as the third party person, nsually check the suitability
of each donor eandidate for masvow donation, and whele the procedure
is performed at operation reom, where life-saving apparatus are prepared.
On the other hand, PBSC harvest can be performed by hematology team
alone at apheresis room ,as the results, the objective deciston for the
suftability of donors and the preparation for life-threatening events of

d might be spoiled. Allogeneic PBSCT is an adimbrable technique
biecause of its easiness of stem cell havvest at donors and of hematological
recovery at patients, but I aiso warn that each I logy team i sid
to keep the donors’ safety if they want this technique continues to be an
admirable one.

Discussion (2)

Prospective follow up system for allogenele related PBSC donors

is providing the information of the relative safety as well as of

the potential risk of this technique. To know the real aspects

of this procedure and to inform them fo donor candidates will
tablish the trust of medical site, pr ting the introduct]

of PBSCH for unrelated volwiteer donors.

BRELTORREICHT DS ROTRAM

. FREICET 2R 2BRE~0%7

. Bl AR b OREB T S0MDPOEE~DIEN

. R emeons

. BRSHENSLLE. ARiOBLABEORS

LIRS~ OERERTEL Y AT LB
Wty S EY)

G H DN

T B (UMDPE

Japan Society of Hematopoietic Cell Transplantation
Japan Marrow Donor Program
Japan Cord Blood Bank Network

Grant Study Group of the Ministry of Health, Labor
And Welfare, Japan
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5% International Donor Registry

Conference
* Progresain call therapy and the  + HELA
role of donor registries ¢ Bhirley Nalan Momorinl
» Extending the patient’s options; are
Unrelated volunteer donois and |, N
cord blood — One protess or two? x{:g:;;z?grﬁ::dm for
- ¢+ Re#acessment of adverse
» Current status of donoy ¢
gt et
+ Internsl and external barriers Tlecti
in the exchange of stem cell marzow coll collection
products
KEIO UNIVERSITY JAPAN MARRGW DONOR PROGRAM
" Donor Size Growth Rate
&
Current status of donor registries o
in Asia B 1992-2001;
éég 30,000 donors were typed by Serology A,B
(Korea, Taiwan, Japan, Singapore, @
Indja, Thailand, Chipa, H()l'lg K()Dg, 8 2001 - February 2004
Indonesia) g
t 130,000 donors were typed by Molecular A, B, DR
JE
%)
==
[}
I
%& Unrelated PBSC Transplant with Denors
CURRENT STATUS: g provided by CMDP
£ 60
$E «Over 130,000 donors are typed with molecula HLA-A, b
% B. DR. The data ave stored in the managerment center. 1:%
@ °CMDP has authorised 27 provincial branches; a1 @hofore
i@ <1 Quality Control Lab; il 2001
224 certified HLA typing Labs; i @002
g «Data management by computer network system; g 82003
g *Over 5,000 doner search services performed; g
*Over 1300 successful matching cases; o ggg;i"“” .
E *118 successful cases of PBSC tramsplant by the end of E
2 April 2004, 2
2 B
3 z
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The World Health Organisation

Internal and external barriers in the
exchange of stem cell products

HTP/EHT Essential Health Technology Transplantation in the context of

global health priorities
velecs and Clindeal Teehnology Why iS the WHO interest@d?

gnostic Imaghig and Laboratery Techuology

lood Trausfusion Safety

- Safety against transmission of infectious
ality ned safely of plnsma dexivatives and related diseases
subsis . s
Hmes —optimal use of limited health resources for the
gevy, Anaesthesis and Transph ] benefit of the population

The Department of Essential Health Technolagics [HT) has arisen out
¢;[ what was formerly the Depariment of Blood Safety and Clinical
echnology {(BCT)

Global activities in regulation - 2004

Factors to Consider for Stem Cell

I nd Ex
e Requirement{)?g?eggoaﬁs éllseas teosflixtlg on donors
varies from couniry to country.

o Most requirements applied strictly to products being
imported into their countries.

¢ The rule for different countries may require different
test methods than routinely used in your country.

o Newer tests, i.6., NAT testing, require special
temperature requirements (less than 25° C for 72
hours) during shipping and tests to be done within
that period of time unless plasma is separated and
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The barriers are golng up - how should
we respond?

PN

<

T,

Internal & Extorngl Bardiers in the Exchange of Stem Coll Products

Self-Regulation:
World Marrow Donor Association
Accreditation & Standards

0. Busiey, Geongeiovéin University, Washington DC, USA
8, Ckanote, Keio Uiversity

b T Moy 2001
Scope of Standards
General organization of Registry Reassessment of adverse
Donor recruitment .
Donor characterization cumequem;zs of pﬁnp%eml blood
Information technofogy BLem cell an

Facilitation of search requests

%, 4/ sub i
i

Collecti i/ port stom celln
Folow-up of patient / doror

Financial / legal liabilities

e

B ® ¢ & ¢ @ © & °

bone marrow cell collection

Serious Adverse Events in PBSC
Donors, 7/99 ~ 5/04

@ 26 Total SAEs in ~3400 total donos (<1%)
- 19 Serious by virtue of hospitalization

© 14 with symptoms: N & 'V, fow caloium, bone pain, chills, etc,
@ 2 with Jow platelet connts
© 2 with central line complications
o 1 with sryocardial ischemia
= T other serious
| jow platelet count without hospitalization
e | congenital anomaly
© 5 reported cases of cancer

Serious Adverse BEvents in NMDP PBSC
Donors —~ Cancer Cases

@ Renal cell carcinoma diagnosed at S mos post-donation

o Breast cancer diagnosed at 3 mos post-donation

e Non-small cell lung cancer diagnosed at 2 years post-donation
¢ Laryngeal carcinoma diagnosed 7 mos post-donation

e Cervical cancer suspested at 3 years post-donation ~
subsequently proven not to have cancer
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SAutoimmune” diseases

D. Confer, NMDP data (Minneapolis, fall 2003) [Bone Marrow (2) | Peripherat Blood (7) |
2,370 PBSC donations, 9,345 BM donations 34, male: Sarcoidogis 53, male: Hyperthyreosis
Intervel 2 yis. Interval 14 days
Events BM | BMper | PBSC PBSC per 31, female: Multiple sclerosis 41, male: Arthritis
1,080 4,000 Tnterval 5 yrs. Interval 3 months
SAE 125 3.4 16 6.8 42, male: Rheumatoid arthritis
{hospitaligation xﬁ:e(-li\mmm
o5 d ln(’crvaI 3months
Death 33, male: Sarcoidosis
Malignancies [ 0.6 5 1,7 Interval 3 months
39, male: Rhewnatoid arthuitis
Interval | year
39, femele: Arthritis
Interval 4 yrs.
Vascular events Mallgnrncles
Bone Marrow (4 Peripheral Blood
Bone Marrow (1) Peripheral Blood (4) e @ Memll’c © i
28, female 39, male Cervix-Ca Seminome
Brown-Séquard Cerebral ischomin Interval 2 months Interval 2 yrs.
Interval 4 yrs. Interval 3 months 39, male 42, fermale
CLL Breast cancer
37, male ) Irterval 9 months Interval 2 yrs.
Cerebral ischemia {diagnosed at SCT)
Interval 1 year
38, female 37, male
58, male L X Ewing sacoma Brain tumor
Myocardial infarction Integval 1.5 years Interval 3 yrs.
Itervol 2 yrs. 48, male 44, male
40, female Carinoma unknown ofigin Prostate cancer
Cerebral ischemia Interval 4 yrs. Interval 3.5 yrs.
Interval 2.5 years 55, male
Caneer unknown pri
Interval 4 years
Deaths Serious Events and Adverse Effects
Bone Marrow (4) | Peripherat Blood (0) Registry
38, male
Sudden death « Anonymous central reporting system of the WMDA
Interval 1 year member organizations.
o0, tnale « Reports collected and analyzed by the Clinical Working
Interval 1.5 yrs. Group.
31, male * Aims at obtaining insight in the occurrence of serious
Icnaf W:lige;“ events and adverse effects in relation to stem cell
terval 2.5 years donation by unrelated donors.
30, mal ,
O « Started in 2001.
Interval 8 yrs.
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FRICGEEFESHRFARCHT /L A EAGUREHR
T BWEPIHL = HE il h B o 8 Bk R AHOB L MT 2 WRID
£ E¥ 2 8004 E6AIE)

FK506% GVHD T[5! < FIU V= NIMAAE 44 Y il 22 Rl
i B MIRAREAE < 1 4 DEEER SI- 1A 6

~F Hk
HRAPELBMBAR Ll BEARR

NIMA-complementary haploidentical SCT
Summary of a natiowide registry study :

06/2000~01/2004: 81 fransplants reported to the Office

The ellgibility criteria for the longitudinal fiu:

1) Having poor-risk leukemia/lymphoma

2) Recelving T-cell-replete BM and/or PBSC from an HLA-A, B, DR
2 or 3-Ag-mismatched (In the GVH vector) microchimeric donor

3) Receiving tacrolimus-based GVHD prophylaxis

35 pts enrolled; median (range) f/u 20 (8-37) mo as of Feb 29, 2004.

Feb-28-2084
Patient characteristics Transplantation characteristics
Type of donor Type of donor
Total Mother Offapring/sibling P Total Mother Offspring/aibling P
N=36 N=185 N=20 N=35 N=15 N=20
Madian age (range) 28 (2-58) 18 {3-33) 42 (2-58) .007 Conditioning, n (%)
Bex [M/F] 17/18 10/5 7113 NS Standard-intensity 24 (69) 10 (67) 14 (70) NS
Diagnosls, n (%) Reducad-intensity 131 5(33) 6(30)
AML 12 (34) 3(20) 9 (45) H&:ﬁm: 9
ALL 12 (34) 7@7 5 (26) 2-Ag-mi
-Ag-mismatched 24{69) 10(67) 14 (70)
CcML 7 (20) 3 (20) 4 (20) NS 3-Ag-mismatched 11(31) 5(33) 6(30) NS
DLBCL 3® 2(13) 15 Stem-cell scurce, 1t (%)
ATL 1(3) 0(0) 1(8) Peripheral blood 31(89) 13 (87) 18 (80)
Disesse status, n{%) Marrow 411 2(13) 2(10) NS
In remission 13 (37) 4 (27) 13 (37) NS GVHD prophytaxds, n (%)
Ghemorsfractory 22 (63) 11(73) 22 (83) FKS06+MTX 23 (66) 10 (67) 13 (65) NS
Other FK506-conteining 12 (34) 5(33) 7(35)
Acute GVHD Overall Survival
A. Grade 2-4 B. Grade 3-4 A, All patients B. Effect of diseass status

o o
Orya e Trongpierszson

GVH tergat=IPA 0.64 (0.34-0.83)
GVH tergat=NIMA 0.50 (0,27-0.69)

- &
Days ehur Trangpuresan
GVH tergat=IPA 0.38 (0.15-0.60)
GVH targat=NIMA 0.10 (0.02-0.26)

at SCT

fn remigsion at SCT: 0.62 at 37mo
Chemorefractory at SCT: 0.22 at 28mo

08: 0.36 at 37mo
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Univariate and multivariate analysis of factors
potentially asociatad with grade 3-4 aGVHD

NIMABHE RO M3 & T840 A S REERIER

SRGA: BTREAGAML, ALL, & CML)
B 8Y: FKS06+MTXEQVHD B BRIV EHLA-2, SRE R~ BNIMARRAM AR SR

Unadurted Ansted TEMBRELABEHBAOREYRE L ROk, (8-14a5RE)
Venabte Rusk catogory Odds ratio , s rato P
(95% C1) @y
No of mismatchad HLA Ag (QVH drecton)  3Ag PHO838Y) 2 20reees 2 ERERE: B 00H LR ()
Mo of mismatched HLAAG (VG diection) 1 Ag noreass os(028-112) 43 - - "
Type of GVH target (LPA vi NIMA) 1PA 675(111-410) 04 888(122-797) 03 tnh&‘ gﬂwnt(ﬁ"ﬂ)
Recpen age 200 more 0BB(01T-45T) 88 2BEWTS A2
Donor-Tecpsant sox combinzton Formao to mata 104020-528) 96 - - RETHRIE(Ra)DEB: » (R SLE BIEQVHD < 26%
Disoase status Cromorefracto ry 083(013-308) 56 - - % Day 1004358 2 10%
Typs of cordthonng -} Standard-intensity 159(026-954) 61 - -
Type of condrsoning -2 TBi-confernng 106020630 % - - i
QVHD prophytaxss Wit corhcasteroids 140{021-912) 3 - - wHEOBH:  wi R =40£15%
S5z S 25, . 3 . sy
IRB I 8 8 &R &5 o UM B SR 1 4 RERD PR

2002&11 A MATRHRTOba—LEYY~R

RBKLELBHEARRQ) FERIN AL 42—
IRORTERE(2) BN BB AR 2003428148 $1P1E (R-001) &R,
WTERER) BRESHARIR 2003448 R-002863. 0.9%/A
ﬁEEQMEWU) ﬁ.iﬁk#&#ﬂiﬁﬂﬁm 20031 OH R'007§ﬁ.7
AHBE—F-TPRRMD KEWIARELBHEARE
ZERERY S — 2 AR B e A7 AMOSRBIRIREY O
KBS AR 2~
[ o R
BRI m”goo&ﬁﬁ 1?8?i§
Diggnosis Stetus_Age Sex PS Conditioning gfy’ﬁ%‘ i SRGR CHToRBEan
RO01  AML RELZ 15 F 0 FLUMELTHI O si-4 ey " 1A
RO02 CML BP 14 M 0 CACYTBI e) 2 DA ARHOEE,
RO AML RELI 20 F O CYIBI ) 3 BAef( i EIyh) O-BEUTOLICEE
ROG4  AML PIE 24 F 1 CAGYMBI ) o4 'wm‘ 4*’“”‘&“'
RO05 AML REL2 23 M O CvBt O 35 B EE(I ) D-BEUTFOLSIBE
RO06* AL RELt 24 M 1 Notdone NA 352 HBeBABL. HOVHMA. HILV-IRIEH SVIBHIVRESNEETH B8 L.
RQO7 __AML REL1 35 M O CY/THI O 2L BRLIATAANAIL, FF=OHILSRENBET

1g-a(wﬁmxaﬁavnu) 10-1-4(B 4R 100 AR T CARSNSPLBBENET, BR
@i,

\,

¢! @Rdi ORE
RRRR R 200623 A3 AR,
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Recovery of CD3 cells afier transplantation
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