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Status of donor registration

* Cumulative number
(As of March, 2005)

3,262 cases(including 74 cases of twice donation)
233 departments

the corresponding institute and were informed to
the participated institutes in this system (2)
Event Case Numbers
Hypesthesia of extremities
Back pain

Hematoma of the leg
Migraine attack

1(2%)

Anginal attack

Disc herniation
GU
Hypoxemia

i SO

3 4 Adverse events which were urgently reported from
A) Acute adverse events occurred the corresponding institute and were informed to
within 30 days of PBSCH, judged as relatively the participated institutes in this system (1)
severe by the harvest team and reported to the Event Case Numbers
JSHCT center: 49 persons

Thrombocytopenia (1.8~6.6x10%mL) 13 (25%)
B) Acute adverse events occurred Liver damage 10 (21%)
within 30 days of PBSCH, judged as relatively Fever, Infection 6 (13%)
severe by the JSHCT center through Day 30 Vagovagal reflex 2 (4%)
report except A): 1 person ir 2

Tetany 1 (2%)
Rate of acute, relatively severe adverse Ascites, Pericard effusion 1
events: 50/3,262 persons = 1. 5% General edema

Precordial discomfort 1

5 Adverse events which were urgently reported from 6 Adverse events which were urgently reported from

the corresponding institute and were informed to
the participated institutes in this system (3)
Event Case Numbers

SAH

Cholangitis, goat attack
Hemosputum
Retroperitoneal hematoma
Vain thrombosis
Anorexia, Nausea,
Vomiting

Y L




Liver damage (10),

Definitely severe: 7 (/3,262=0.21%)

IP ( 2), Anginal attack, SAH ,
Cholangitis. goat attack ,Vain thrombosis
Retroperitoneal hematoma

Probably G-CSF related, temporally: 26 (/3,262=0.80%)
Thrombocytopenia (1.8~6.6x104/mL)(13),

7 Acute adverse events — summary-

Ascites. pericard effusion. general edema
Hemosputum, Anorexia. nausea.vomiting

Probably apheresis related, temporally: 17 (/3,262=0.52%)
Fever. infection (6), Vagovagal reflex (2), Tetany,
Precordial discomfort, Hypesthesia of extremities,
Back pain, Hematoma of the leg, Migraine attack,
Disc herniation, GU, Hypoxemia

Status of Annual Health Check

Cumulative numbers of annual health check
for 3 years to which donors agreed with the cooperation
(Donated in April 2000 - March 2004
Observation period : 1 - 4 years)
2,849 times (1,370 persons)

Rate of receiving annual health check
Per times: 2,849 / 683x4 + 717x3 + 779x2 + 604 =40.4%
Per person: 1,370 /683 + 717 + 779 + 604 = 49.2%

0 Classification of adverse events in annual health check

and actual events observed for maximum 4years (2001,4 ~ 2005,3)
(1,370 persons, when one had pleural problems, the main one was picked-up)

A. No event: 1,021 (75.6%)
B. Any events: 348 (25.4%)

1. Exist before donation:

2. Appeared after donation excluding 3.:

1) Obviously temporary:

2) Accident:

3) Pregnancy:

4) Hypertension, DM, etc:

5) Surgical operation, Psychological:

3. Appeared after donation excluding 2.:

1) Non-malignant:
2) Malignant but not hematological:
3) Hematological malignancy:

97 (7.0%)
132(9.6%)
45 (3.3%)
4 (0.3%)
11 (0.8%)
21 (1.5%)
51 (3.7%)
119 (8.7%)
110 (8.1%)
8 (0.5%)

1 (0.07%)

10

Adverse events found at annual health check and
judged as relatively severe by either health-check team
or JSHCT center (from the category B-3): 28

Rate of the late, relatively severe adverse events
28 /1,370 persons = 2.0%

’ Adverse events which were reported from the
annual health check team and were judged as
relatively severe by the team or JSHCT Center (1)

Event

Hematological Malignancy
AML

Other Malignancy
Breast Ca
Gastric Ca
Uterus Ca
Brain Tumor
Pharygeal Ca

Case Numbers

P B

Adverse events which were reported from the
annual health check team and were judged as
relatively severe by the team or JSHCT Office (2)
Event Case Numbers
Thyroid Dysfunction 6
Myoma Uteri 3
Rheumatoid Arthritis 2
Cerebral Infarction 2
SAH 1
Catarrhacta 1
Eye Bleeding 1
Atopic Dermatitis 1




Adverse events which were reported from the 14
13 annual health check team and were judged as
relatively severe by the team or JSHCT Office (3) R MEAIRES —0 ARMMR BRI T SRR GREHR)
[ ABRHARM]
Event Case Numbers
?ﬁﬁi%ﬁ%$%ﬁ#ﬁ%$hf:Eﬁiﬁi*ﬁlﬂlﬁ-’ﬂﬂﬂﬁﬁ‘—
Ubeitis 1 JiE * 1 _ 3
Bronchial asthma 1 ;Ei ﬁi‘é #?‘%-%ﬁ% :12.8+8.2
B/ME—-BK(E:4—42
B: ENESN DR T —(G-CSFAIEIE LI 5Eh =2+ —)
EPIR x2 12445
T+ {RERE 68122
HR{E 27
B/IME—BKIE:1-26
15 16 Results: return rate
[EEFEERORROHOERER] JSHCT Bone marrow donor
%ﬁﬁ@%ﬁ’ﬁ EZRORESHI-RIERH DEMEr T — A. 378 teams in JSHCT activity survey (2003)
mmrﬁﬁ{ﬁ%:wiw B.286 teams in Grant survey (2004)
Z%&E:Zjﬂg - A. 203 teams replied: 54 % refurn
IME— & 0—
AR TR B. 191 teams replied: 67% return
BT AN DR F—(G-CSFARIM LR EESh - 2FF—)
FERIRL: 2445 A.1993 - 2003
hR{E:0 Allogeneic bone marrow harvest; 6,927
B.Related bone marrow harvest; 5,921
~2000 ; 4,100
2000~; 1,821
17 Results: return rate s
Death within 30 days
EBMT BM and PB donor { Per 10,000 population)
PB BM
« 624 teams in EBMT activity survey (2003) JSHCT 0/3,260 (0) 0(1)*/5,921 (1.69)
» 338 teams with allogeneic HSCT contacted EBMT 3/16,431(1.83) 1/28,134 (0.36)
— 1990 - 2003:
— 63 666 allogeneic HSCT; 40 192 BM, 23 474 PB *: A case who became comatous during
spinal anesthesia and died after one year
« 221 teams replied: 65 % return of BM harvest before 1993.Reported in
— 1990 - 2003: Japanese Journal Rinsyoketsueki.
— 44 566 allogeneic HSCT; 28 134 BM, 16 431 PB




19 Death within 30days

20

T withi
EBMT SAE within 30 (!ays
( Per 10,000 population)
PB BM rB BM
3 1 JSHCT 50/3,260 (150) 21/5,921 (30)
Definitely severe® 7/3,262 ( 21)
* 67y, m; d 29; ° 38y, m; d 15;
subdural hematoma pulmonary embolism EBMT 16/16,431(9.74) 12/28,134 (4.27)
. 52y, m; d17;
pulmonary edema .
: See Table-7
. 43y,m; d 15; ee Tane
cardiac arrest
21 SAE within 30 days - . ,
EBMT Hematological malignancy
( Per 10,000 population)
PB BM
16/16,431=0.097% 12/28,134=0.043% PB BM
— thromboembolic
oM 2 JSHCT 1/3,262 (3.1) 2/6,927 (3.2)
+ PE/DVT 3
~ Cardiac arrest 1 EBMT 5/16,431(3.0) 12/28,134 (4.3)
— hypertension 1
— tachykardia 1
— infection 2
— splenic rupture 3
— discus prolapse 1
— unknown 4 10

23

Hematological malignancies

JSHCT

PB BM
1/3,262=0.03% 216,927=0.03%
(1/1,370=0.07%)
Leukemia 1 2
The others 0 0

Hematological malignancy

EBMT
PB BM
5 9
— Leukemia 2
— Plasma cell disorder 3
- LPS 2 3
— Unknown 3 1
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(B 1) Steps in the production of Haemopoetic Stem Cells

What will be subject to regulation?

Donor HILA

HSC
manipulation )

%

Recipient

Transplant

Donor Donor Testing F HSC HSC L HSC
recruitment Collection transport [ | Assessment
Donor IDM’s % HSC storage |:ﬁ (_r->
Recipient Pre-
Recipient conditioning

Testing

Recipient
HLA

(©

Recipient
Assessment

(Z% 1) Infectious disease screening required by FDA

— HIV
— Hepatitis B
— Hepatitis C

— Creutzfeldt Jacob disease and vCJD

— Syphilis

— HTLV land |l

— CMV

— West Nile Fever
— SARS

— Vaccinia

— Sepsis




European Regulation (5% 2)

QUALITY AND SAFETY STANDARDS

*Selection criteria for the donor and the recipient
*Laboratory test required for donor

*Cell and Tissues procurement procedures and reception at
the tissue bank

*Tissues and cells processing, preservation and distribution

European Regulation (5%3)

ETHICAL ASPECTS

*Voluntary and unpaid donation
*Procurement on a non profit basis
‘Mandatory consent and information

*Data Protection and Confidentiality




European Regulation (% 4)

INSPECTION AND ACCREDITATION

Competent authorities/ Accreditation and inspection
structures

*Supervision of Tissue Procurement
*Accreditation of tissue banks
‘Register of accredited Tissue Banks
‘Inspection and control measures

‘import/export

(E2) From Medical to Manufacturing
Practice of TGA

Medical ------------------------------------------------------ u} Manufact”ring

HSC’s, removed  HSC’s, removed HSC’s, HSC’s, removed

from donor as from donor as removed from from

Marrow and Marrow - frozen  donor as donor/patient,

transplanted- no & stored PBSC’s, CB etc manipulated

manipulation - purged, genetically and
washed etc transplanted

CIREED B (> B

GMP GMP The
Assur + Works
ance TMF

a J a




(Z&5)WMDA Standards

* General organization of Registry

* Donor recruitment

» Donor characterization

* Information technology

 Facilitation of search requests

+ Second / subsequent donations

« Collection / processing / transport stem cells
* Follow-up of patient / donor

* Financial / legal liabilities

(#26) Examples of Working Group Projects
* Registries WG

— Annual report of registry activity
o Ethics WG

— Recruitment from abroad
o ITWG

— Standardizing computer fields, creating common
communications software

e Clinical WG

— Documenting serious adverse events to donors




