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Abstract

I . Background

[] Stem cells are cells that have a capable of being differentiated
into a diverse range of body tissues, and are expected to
provide essential therapies for those tissues which are damaged
or degraded, to be regenerated, and that its cure has been

impossible until now.

O For this reason, each government in the world has actively supporting

studies and researches in relation to stem cells

O But this field has been still in an early stage of commercialization
since stem cell therapies recently started to receive approvals of

marketing.

[] By considering its early commercialization stage, it is important
to set up a reasonable system as well as government’s support

policies

[] Recognizing a stem cell by way of cure for disease has created
viewpoints that treating as medical treatment and administering

as medicine.

O It is recognized as a medical treatment as stem cell therapy is a
similar concept to a treatment, including such as current bone-marrow
transplantation etc. Also there is another perspective that they

should be administered as a cell therapy by requiring -certain



processing procedures which involve cultivations and so on.

[] Because of stem cell therapy straddles between medicines and
medical treatments, each country has worrying out of administering

system in its border.

O EU has implementing the new “hospital exemption” scheme which
allows to use it under restricted condition before the approval,

while controlling it as medicine.

O In Japan, it is controlled as medical technology, and the government
has set up a system for approvals selectively (High Degree Medical
Technology Examination System) by examining and evaluating those

technology

[ ] Korea has a Pharmaceutical Affairs Act with a tendency
toward deregulation including those partial exemptions in
clinical trials for autologous stem cell therapies, which
remains unsettled. Some opinions from the pharmaceutical
and medical industries have been making a request for
moderating the rules including a system such as partial

exemptions of clinical trials.

[] In the long run, in-depth discussions are required to set up
a system which is better suited for Korea by analyzing
comprehensively those changes in regulations of other
countries including Europe and Japan, rather than solving

issues by changing the rules temporarily.



IT. Major Issues

[ ] An institutional path of how stem cell is applied into the

human body can be divided into four (4) classes.

O As in a medical treatment, that uses cells which are not regarded

as medicine.

O Medical treatment that use medicines (cell therapy products) which

are regarded as medicines but have not yet been approved

O As in medicine, where use it after receiving an marketing approval
as a cell therapy product, through clinical trials and approval

Processes

O As part of academic researches, where cells are applied into the
human body by means of Investigator Initiated Trials or clinical

researches.

[] In case of medical treatment with cells which are not regarded
as medicine, most countries accept it as medical treatment where
there is no change in characteristics of the cells (minimal

manipulation).

O In the United States, it is classified and administered as the lower
risk product class as in medical treatment, if it meets the

requirements that cell therapy is minimally manipulated.

O Europe also regards cells with non-substantial manipulation as

medical treatment which operated under doctor’s responsibility.



O Minimally manipulated cell therapy is administered as medical

treatment in Korea and Japan.

[] However, where regarded as medicines including more-than-minimal

manipulations, it should go through approval processes

O In the U.S, under Federal Food, Drug, and Cosmetic Act which
equals to the Pharmaceutical Affairs Act of Korea, it requires to
get a marketing approval from the regulatory agency, FDA (Food
and Drug Administration), as it is classified as ‘Higher Risk

Product’.

O In Europe, Under Advanced Therapy Medicinal Product (ATMP)
Regulation which equals to the Pharmaceutical Affairs Act of
Korea, it requires to get a marketing approval from the regulatory

agency, EMEA (European Medicines Agency).

O Japan also requires getting a marketing approval from the Ministry
of Health, Labour and Welfare, under Japanese Pharmaceutical

Affairs Law (JPAL).

[l Some countries have arranging a system which allows to use
with restriction of medicines (cell therapy products) that is
regarded as medicine but not yet been approved, in case where

certain requirements are met.

O In Europe, with condition of personalized supplies, not by mass
production while those cell therapy products without approval meet
the quality requirement, the regulatory agency allows it to be
utilized, under the Hospital Exemption Scheme. UK, German,

Finland have adopted this scheme between 2009 and 2010.



O In 2008, Japan has introduced the ‘High Degree Medical Technology
Examination System’, and it grants medical technologies using
unapproved medicines after reviewing such criteria as efficacy,
ethics and facility standards etc., by the Ministry of Health, Labour
and Welfare. There have been no cases of stem cell therapies

granted yet, but they open up an institutional path for approvals.

[] Cell Therapy straddles between medicine and medical technology,
and demands of medical care for patient’s and new technology
development will be hardly achieved within the existing approval
system only, thereby, it requires a legislative framework to accept

1t with a certain restriction.

[] Institutional frameworks to stimulate stem cell therapies can be

divided into two (2) approaches of European and Japanese type.
[] Regulations under the Medical Law (Japanese Approach)

O Utilizing the existing new health technology assessment or establishing

a new cell therapy technology approval review system.

O Under the Medical Law, the approach that extends the system for
applying cell therapy into the human body by considering the new
health technology assessment (Japanese type), will be resulted in
medical treatment to be stagnated without any innovative technology
development, although a temporary boost in clinical utility is

expected.

[ Exemptions under the Pharmaceutical Law (European Approach)

O Fulfilling the requirements of cell therapies without approval, such

as by meeting the GMP standard, will allow to be used within the



limited time period as well as the appointed case only under the

doctor’s responsibility.

O An exemption case of an approval system in the Pharmaceutical
Law is the approach that administers cell therapy applied into the
human body, assuming that improvement in product development
including safety and efficacy will be carried constantly through,
and some difficulties will be found in the clinical utility to be
enhanced as the requirements for companies and hospitals are

restrictive.

[ ] In term of industrial development, with a short-tem view, the
approach that administers it as ‘Medical Technology’ is effective,
but controlling as ‘Medicine’ will be more beneficial ultimately

in aspects of global standards and industrial added-value.

Ill. Expected Results

[] In Recent, the Pharmaceutical Affairs Act including deregulation
with such as partial exemptions in clinical trials for autologous
stem cell therapies, remains unsettled, while some opinions from
the pharmaceutical and medical industries have been making a
request for moderating the rules including a system such as

partial exemptions of clinical trials.

O With a temporary relief of the approval system under the Pharma-
ceutical Affairs Act, it is impossible to control them by each
appropriate risk level, as it means that cell therapy products are
utilized unlimitedly without enough demonstrations of safety and

efficacy.



[]

[]

»

In Japan and Europe, different approaches are implemented,

rather than moderating the approval regulation.

O In this sense, it is required to develop a sound institutional
framework which suites in Korea by examining those Japanese

and European approaches.

In the long run, a review for implementing a European Hospital
Exemption Scheme which administers cell therapy to be applied
into the human body, is needed as an exemption of the Pharma-

ceutical Affairs Act.

O In term of industrial development, with a short-tem view, the
approach that administers it as ‘Medical Technology’ is effective,
but controlling as ‘Medicine’ will be more beneficial ultimately in

aspects of global standards and industrial added-value.

Key Words : Stem Cell, Dell Therapy, Cell Therapy Product,
Comparative Study, Hospital Exemption, High

Degree Medical Examination
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G A DEMET
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T4 =) EEIRE
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TARA Folg @ 5 A And dzas 3 A L Aok

T8 AEARe AEAR BY Axd A=

BE ZA T &
ATMP, Regulation .
. s - EU EMACI A 9] A 3EX] 5.4
1 | European Marketing | 1394/2007/EC o]
Authorization ATMP o
ATMP, . _
Hosital E _ Art 28 (2) of - Hospital Exemption #| =&
ospital Exemption, . - -
2 .p P | Regulation &3 7§17 g
National = Marketing o .
o 1394/2007/EC AEA5A 52
Authorization
Cell therapy
3 products that are not - oJeFF o R A go}
considered nor &1 7F AfA $1=9
regulated as drugs

4) Christian Chabannon, Cord Blood & ATMP, World Cord Blood Congress 2010.

5) oJoREE 7t THAlE glout VEAow MXE AFH B 3 2 H(Dir 2004/23/EC)
& FFsjor Ak aelw 7= AL e ASE Aok =Fse) e zHe
s} A EZA 7 Ao et F7ret Mol AlE (distinet cel)EE 2F ZZFapA o

gk 37t o= g

45



1A el A 2 Bk

2
w2/ 2 Fag

A= A Zaug
Qzbe] zA 3 AL 7Z, A
WAFAAL | A A R wE e
g AE | So ga okdi EAe /|F
74
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ATMP 374 = _
1394/2007/EC ATMP | 37} 14

: ob#l F7FE A ¥ ATMPE
_ Article 28 (2) of N .
Hospital | 24 27 £% A oA A9
egulation ]
Exemption #| %= S atol] AFEE F UEF d9E
1394/2007/EC

58

[. S7|A1329 AAFH 2 2o ot 1A

Z7\HE7F QAo AL 7] o)A M AFH L Ho] #B3 <k

2 37} S FFEoF sit) o] 93] FHAFAAME

319 QAzke]l A MES] 7%, A3, AAL 7HE, HE
(@]

ol w3 A A tdk 2004/23/EC A 3 6)

ofy
P

2004/23/BC AZe] A8 E7IAEZE HIET A4S 549
224 B Aarolth Wb, EBF qrAol A ARk dNAl|Eolu, H¥k(banking)
g glo]l Ab7fol Aol ALgE = 223 AE 52 Ale] etk

6) Directive 2004/23/EC on setting standards of quality and safety for the donation,
procurement, testing, processing, preservation, storage and distribution of human tissues
and cells.
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human application)
Z 3 %3 N (hematopoietic peripheral blood)
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2 g - Z=7] M3 (bone marrow stem cells)
A 2] A 3 (reproductive cells (eggs, sperm))
Ejo} 2] 2 M| 3 (foetal tissues and cells)
JA =71 M 3 (adult stem cells)

Hjo}= 7] M| 3L (embryonic stem cells)
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¥ 9 A X(standard operating procedures)
7}o] = 2%l (guidelines)
5 %W FF A X (training and reference manuals),

(reporting forms)

X
N
T

(donor records)
Z2 3 Az FHFEA Ao et A K (information on the final

destination of tissues or cells)

L:

He 2ASYE st dAS v AY d=el 93] F55kA <
Qe RS GRe AFFoR ooy AEE Fofe] FA A F
5ol AAT e uE FHY SAE LFd AbEoEA AE
Hofoll Aojw 2d AE 7K AtEE A= AAste] FH e
o kA 7 =T E AESESE skl U th(Article 17)

olg|gt FHAFS B weEt A=E@Ed=)e s B AN
AFe Aot ok dE =0l 979 A5 A5 #AH > Human

Tissue Authority(HTA)©|™ Human Tissue Act®} QA7+ 2] <olA] A&
S 93k F4 2 okAA A4 (Human Tissue Quality and Safety for

Human Application Regulations)s G=ul Heg o= Astal Q.

II. Hospital Exemption A|%=

O

S/ HES Aade 24 oJo JhEste] SJopEon FHE
grre] FoNAE ATARARZA A7 FEGE A= 3

%
At FHel FA$%E vlz7FA 2 Advanced Therapy Medicinal Product

Rl
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T AEF 37} o9lE UASt= Hospital Exemption

d FHATe] ATMP &7} 1% (Regulation 1394/2007/EC

ATMP)ol] v} ¥ 1t} Hospital Exemption A|%=¢F o}z & 715 %] b2
=

AEAGAE Fdzglel 553, WPl ohd wEPor ¥
Fehes mAslA BANA o] ARA AU S oJobE

Aol w=1 Hospital Exemptions W7]
9% ATMPS £AE T8} 2k

.

SHAl 2 (prepared on a non-routine basis)
Z

]

to

MN o

N

e | U= (according to specific quality standards)

= 7F WA qk AR8-7153 (used within the same Member State) :
et = 5 E Y Rk 52 o yetE e vE2 E71s

ol A7k 287453 (in a hospital)

- YA HAEA AL SFell A AF-E-7Fs 3 (under the professional

M e o @
=

O ot Jm

o

responsibility of a medical practitioner)
N @Al e REY AES AR AP s mAGaA
5249l (in order to comply with an individual medical prescription for a

custom-made product for an individual patient)

ole 9% 7 HATelqe] ATE the go] Haha ok

50



- 3= #E #AHo] oyg AT Ax SUs HHEsoF F(Manu-
facturing authorised by the competent authority)

- = =7t lﬂoﬂ 2] o] ¥ 34 (traceability)?}  2F & 7HA] A Al (pharma-
covigilance), 573+ &4 7|F(specific quality standards)S R oF &

- ol fFHEARe ATMP &7} =53} 55 3°F $H(equivalent to those on
Community level for ATMP)

- B 7 9] arrangementsE § 3l 71 # (Regulation)oll A A E &
st Q ALES W3} hospital exemption©l] ¥ ZF =7Fe] QAL

3 (Community requirement)S A A] 3l oF &

olelg ST T 7 A ookE &swnaA Wele] wh
FHOZA AYEA Hed, A Ad=, 5, = 37 =7
b AAISE whas Be gelolth 1 Selw olwo}, mapx
A= #E FASE 93 =9 & st vt
T B dg= = 9 3 =
Guidance on the uk’s
= Medicines Act German Legislation arrangements under
A (395/87), section 15c. | (15.AMG) Section 4b | the hospital exemption
scheme
) o Al 71 (b A w4 B |h AxHAE e
=3 =9} 37} %= 37} 7o) = Q3
F |- =2 delE, &4 | ot AEA ) Alx=da= GMP
8 I Al A A A}l dto] BHS 7e =geloF g
W |- GMP 7= £59 | A 55
& A A Ao A o] &
gy 849 feb x| oh wzd AEe
Al ArR, oA AR SRl w3 A7)




AN4d Fo Tk SVAEAR H-E A4 A

T 8 das = g g =
o] Ao sk
T AAFE LA
3 MHRA
7} . ) ) (Medicines and
Fimea Paul-Ehrlich-Institut
7] Health- care products
¥ Regulatory Agency)
Al
&} 2009.12.4 2009 2010. 8.19
o

?1 2] Hospital Exemption Z=710l| 4 FEIEA] 22 A4H(prepared on a
non-routine basis)®] 7F =Ho] X 7otk 9= 4§ routine$!
A non-routine1 A& AAst= Ao Wa] L st= 2714 AMEHS oS

3} gro] Aahar glvk.

2 A|F < A] (the same product under consideration)
A AE Axe] FReF Hlk(scale and frequency of the preparation of
the specific product)
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A24d v =

& A7 BA g =
2011 59 7] 31K AlSE A=

-2 24 -F8HA| S (Tissue Engineering Product)©] 3L, Th- 0.2 A3
*] = A (Somatic  Cell Therapy Medicinal Product), -7%1A}*| = 4| (Gene
Therapy Medicinal Product) = &2 X}A|3}al Q)

Somatic Cell
Therapy MP

Gene Therapy MP

TEPs

Total: 31

M2& o =5

I 29 gAEs A9 9A%

vl ol Al M| X E(cell therapy)™ Pl F(Code of Federal
Regualtions) 21 CFR part 1271.3(d)ollA A 2stal 9+ HCT/P(Human
Cells, Tissues, and Cellular and Tissue Based Products), < SIA] A3,
A, AE e A48 A E3HE T HCT/P™ 17E FFof 7t
Al % (implantation), ©]2](transplantation), =%](infusion) H+&= 7]
(transfer)Sr =249 QA MXEX = 2AS gAY 2302 G4

d B¥om gejHr,

7) Egbert Flory, The German Hospital Exemption for ATMPs, PDA Europe Workshop on
ATMPs 2011.
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AEABZES EF HCT/PO Wt wl=ro] Alms gl wet
(Risk Based Approach) L9 ¢ A& (Higher Risk Product)¥} #9138 A%
(Lower Risk Product)©.29] F-#&3ste] g5k Hlolt)
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14) 21CFR part 1271.3(f)

(f) Minimal manipulation means:
(1) For structural tissue, processing that does not alter the original relevant characteristics

of the tissue relating to the tissue’'s utility for reconstruction,repair, or replacement; and
(2) For cells or nonstructural tissues, processing that does not alter the relevant biological

characteristics of cells or tissues.
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