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Compassionate Use of Unapproved Drugs
— How Can We Fulfill Japanese Patients’ Needs to Access Unapproved Drugs ? —
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ABSTRACT

Compassionate use (CU) is commonly known as limited supply of unapproved drugs
to patients who suffer from life-threatening or chronically debilitating diseases for whom
authorized therapies have failed or do not exist and who cannot enter clinical trials. In drug
regulation, CU casts very tough but relevant questions on its application; the trade-off
between patients’ free access to such medications, on the one hand, and safeguarding the
patient and ensuring the continued integrity of the scientific process that collect data in ran-
domized controlled trial, on the other. Although some developed countries already have sys-
tems for CU as exceptional measures, Japan does not have yet. Consequently, the recent
increase in the personal imports of unapproved medicines has become a serious social prob-
lem which has awakened Japanese to the need for a kind of risk management. Inasmuch as
one third of Japanese die due to cancer, many cancer patients want greater access to unap-
proved drugs through CU. So the introduction of a system for CU in Japan is a matter of
utmost urgency. We reviewed the history and status of implementation of CU in the USA,
Europe, and our neighboring country, Korea. We also reviewed Japanese history on the sup-
ply of unapproved drugs for intractable diseases on humanitarian grounds in limited thera-
peutic areas. We showed our points of view, specifically, how we can meet the demands of
Japanese patients with intractable diseases. We believe this review will make a great contri-

bution about planning and developing the regulatory system for CU in Japan.
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Table 1 Mechanism of expanded access in USA
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a2y ¥ax— b1—X IND (Compassionate use IND)
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7B IND (Treatment IND) =>E3[#RRIE (Code of Federal Register) 21CFR312.34
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Table 2 Overview of compassionate use options in the EU member states (2005)
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@ 4> (92,0005 ) 2 FPHEALL 72, 19994:9H I
KODCI3iE AR L, 10H23HICHIZEEL 72, 20004
2HIZIZKFDAD 64 —7 7 v F 7 v F %2 HidET 2
R%& /7, 20014E1 H I i3FrEIE )k A (Non-
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IERETTRRR - ERPREBREHEIARRIE 2 T KFDADME
R%&RT 2IL—ILERTE (2002)
20004FFK, 1@VEEBEEAIMEEE TH 2 F 2 v )

LRFEA V- AV RBEE (MR 23, 4 v —%

v MC & 2 EHUINEE TIRERSE T & % STI-571 (ima-

tinib, Glivec® OF¥E a2 — F41) DWWk DEFIKRERT

BN EBRREZ R L7 8 W ERE2HT, ok

FIZHHAISE 72, 200143 H, STI-5712%50E\ ) B I

KEFDADKRZ 12 L DIERERT, BELLIX

Z DWEANORWEA D70, /LT 4 A%k - £

flttEb s (B SRR ALESREDS) - KFDA 72 £~ Dl

TG % Brln L 72,
20014E4 H20H, /7S F 4 Ak G eE o S 2

PRPEERETE IR EH D 9 59150 A STI-571D 7

TN ETHET 5 LR L, KFDAIZZ %
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THFE L BICSTI-ST1I 08 5 3 iz, 2 oA
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DHAD—BE LT, 3ELITTHEfL TE 7, K
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P2 R & T 2 IND I (BEARGBRTRHIEL) %

ENCEA LT L2, ZOBZucdbe T "%
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FHFEE DGR ) (Treatment IND) DOl & sl 12
B UMEAT L 7,

HEEHR R O 85 34 55 (HRRGABRG il D kG872 L)
TlE, TEIESECHIREEZ L X9 &9 25 IR
BT 2 MER L C, Bt AT R D KGR
ZZITTNERL R EEDTWS, ZHUh
Y 2 RHEMEATRLI (PRI AR ) 55315
(KBGO KGR 725 &) @TlE, 15345 D A&KGERT
R o ERESEN, £ 72 3 EHEEED 2 E 3 L T,
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FHEEHE S 25 £ IR A O HIVIC b v 2 &,
72720, RDIA & X ORI R Z0E 75 £y
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IR Z T EPIIBITED 25513 21U L
RO EEDTND,
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it H FF AT D i PR B R SR i D 1R H AR AT S 12
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Z T B 72 I PREAERH B3R % 72 13T AT
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DL b4t - ARERTHER, Z2H1F w25, %
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iz ECUDMEA TV 2HEETH 528, wmx &
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PR 2 GG, RO BE AN EE D 2 O
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- ERAMER RO R A QB HEE 20 % 1B, %
ko CEEh L L 72, Z3U TF Y R b ko
T TNETRRIREM SRS - TR tta 07
O DIANME ) s EDOMR - WRBEMA D L 72,
BAE 75 OBRICH LITBLE 2 235V T 4 AtED ik
L7=BFEEEST, /20T 4 AT Glivec DG %
—IRp 1k, 20014F12 H 10 HRMEREALBORRDO b &
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Table 3 Number of cases treated with introduced unapproved drugs
(Research group on chemotherapy of tropical diseases, 2008)

WFZEBRE AR O FH R (2008 4E 1~12 H)

- EGIE  AERE FEER
A% 3 . ’;* “
(BEX) ==Y wE
=H#~YZUT 5 5 0
chloroquine F~>U7 1 1 0
ME#H~YSUT 1 0 0
=R#IVT 7 7 0
primaquine ME~>U7 1 0 0
Za-EVXFREE 2 2 1*

; B~ T )T 3 0 0
atovaquone/proguanil MBS 7 1 0 0
artemether/lumefantrine HHE~Z )T 6 4 0

. B~ T )T 8 2 1
artesunate suppository SR#~vS U7 1 0 0

quinine injection HEm#~ T T 3 1 1+
. o TR T A —INE 11 5 0
metronidazole injection RIS AR A 3 | 0
. FREN T A —INfE 40 9 0
paromomycin TSR | o 0
sulfadiazine bV TS TRE 4 1 0
pyrimethamine bV TS IRE 4 1 0
sodium stibogluconate BB - 1v=7E 1 1 0
nitazoxanide VT NZRY T LE 3 0 0

(BHPRTIOHROIEIZCEE 2008 AEEERFEMESE £ D)

*X R NE SO E

R TTH D, Wi 2 O 7 DA T E o 7SR EHI, HRAE DB IE 2 L o,

sunate 4723941, chloroquine 237%17: £ Cdh 2™,
LD 7 — & %2 ZZ I ENAR I 5 3A D,
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ride (Mephaquin®) 7z &\ O FN T 3,
2009410 HIRF i D WIFEYE (200744 H-) &, “k 2
— 2 v A I AR BV R BCR AR S e
Vi \ENHHP - ZF 2R HORE NS0T 2 M sisin i3 2
W 7 R 22 JRERE T K B RIS OREZICBY S 2 i
g5 YE” (WEF5: BViDmIn BRIt sedt, PHR: fit i
KL - ANEEE) TH 5, 200946 H 1 HEL
1ECAENC 24 DAERIRE PEREEE S D b, HHEHA
31941 CTH 2, v 7Y TIHEFRICOLTIERET DI
HICRE RIEREB DS B IR R L T 5, BEAIE R 1
RS EDEIN S N, 0%, BEAND 7 4 —
RNy 733 s, BEELEHEBERIEAE L 56
(% 24 IR DA LA T R B SIFFE DE D $H 2435 12 FAX ©
WET 2 AT LTH B,

2) T RAHE
A RIEBEEIC DV T b A IS TR i

DY L TARKRED KBRS NTw 5, it
RIIcZ A R« Xy T2y 7KER ETOCUD
EHHbic o s> CELERZTTICHTEXR, H
ARiZBWTIE, & HIFHIVICTER S Lz JE e
VTR (IR B il D] 1~ 34791) Dt 3% 25 D HIV g
F oA REEREAL L, $2,000 N0 HIV /&G
FH - A REBFOFEFIMANEEE L v IR H
D, ZOBHEDEEMWICET L > T, HIVIE
JUER L O A X L Z DOREfEERDIRR 2 HAR DK
KB GRS AT 2 /55 & LT, YD EEA
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“TEINARRKR A ZIGHSEE 2 v 7o HIVIEGYEG
P S OVHIV I GhE Z0H IG5 D BHFE 1 6% 2 0 FHATE

131



Jpn Pharmacol Ther (GEEE & JA3%) vol. 38 no.2 2010

Table 4 Unlicensed medicines that are currently imported by clinical study group for AIDS drugs

(April 1, 2007 -February 28, 2008)

MISTE [SITE —fix& 8458 - Br5e

Retrovir IV zidovudine Glaxo—SmithKline
Retrovir Syrup zidovudine Glaxo—SmithKline
Videx Pediatric Powder didanosine Bristol-Myers Squibb
Epvir Oral Solution lamivudine Glaxo—SmithKline

; Zerit Oral Solution stavudine Bristol-Myers Squibb

HIV BGE ) . ) L

RiE Ziagen Oral Solution abacavir Glaxo—SmithKline
Viracept Oral Powder nelfinavir Agouron
Aptivus tipranavir Boehringer Ingelheim
Fuzeon enfuvirtide Roche
Prezista darunavir Tibotec Inc
Mepron atovaquone Glaxo—SmithKline

Za—FVRFRER ) )
trimetprim—sulfamethoxazole

trimetprim—sulfamethoxazole

(Generic)

RN Daraprim pyrimethamine Glaxo—SmithKline
VT IXYIE
* 7 i Sulfadiazine sulfadiazine Eon Labs
FEE B BRI Mycobutin rifabutin Pfizer
YA M AHATAILZIBEEIE Vistide cidofovir Gilead Sciences Inc
N Doxil doxorubicin liposomal Ortho Biotech Products
AR IRBE Panretin Gel alitretinoin Ligand Pharmaceuticals Inc

(=4 RIGHIEIIFLIE website
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KBt - ) Th 5,
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