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2015 4 12 ABIFE, HARTIXEN TEGE SN TV W ESE G K O ERESRS CR
%mm)@kﬁm%ﬁﬁm BT A HBINHEICED SN TR LT, EMOEK
EAED G EE N A LD RIS S, HHRZEE L TRAGRMS N
fFHIN TS Om_@iothﬁ?fi\A FL 2 8 S A AR s & B
WD ENFELV, B BEEZTHOOLEMICHET HHERNED SR
VN, Cr RRERL O SV HEGR S EE LN, D BRE D AR KER S O A T RER L B
T O ERESD Z ENHE LV, B FESKRARMERICET 22X M2
BHEFTREDHBETIE R, EWHENEL D 5,

— 7, BCRIZEBWTIE, KA O NERERRME IO\ T, KETIHIEK
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HBINTHREBEAETHEEORFE B E LT, RBRIEN 2 WERERIRILIZ
TR S DR IRE I 23F8 80 T D mmm]aﬁf%ﬁfﬂﬁ®%g
AR OREI R THOIL TV D ﬁm]xﬂﬁﬁwﬁﬁﬁmmiw\ﬁﬁﬁﬁwﬁ
WRE O A @ﬁﬁ%&ﬁj74 47+ 747 (Quality of Life: QOL) DI
ERFREE 72D, T, RAARSLOEKRERIC L2 REMEICET LU R0,
BLEIRGEARRIEZ B S TARKRMO £ TS Z LTk L 5 & T 5 8hE
FOET) - "= RIZETHMELRIY 95, £z, KM+ X
7 BB, BEDOIEKRT 78 AT 00T ASIMOBERE 2 RENEGRT D 75—
Abd D, [7]

HRIZCHLX 2T N —H A = ZAOBENH Y AT « XX T v N EEE
L 7= KRGS OERARME IS T 2B AT 5 Z LIk . BEDRERMIC
T RATELHENRLEEND, £TOTu AOF TEBE SN LEMR
BT DB ML, REGREL S Z D% REEFEE 22 1 JE R 5 &kGE 42 UGS
T2 ETHN T =52 &720 5 DRIREIRIRT 4 v bbb, [8]
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1.3 AHEDOESRE

ARFIEIT. KELD BN, BAROEIES, EE#R, ARANCE 3 2 KRR
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Beas. ARFNCE T 2 ARKGR M T E 2R MR L O LIFRITR Y, F
T2 AR Tl AH%MEIT S5 B ARDRKGE ML EFHE T 5 BE HHEES
NIER) RIS DOVEER(A AR = Xy v g 2— b« 22— ZHIEDICE T 2 5
DFIERFEFITOVTHRHE L TWD, FIKE OB LKA S i
T % Right-to-Try {E0/N T X v 7 FAERFOAKGR MM HEIE, KE Custom
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THIE ST L TR HIEFAEICEE T AR, F AL T E O
TITNZ, EEORARBLEHOEFNZOVWTHIHEL T\ D, T RKRM
il L DOAFFETlE, BEDOHEAOARTIER L, BEOHFATORIEELZE L
TW5,

AMFFENZ L0 A ARDARAZ G OBARME T 28 LWHIEOHE, B O
BETFECR, HIEORIEMEE SN D Z EDNEE S IO BERNBKE N,
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AREO BB, AARICGERARAR MBS E 2R ST 272012, Hil xR
(ZB89 % 5 SDORRER (A S R RAGEMEH Z AR T2 Z L EEL W,
B: BHZSTLHIOOLREVIIET D IEMAED b, C: A& O E
MRS EEL W D BB D ARAGR A OB ATRER DU B+ 2 5FM 2 215 5
ZENEEL W B GESKRAKGRME T 5 3 X P2 AET & T
20) SOMIETIEIZOWTIERENEST DL TH D, £DOZHIT, FEITL
T2 K[E K OB D ARG AL I BE 3 2 il EIZ W TRl A L e,

22 HE
221 KEWEKRT 7RS0TS5 AORER

EHELOIERT 7EA 70277 AL TiL, KETIE Acquired
Immunodeficiency Syndrome(AIDS)D AT % & - DM FIZ, 1987 FFITHMNZ IND Hi
FINSGET S 4L, HENSEMZE N THEREZ LD, W R UBRIEN RV RS
WXL, BRIEAGE STV WET LWRIESE, S F W KRR S 2RI rlRglc 4
%159 IND (Treatment IND) 23lE S 4172, [9][10]#E A HLAI 21 CFR 312.305(a)
128D & RAROERREHEIE NI T ORGE - LIz X FEHTE 5,
[11]

1) W6 EZ T HEEVNEREETITELIEMOAERN S HIRBLPIRETH Y |
NOFRBIRREZ BT, B, H D WIXTERET DIR%ED D W IIE TE 510
BRIEIE D 720

2) BIERZRBE O T 4 FDIKRKGRMIC L DIREDOBIER 72 Y 2 7 & 1E
YL, ZRO DB Y 27 53 RESIREBEIRET 2RO F T, R
AHETHRW

3) TR ENT-ARARME L TOWBREOIRMN  IRFE AR E 155 72D DEEFR
BROBAIG, FEh, 75T 2070

D% 2009 FRIFICKIESIL, BafiH (Emergency Use) . {4 DHEFH
(Individual Patient) , FHBIELEZE LR (Intermediate-Size Patient Populations)



Z L CREERBEEMICEA SN DIEEMEH (Treatment Use) & 7213157 IND

(Treatment IND) D 4 DD FHh 7T IV —L7eo7, [121F7-. LLFIZ HIV/AIDS
WCBE LT3 RT 7 271 7T A0 HEREICHOW T Table 1 1277, [10]
Table 1125 % & 1987 4EIZ{RHE IND 23 HE S LD HIND HIV OIFEIETH 5
AZT MERH STV, 165 IND 2HlE ST 6, BT 11 FEORKR
mNBFITEH SN2, 20 9 B 9 FEIL 1000 N &8 A OBEITHEH L,
FlexD S b 3FEBITENEN 1 HAL EOBFIHEHEIATND, 2D &
IZE D YEFE < O HIV BFICH LT, RAEARBMEHORE =—XNRdbH o7
EWZ b,

Table 1 The number of patients for HIV/AIDS expanded access

ERin4 fEH S -4 HA I W= BE ALK
AZT 1986-87 4,804
Trimetrexate 1988-94 753
Pentamidine 1989 728

ddI 1989-91 >21,000
ddC 1990-92 6,705
Atovaquone 1991-93 1,054
Rifabutin 1992-93 2,506
d4T 1992-94 12,551
3TC 1993-95 29,430
saquinavir 1995 2,200
indinavir 1995 1,500

Source: http://www.fda.gov/ForPatients/Illness/HIVAIDS/Treatment/ucm134331.htm

EERRIEEICRI L Cid, BAMH., MxofBEdHoar Xy vax—h -
— A(21 CFR 812 35, 50 FR 25909, June 24, 1985; 50 FR 28932, July 17, 1985, as
amended at 61 FR 51531, Oct. 2, 1996; 63 FR 64625, Nov. 23, 1998) . 1998 ‘E|ZiR
% IDE(21 CFR 812 36, 62 FR 48940) . 1995 = |Zfkfé IDE 23 5 %h S 4viz, [13]

222 Bk RyvaRx—h e 22— RADEH

N DRy g p—h « 2—RZLLTFD 2 DOFBINGHED S>> T b,


http://www.fda.gov/ForPatients/Illness/HIVAIDS/Treatment/ucm134331.htm

1) Article 83 of Regulation (EC) No 726/2004
A Article (2B L TULFOEAENTEH S LTV 5, [14][15]

o IRy yaX—h AL, BEELITIEERERHINLEDL, E
T3 2 B REZ b BB ICRAR L R EET 5

o [BFIE EU WTHGR SV IBHE T R R 1B HR D TE 20

o I Nyvaf—h s =R FIN—TOEEFEBEXLTND

o TN OHORKRIMIT, BEU HDHWNIMD EZ 2T Article 6 of Regulation
(EC) No 726/2004 ® T, EMEA DIRIEKRBEZFL I E LTWD, b L
IXBUERRARABRF TH 5

2) Article 5 of Directive 2001/83/EC
mjm%li@ﬁ®$%®%%@%ﬁ%ﬁk¢k 2, FERROFER &R
RRICHES X | BBESNTEERNEFE ORI T &, 8 ADEE N
H DO EEIC kwr@%fé%éxx? FORE (RABOEIR,ZRTE LT
2 5720) MDOBRATHZENTED, (RARMEHHATES), [16]

2.3 G

AEONKFIX, FH O OJHEFH L Compassionate Use for Drug and Medical
Device in the United States, the European Union and Japan, Regenerative Therapy (in
press)

Kenichiro Tsuyuki, Kazuo Yano, Natsumi Watanabe, Atsushi Aruga and Masayuki
Yamato) (ZFRE S AL TV 5, [8]

KEPERT 7227077 MIET HIFHIE. KE FDA OBE# A —L~—
PEOAFLE, [17] EU Ny iax—b 22— 2T 5EHIZ. EMA
DORE#AR— A=V XY AT LI, [I18] 77V ADar /Ny g Rx—h -
— ZZBF 5 51X, The French National Agency for Medicines and Health
Products Safety (ANSM) DBJHAR— AL X—T 0B AT L7, [19] RA Y D=z X
v g fx— bk - 22— (BT 515X, The Federal Institute for Drug and Medical
Devices (Bundesinstitut fiir Arzneimittel und Medizinprodukte, BfArM) @ BH3H 7~ —
LR—=TUNB AF LTz, [20][21] #EEO=a Xy g x— k- 2—RIZHETDH
& ¥ 1%, the Medicines & Healthcare products Regulatory Agency (MHRA) @ B&EL7<



— L=V BAF LT, [22]1% OMOFERITICHRD S ATF LIz, [9][23]
2.4 FER
2.4.1 [EIKGORAGGEH H E

1) XEIEKRT 78X 0 s T A (EEH)

KE O EH GBI S 5 AR AAGR AL I B 2 Table 2 IZF & w7z, KETIL,
JERT 7 8AT 07T LENHI400 . BEOKKRMEMRICET A=
A5 (HIEE) PAFIE LTz, BIEDILRT 78X 70 77 AT Tk, BEH

(Emergency Use) . fE % ® 3 (Individual Patient) . [ #1 A% B 2 42

(Intermediate-Size Patient Population) & L C KRB EZ LM IHEH S 518K
il (Treatment Use) @ 4 DDA T AV —NFIEL, 2 TOHT I Y —|THE
T HEACEI LTk, KIEEFHEH] (Code of Federal Regulation: CFR) D 4 A
FL21 73—k 31227 222300 (21 CFR 312.300) THEINTWD, i
Wz, EnEno 7 3V —IZB U TIEBOBBINFE LT,

TEHREICEAT H28H: 2R EICET 286 & LTiE, 21 CFR312.31 THE
SNTWe, [8]

HEBEOHEFEREYS: WROHEHEFL L, DEE, 73T ICEMDOLER
NG HFEBRIREETH W . NBEEN WA, 2) BEICHT IR T 1 v
EARARLEZHEHT DY 2R ZE4LTE 556, 3) RKRMDIEED,
WA L D B IR R I -CHR B ARGR DL T I b2 &, BEEL -
T2, (21 CFR 312.305) £7-H1E Z L IBMOEHELFEET D, Bl B
SYEH CTITEFEEIC L D FDA ~OFHIAF TARAGRSG O HNFF I T
Ho Fio, PRMBEZER & KBBEFERICEH S DEEEH L. BAa
<ol 2 DEBRE~OFEHA LI L TLY Z OBRE~OHEANEESN DT
B, X MELRZEESCHEIMECET T 2 BRMETH D,

WHATEAANE : BAMEH., MrxoEFICTE LTI, 1 AD LITEAZEE
LTW5b, PFRIFEEEERE RKEEEREEMICEH SNDIREFREHITZ v —
THEEEL TS,

TEFRADS A 227 B, e 0fBF B L TR, FEARRICHRRRR
DHENOTHEMHBTRETH D, —J7, PRFBERLMN & KB EE LM



WCHEH SN DEFEERIT L 2R OEHEICEAT 27 o2 GHL %
VB LT D70, BRRRER T L7232 TROEMZiEE LT D,

FDA M FERTAR : BAMH (Emergency Use) (TR L Cid, BEFF, Em Tl
<%£%@3\1%7 a Y=Ll k o T FDA DO HFTKRESD Z &
THEETH DM, Z DM OFI I L CIidEH I L 5 FDA O FFIAGRNBLET
H5,

AR FORBIZONT : BENEZTHRT 5, FLITEETRET S,

MAR7ORATOTSLEERALEEKOH - KIEESLEEMIEF (US.
National Institutes of Health: NIH) @ i IRFkER 5§k 7 — % ~~— 2 ClinicalTrials.gov
(https:/clinicaltrials.gov/ ZfE/H L, FHIEDOAFIZF—T —RE& L TE- T,
AR LTz, [24]



Table 2 The FDA's expanded access mechanism for drugs

Category Emergency Use Individual Patients Intermediate-Size Patient Treatment (IND/protocol)
(IND/protocol) (IND/protocol) Populations (IND/protocol)
Regulation 21 CFR 312.305 21 CFR 312.305 21 CFR 312.305 21 CFR 312.305
21 CFR 312.310 21 CFR 312.310 21 CFR 312.315 21 CFR 312.320
Safety reporting 21 CFR 312.32 21 CFR 312.32 21 CFR 312.32 21 CFR 312.32
regulation 21 CFR 312.310(c)(2) 21 CFR 312.310(c)(2)
Common criteria 1) The patient or patients to be treated have a serious or immediately life-threatening disease or condition, and there is no
comparable or satisfactory alternative therapy to diagnose, monitor, or treat the disease or condition
2) The potential patient benefit justifies the potential risks of the treatment use and those potential risks are not unreasonable
in the context of the disease or condition to be treated;
3) Providing the investigational drug for the requested use will not interfere with the initiation, conduct, or completion of

clinical investigations that could support marketing approval of the expanded access use or otherwise compromise the
potential development of the expanded access use

(Continued on next page)



Table 2 The FDA's expanded access mechanism for drugs

(Continued from previous page)

Category Emergency Use Individual Patients Intermediate-Size Patient Treatment (IND/protocol)
(IND/protocol) (IND/protocol) Populations (IND/protocol)
Additional criteria 1) No time to obtain the FDA 1) The physician must 1) Enough evidence that the 1) Trial status. (i) The drug is
approval determine that the probable  drug is safe at the dose and being investigated in a
2) The physician must risk to the person from the duration proposed to justify  controlled clinical trial
determine that the probable  investigational drug is not a clinical trial of the drug under an IND or (ii) All
risk to the person from the greater than the probable in the approximate number clinical trials of the drug
investigational drug is not risk from the disease or of patients expected to have been completed
greater than the probable condition receive the drug 2) Marketing status. The
risk from the disease or ~ 2) FDA must determine that 2) At least preliminary sponsor is actively
condition the patient cannot obtain clinical evidence of pursuing marketing
3) FDA must determine that the drug under another effectiveness of the drug, approval of the drug
the patient cannot obtain IND or protocol or of a plausible 3) Evidence. (i) Sufficient
the drug under another pharmacologic effect of the  clinical evidence of safety
IND or protocol. drug to make expanded and effectiveness or (ii)
access use a reasonable The available scientific
therapeutic option in the evidence, taken as a whole,
anticipated patient provides a reasonable basis
population. to conclude that the
investigational drug may
be effective and would not
expose patients to an
unreasonable and
significant risk of illness or
injury.
Population Individual patient Individual patient Group Group

(Continued on next page)
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Table 2 The FDA's expanded access mechanism for drugs

(Continued from a previous page)

Category Emergency Use Individual Patients
(IND/protocol) (IND/protocol)

Intermediate-Size Patient
Populations (IND/protocol)

Treatment (IND/protocol)

When can it be used Before or after clinical trial Before or after clinical trial

Prior the FDA Required Required
approval (In case of an emergency

before a written submission,

the FDA may authorize the

emergency use by telephone)

Charge Patient or donation by companyPatient or donation by
company

Examples of Tocilizumab (NCT00862758) Elotuzumab (NCT02541643)

products

(ClinicalTrials.gov

Identifier)

The drug not being developed, After Ordinarily phase 3 trials

the drug being studied in a
clinical trial or approved.

Required

Patient or donation by
company

RAVICTI (NCT02094222)

or compelling data from
completed phase 2 trials

Required

Patient or donation by
company

Generex Oral-lyn(Buccal
insulin spray) (NCT00948493)

The US: The United States, CFR: Code of Federal Regulation, FDA: Food and Drug Administration, IND: Investigational New Drug

Source: 21 CFR 312 Subpart I
ClinicalTrials.gov by the U.S. National Institutes of Health <https://clinicaltrials.gov/>
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R 0D |22 3 i | BRI 3~ 2 RKGR AL BE I EE A4 Table 3 (2% & 7z, BRINEA

(European Union; EU) %, #HI (Regulation) PN® Article 83 of Regulation (EC)
No 726/2004/ } OME4 (Directive) PN Article 5 of Directive 2001/83/EC D H1 T
ar Ry var—h s 2—AEERL TS, IHIC EUNMEEZNZENOE
MIEIZ LT, 2Ny vax—h - 2a—ZXDRKRMEHARHES LTS, Z
ZTE BN ERFELT, 7T AL FAY UK T3y va x—
ke 22— ZHFEIZDOWTHHE LT,

FE: 77 2F, av Ny ax—b 2 ZHEIZE LT, fix OBFIC
WH3 %/ %47 147 ATU (Nominative Temporary Authorization of Use) & #
HoEEFITEMAT 5D 2R — b ATU (Cohort Temporary Authorization of Use) & 2
SDAY Ry vaFr—h e 2—2AOHT IV —=BDHEET D, RAVIETN—F
WZE AT D HIEDOFIE L, UKICEE LTI« o BEF T ORIEDH TH -T2,

RE|EICEAT DG - 7 7 - ZIFENIED Articles R. 5121-150 et seq. of the
French code of Public Health [25]. K- */[X Ordinance on the placing on the market
of unauthorized medicinal products for compassionate use [26], UK X Regulation 170
of The Human Medicines Regulations 2012 3 JX O The supply of unlicensed
medicinal products (“specials”) MHRA Guidance Note 14 CTEFHR I LTV 5, [27]

&l . 1 ZFN. EU @ Directive, Regulation, F7=EWNEIZ L > THIHI ST
V%, (Table 3)

B2 Tt TSI TRO LTV D

BRATEDODANE . 77 AD /) I X A7 47 ATU (Nominative Temporary
Authorization of Use) & UK @ Specials (3l # DBE kT 2 HIETHDHMN, 7
7 ADadk— bk ATU (Cohort Temporary Authorization of Use)&, RA YD
Compassionate Use 7’1 77 AZBA L Cld, EEOEEFE~O®EHA L 72> T 5,

HEMBODAAIVY . 750 AT, Mx0BEFICHEPATH ) I%AT 47

ATU (Nominative Temporary Authorization of Use) & fE# D & IZEKREH 35 =
7"— bk ATU (Cohort Temporary Authorization of Use) & $:(Z | FEPRRER 23R 1A S 1
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aAXMDABEIZDOWNT : 7T 2% - UK FEICEAEH, N4 Y TIItEICK
HIEETORML 72> TEY BENT X NZEAH LRV RIS > T 5,
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Table 3 The EU’s compassionate use mechanism for drugs

Country (Regulator) France (ANSM) France (ANSM) Germany (BfArM) UK (MHRA)
Category Nominative ATU Cohort ATU Compassionate Use Specials
Safety reporting Articles R. 5121-150 et seq.  Articles R. 5121-150 et seq. Ordinance on the placingon e Regulation 170 of The
regulation of the French code of Public  of the French code of Public the market of unauthorized Human Medicines
Health Health medicinal products for Regulations 2012
compassionate use e The supply of
unlicensed medicinal
products (“specials”)
MHRA Guidance Note
14
Regulation e DIRECTIVE e REGULATION (EC) e REGULATION (EC) e DIRECTIVE
2001/83/EC Article 5 No 726/2004 Article 83 No 726/2004 Article 83 2001/83/EC Article 5
(National Program) e Article L.5121-12 of the e the 14th amendment of (National Program)
e Article L.5121-12 of the French Public Health the German Medicines e Regulations 1994 (SI
French Public Health Code Act updated by the 15th 1994/3144))
Code amendment in July e Regulations 2005 (SI
2009 2005/2789)
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Table 3 The EU’s compassionate use mechanism for drugs

(Continued from previous page)

Country (Regulator) France (ANSM) France (ANSM) Germany (BfArM) UK (MHRA)
Category Nominative ATU Cohort ATU Compassionate Use Specials
Criteria 1) For the treatment of 1) For the treatment of 1) Not for single patient 1) Inresponse to an
serious or rare diseases, serious or rare diseases, 2) Not licensed in member unsolicited order
2) Inthe absence of a 2) Inthe absence of a state of the EU/EEA 2) Manufactured and
suitable therapeutic suitable therapeutic 3) Serious debilitating or assembled in
alternative (with a alternative (with a life-threatening disease accordance with the
Marketing Marketing 4) The patients are not specification of a
Authorization) available Authorization) available satisfactorily treated by person who is a doctor,
in France in France a medicinal product dentist, nurse
3) When there is presumed 3) When there is presumed authorized in Germany independent prescriber,
to be a positive to be a positive 5) Application either at pharmacist independent
benefit/risk benefit/risk EMA or any other prescriber or
Member State of supplementary
EU/EEA prescriber;

3) For use by a patient for
whose treatment that
person is directly
responsible in order to
fulfil the special needs
of that patient; and
meets the conditions
specified in regulation
167(2)-(8)

Population Individual patient Group Group Individual patient

15
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Table 3 The EU’s compassionate use mechanism for drugs (Continued from previous page)

Country (Regulator) France (ANSM) France (ANSM) Germany (BfArM) UK (MHRA)
Category Nominative ATU Cohort ATU Compassionate Use Specials
When can it be used Efficacy/safety ratio Strongly presumed to be Not described Not described

presumed to be favorable
for these patients based on
available data.

effective and to have an
acceptable safety profile

Prior regulator approval Required Required Required Required
Charge Country health care system  Country health care system  Free of Charge Country (the National
or donation by company or donation by company Health Service. in Part
VIIIB of Drug Tariff)
Examples of products MYLOTARG LENVIMA Zanamivir i.v (Zanamavir)  Modafinil
(gemtuzumab ozogamicin)  (Lenvatinib) (As an example of
“Specials”)

the EU: the European Union, EEA: The European Economic Area, EMA: European Medicines Agency, ANSM: French National Agency for Medicines and Health Products Safety,
BfArM: The Federal Institute for Drugs and Medical Devices (Bundesinstitut flir Arzneimittel und Medizinprodukte), UK: United Kingdom, MHRA: The Medicines and Healthcare
Products Regulatory Agency, ATU: Authorisation Temporaire d' Utilisation (Temporary Authorizations for Use)

France source : Notice to applicants for Temporary Authorisation for Use (ATU). Ansm 2015.
http://ansm.sante.fr/var/ansm_site/storage/original/application/cadfbcf9594614d59¢8915670853a28b.pdf

German Source : http://www.bfarm.de/EN/Drugs/licensing/clinical Trials/compUse/ node.html

UK Source : https://www.gov.uk/government/uploads/system/uploads/attachment data/file/373505/The supply of unlicensed medicinal products specials .pdf

UK Charge and examples of product : http://www.nhsbsa.nhs.uk/PrescriptionServices/3201.aspx, http://www.nhsbsa.nhs.uk/PrescriptionServices/4940.aspx, and
http://www.nhsbsa.nhs.uk/PrescriptionServices/Documents/PPD%20Drug%20Tariff/October_2015.pdf (Part VIIB)

MYLOTARG Source : http://ansm.sante.fr/content/download/65249/835163/version/3/file/ATU_nominativesAnnee2014 2.xIs

LENVIMA Source: http://ansm.sante.fr/Activites/Autorisations-temporaires-d-utilisation-ATU/ATU-de-cohorte-en-cours/(offset)/2#paragraph 17881

Zanamivir i.v Source: http://www.bfarm.de/DE/Arzneimittel/zul/klinPr/compUse/Tabelle/ node.html

16


http://ansm.sante.fr/var/ansm_site/storage/original/application/cadfbcf9594614d59c8915670853a28b.pdf
http://www.bfarm.de/EN/Drugs/licensing/clinicalTrials/compUse/_node.html
https://www.gov.uk/government/uploads/system/uploads/attachment_data/file/373505/The_supply_of_unlicensed_medicinal_products__specials_.pdf
http://www.nhsbsa.nhs.uk/PrescriptionServices/3201.aspx
http://www.nhsbsa.nhs.uk/PrescriptionServices/4940.aspx
http://www.nhsbsa.nhs.uk/PrescriptionServices/Documents/PPD%20Drug%20Tariff/October_2015.pdf
http://ansm.sante.fr/content/download/65249/835163/version/3/file/ATU_nominatives_Annee2014_2.xls
http://ansm.sante.fr/Activites/Autorisations-temporaires-d-utilisation-ATU/ATU-de-cohorte-en-cours/(offset)/2#paragraph_17881
http://www.bfarm.de/DE/Arzneimittel/zul/klinPr/compUse/Tabelle/_node.html

3) BHTE 57 =—XA, ABUT KB RARSMERBEDOLE (E3Hih)

ORI K ORI 0D [ 358 it A 74 i A P 1) 2 @ﬁuﬁi Jﬁ)ﬁ“(% DR, A%
WL > THIF T TRLE , (Figure 2) %.@ﬁﬁ[ %%u%@ﬁﬁ%é‘?:~?<
ETRTHNA—=LTWVDHDITH L, U(Jll77/?<0)ﬁ§”f‘i FEARHIIZ il AR TR
BRIGTE LI IXE TH OB RHR L R o> TS, 7T ZADHIEE, J:W?ﬁf))

BRMEROCENMEDT —F BRELE L TN D,

The US Emergency Use IND/Protocol

Individual Patients IND/Protocol

Intermediate-Size Patients Populations IND/Protocol
(The drug not being developed or in a clinical trial or approved.
Enough evidence that the drug is safe at the dose.

Preliminary clinical evidence of effectiveness or of a plausible pharmacologic Use of
effect .The drug not being developed or the drug being studied in a clinical trial ) Approved
Product

Treatment IND/Protocol
(After Ordinarily phase 3 trials or compelling data
from completed phase 2 trials)

The EU (France)

Clinical Trial Clinical Trial Clinical Trial Market Authorization
Start Completion Approval

Figure 2 Compassionate use by phase and application size for drugs

The US: The United States, The EU: the European Union, IND: Investigational New Drug, ATU: Authorisation
Temporaire d' Utilisation (Temporary Authorizations for Use).

Source: 21 CFR 312 Subpart I

Notice to applicants for marketing for ATU
http://ansm.sante.fr/var/ansm_site/storage/original/application/cadfbcf9594614d59¢8915670853a28b.pdf.
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1) REWRT 78X 07 F 5 (BEEER

RN K E DRI B 2 ARAGR A I 4 Table 4 1ITF & 70, KEH
TITEREEIHCR LT, BAMEHA (Emergency Use), % D /Xy g 3—
)« = — A (Compassionate Use), 7% IDE (Treatment Investigational Device
Exemption) % L CHkfi7 7 £ A (Continued Access) &9 4 DDA 7 Y —
PHEL, TR Thon7 2 —id, BEMHB L OELY D= Ry g x—
koo m— 2%, KEREFMH O 21 CFR 812.35(a). 1A% IDE I 21 CFR 812.36,
Z UGk 7 7 & AR E R dn =38 50 R R R &R 2R A2 =2 (FDA Office of Device
Evaluation) D[EI%ERTH % IDE Memorandum #D96- 1 THLE STV 5,

WHTED AN BEBEHALMEX Da Xy g rx—h « 2—ZAFAADL L
AT NIk L Tl 5HE T D DIk LT, 183 IDE £+ L Tk
T AF, HEANEO 7 L—Foxt L CHEATAHIETH S,

B OZ A 227 Ba IR OFT S L IIBm T 2R L,
iz D=8y vaf—b - =R, KA. 165 IDE |3 REER
Hrd LR T2, ke 7 7 & A TEREABRSE THR 2B TE D8 & L
TWo,

T A MIBELTE, WThORIE S &, EFREHRSIC X2 E8EOREED,

H LT, BEANERHEZFERTEDNL— 725 TWND, LI LZFDEDEER
BUIAAGREL ORE 2 2 R OFFERFE DA T EEIAIIE 2 OF T3 b ey,
1) The charge should not exceed an amount necessary to recover the costs of

manufacture, research, development, and handling of the investigational device. [21

CFR 812.7(b)]

2) Bk Ryvax—Fp 22— (EBFEESR)

RSB U CIKE I =SS & RO RGN GFET 505, BN TIIRK
AR E FZ B9 2 81X 72 < CE Marking BbEAF14 O EARAE FH2SHHE & 72 > T
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Table 4 The FDA’s expanded access mechanism for devices

Category Emergency Use Compassionate Use Treatment IDE Continued Access
(Individual Patient Access)
Regulation 21 CFR 812.35(a) 21 CFR 812.35(a) 21 CFR 812.36 IDE Memorandum #D96-1
"Guidance for the Emergency 62 FR 48940
Use of Unapproved Medical
Devices"
50 FR 42866
Safety reporting 21 CFR 812.150 21 CFR 812.150 21 CFR 812.150 21 CFR 812.150
regulation
Criteria 1) Life-threatening or serious 1) Serious disease or 1) Life-threatening or 1) Public health need or
disease or condition condition serious disease preliminary evidence
2) No alternative 2) No alternative 2) No alternative that the device will be
3) No time to obtain FDA 3) Controlled clinical trial effective and there are
approval 4) Sponsor pursuing no significant safety
marketing approval concerns
Population Limited to few patients Individual patient or small Wide access; depends on The same patient

When can it be used

Prior the FDA
approval

Before or after initiation of
clinical trial

Not required
(It shall be reported to FDA
within 5-working days)

groups of patients

During clinical trial

Required

patient/physician need

During clinical trial or all
clinical trials are complete

Required

population as pivotal trial

After completion of clinical
trial

Required

20
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Table 4 The FDA’s expanded access mechanism for devices

(Continued from previous page)

Category Emergency Use Compassionate Use Treatment IDE Continued Access
(Individual Patient Access)
Charge Patient" or donation by Patient or donation by Patient or donation by Patient or donation by

Example of products
(ClinicalTrials.gov
Identifier)

Example of products
of which data from
compassionate use
cases are employed in
approval review
reports (Premarket
Approval Number or
Humanitarian Device
Exemption Number)

company

AMPLATZER Muscular VSD
Occluder (NCT00590382)

company

AMPLATZER Muscular
VSD Occluder
(NCT00590382)

company

DERMAGRAFT® (Not
Applicable)

e Relay® Thoracic Stent-Graft with Plus Delivery System (P110038)
e Syncardia temporary CardioWest™ Total Artificial Heart (TAH-t) (P030011)

EXCOR® Pediatric Ventricular Assist Device (H100004)

company

EXCOR® Pediatric
Ventricular Assist Device
(NCTO01242891)

The US: the United States, CFR: Code of Federal Regulation, FDA: Food and Drug Administration, IDE: Investigational Device Exemptions.
1) The charge should not exceed an amount necessary to recover the costs of manufacture, research, development, and handling of the investigational device. [21 CFR 812.7(b)]
Source: http://www.fda.gov/Regulatorylnformation/Guidances/ucm126427 . htm
Source: http://www.fda.gov/MedicalDevices/DeviceRegulationandGuidance/HowtoMarket YourDevice/InvestigationalDeviceExemption DE/ucm051345 .htm
Source: http://www.fda.gov/MedicalDevices/DeviceRegulationandGuidance/GuidanceDocuments/ucm080202. htm#II1
Source: Guidance on IDE Policies and Procedures

ClinicalTrials.gov by the U.S. National Institutes of Health https://clinicaltrials.gov/

DERMAGRAFT® Treatment IDE Source: http://www.accessdata.fda.gov/cdrh_docs/pdf/P000036b.pdf

Relay® Thoracic Stent-Graft with Plus Delivery System (P110038) Source: http://www.accessdata.fda.gov/cdrh_docs/pdf11/P110038b.pdf

Syncardia temporary CardioWest™ Total Artificial Heart (TAH-t) (P030011) Source: http://www.accessdata.fda.gov/cdrh_docs/pdf3/P030011b.pdf

EXCOR® Pediatric Ventricular Assist Device (H100004) Source: http://www.accessdata.fda.gov/cdrh_docs/pdf10/H100004b.pdf
Barostim neo® Legacy System (H130007) Source: http://www.accessdata.fda.gov/cdrh_docs/pdf13/H130007b.pd
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3) MATES 72—, ABRICLZ2RARBFEAHEOLE: (EFRHER)
KE R O D e AR RGR A I EE 2 . BRGME, WA T & 28,
N X > TR TRTR LT, (Figure 3)
Figure 3 T/RSALTWA X ST, KEOHIEIX, ®AEOHRE 7 = — Bk
B BGEAGRATE T, X THARA—=LTWADIZH L, BiDELE TR &
VRN DRI B3 2 AR AL I BE DA L 72V,

The US Emergency Use

Compassionate Use (Individual Patient Access)

Treatment Use

Use of

. Approved

Continued Access Product
g
The EU I : . !
I No compassionate use mechanism 1
.
| l ]

IDE Approval Clinical Trial Clinical Trial Market Authorization

Completion Approval

Figure 3 Compassionate use by phase and application size for devices

The US: The United States, The EU: the European Union, IDE: Investigational Device Exemption. Source:
http://www.fda.gov/MedicalDevices/DeviceRegulationandGuidance/HowtoMarket YourDevice/InvestigationalDe
viceExemptionIDE/ucm051345.htm.
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2.4.3 AEWBRIF O RAZE L FBH E

KE, BN OEHELA] (Biologics) (2R3 D flE #FRIZ/~9, (Table5)

K[ D A= i B BE R D ARG S I S I X E S ORI EE L R U Th D08, FRM
I%. ATMP Hospital Exemption (EU) & W5 8 LWHIEED & & fifl Tl v | LA
TOEMOATEN L TW T hude b,

1)
2)
3)
4)
5)
6)

HEERICRGE (R DRSS 20 v 2 LEGE L722W,)

KR O S FEUE I Z HE S < - ATMP CHRGEAGE L 7= 85 & [F)4 o GV AL
EU [R—HEN (BEU NOFR CUIEENTHEHR SIS, B 77 2 ADH)

Al CIRBEN CTREH S v 5

ERIEFE OB RO T TOREH

BANDEEZEWTDOAIAL AAAL R FrF) #AO7To, EO-BFEDONITITH
ST THDHZ &

HATITEAE, AERAIBDE O R AGRMERHE T2, Ll FEER

SR EENCRIATE 5 L9, Pk 26 FRICHE T Sz TEEIES . MRS

D ANER O ZEMEOMERFICE Y 21ER) O TR R OHIRM 7&K

B EA ST, [28]
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Table 5 Mechanisms for unapproved biologics in the US and the EU

Category US FDA Expanded Access Program ATMP Hospital Exemption (EU)
Regulation 21 CFR 312.305 Article 28 of Regulation 1394/2007
21 CFR 312.310
21 CFR 312.315
21 CFR 312.320
Safety reporting 21 CFR 312.32 Article 28 of Regulation 1394/2007
regulation

Common Criteria

Population

When can it be used

Prior regulator
approval

4)

S)

6)

The patient or patients to be treated have a serious or
immediately life-threatening disease or condition, and there is
no comparable or satisfactory alternative therapy to diagnose
The potential patient benefit justifies the potential risks of the
treatment use and those potential risks are not unreasonable in
the context of the disease or condition to be treated;
Providing the investigational drug for the requested use will
not interfere with the initiation, conduct, or completion of
clinical investigations that could support marketing approval
of the expanded access use or otherwise compromise the
potential development of the expanded access use

Based on each regulation of each mechanism

Based on each regulation of each mechanism

Required

V)

3)
5)

6)

Preparation on a non-routine basis

Preparation according to specific quality standards
(equivalent to those for ATMPs with a centralized
marketing authorization)

Use within the same Member State

Use in a hospital

Use under the exclusive responsibility of a medical
practitioner

Comply with an individual medical prescription for
a custom-made product for an individual Patient

Individual patient

Before or after initiation of clinical trial

Required
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Table 5 Mechanisms for unapproved biologics in the US and the EU (Continued from previous page)

Category US FDA Expanded Access Program ATMP Hospital Exemption (EU)
Examples of products  GX-051 (NCT02079324) DCVax-L (Not Applicable)
(ClinicalTrials.gov

Identifier)

The US: the United States, CFR: Code of Federal Regulation, FDA: Food and Drug Administration, the EU: the European Union, ATMP: Advanced Therapy Medicinal ATMP
Criteria Source: Flory E, Reinhardt J. European regulatory tools for advanced therapy medicinal products. Transfus Med Hemotherapy 2013;40:409—12. doi:10.1159/000356364
Source: ClinicalTrials.gov by the U.S. National Institutes of Health https://clinicaltrials.gov/.

Source: DCVax-L

<http://www.nwbio.com/nw-bio-announces-two-german-approvals-hospital-exemption-for-early-access-program-with-dcvax-l-and-eligibility-of-dcvax-1-for-reimbursement/>.
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2.5.1 :K[E Right-to-Try &

2014 ELISE, KE D 20 LL_E O T Right-to-Try (EAVE A S iz, Z OEHEIC
FU . REEROFRDOBED, KOS ITRARMIZ L DIRFEIEICT 7B
AIRE & 72 o 7o, KR DYERT 7 2 27 v 777 A (Expanded Access Program)
1T, WL ONDETEWDR SV | BED L0 RE D OE I TR OIRE
NTITREATEL Lo T,

Bl ZATHERHAOIERT 7 v AT v 77T JMIHEET 572 HIE, FDA D&,
IRB (Institutional Review Board) D &GRS N LB T 573, Right-to-Try 1L 2 4L
S5DOFNEEE S Z LN TE %, Right-to-Try (22@%1%’(& LT, i T& 2 RKR
fnDEFE E LT Phase | 58 T LT ARAKRRGL & EFK STV 5, (Table 6)[29]
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Table 6 Comparison between Expanded Access Program and “Right-to-Try” law

Expanded access for treatment use 21
CFR 312.300 (single patients 21 CFR
312.310)

“Right-to-Try” proposed statutory
language from Goldwater Institute

312.8(c) parameters met; FDA must
approve

Oversight FDA No agency or board oversight
Institutional Review Board 21 CFR No requirement for independent review
312.305(c)(4)

Eligible “Serious or immediately life-threatening | Terminal disease (an advanced stage of a

patient disease or condition” with no comparable | disease with an unfavorable prognosis
or satisfactory alternative therapy 21 and no known cure)

CFR 312.300(b)

The physician determines that the The physician gives a prescription or

probable risk to the person from the recommendation for an investigational

investigational drug is not greater than drug, biological product, or device; and

the probable risk from the disease or in consultation with the patient considers

condition all other treatment options currently
approved by the FDA

FDA determines if the potential patient

benefit justifies the potential risks of the

treatment use and those potential risks

are not unreasonable in the context of the

disease or condition to be treated

Duration Treatment usually limited to a single No limits stated
course or specified duration of therapy
unless otherwise authorized 21 CFR
312.10(c)(1)

Accountability | Physician Physician obtains informed consent.
(Investigator/Sponsor-Investigator)
obtains IRB approval, informed consent,
reports adverse events, maintains
accurate case histories, drug disposition
records, and at the end of therapy
submits a summary report to FDA. 21
CFR 312.05(c); 21 CFR 312.10(c)(1)

Informed Required. CFR 50.25 (parallels CFR Required no prescribed content. Notable

Consent 46.116 Protection of Human Subjects) 8 | exception: Colorado and Michigan have
required and 6 possible additional seven required elements
elements
IRB reviews and approves the informed | No review specified
consent document assuring accuracy,
understandability, and completeness

Costs Manufacturer may charge if CFR Manufacturer may charge

No requirement for insurance company
or governmental heath care program to
provide coverage

No requirement for insurance company
or governmental heath care program to
provide coverage

27

(Continued on next page)




Table 6 Comparison between Expanded Access Program and “Right-to-Try” law
(Continued from a previous page)

Expanded access for treatment use 21
CFR 312.300 (single patients 21 CFR
312.310)

“Right-to-Try” proposed statutory
language from Goldwater Institute

window on IND but usually shorter

Liability Not addressed Bars action by medical licensing boards
against prescribing physician based on
recommendation of investigational agent.
Criminalizes blocking access to the
investigational agent (misdemeanor)
Note, Colorado and Michigan legislation
includes additional indemnification for
the manufacturer of the investigational
agent.

Investigational | New drug or biological drug that is used | Drug, biological product or device which

drug in a clinical investigation has successfully completed Phase 1 of

definition clinical trials, but has not been approved
for general use by the FDA and must
currently be under investigation in an
FDA clinical trial
Drug/device Manufacturing standards established and | Not addressed
quality reviewed in the IND. 21CFR
312.305(b)(2)(vi), (vii)
Drug/device If available, an investigator’s brochure Not addressed
information with information from the manufacturer
about drug administration and
monitoring for known toxicities and
adverse effects pro- vided to the treating
physician and IRB of record

Drug/device Determined by manufacturer; not Determined by manufacturer; not

availability mandated mandated

Impact on Provision of the investigational drug Not addressed

future should not interfere with the initiation,

research conduct or completion of clinical

investigations that could support
marketing approval or development of
the agent. 21 CFR 312.305 (a)(1)
Timeframe Emergency: hours to days; 30-day No delay

Source: Comparison between the FDA expanded access to investigational drug as applies to individual patients and
the proposed “Right-to-Try” statutory language (Goldwater Institute).
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LLF D3 Table 7 (3K [E )N D Right-To-Try EBEES DU A RN THDH, AR
TRIBRDERZHETT 5 ETARRIEHR TH S, 2014 FE0 07T 70 1 FELIAIZ
21 OM A Right-To-Try E & HlE L7z, [30]

Table 7 List of the US states “Right-To-Try” related regulations

M BER~DY 7

Alabama https://legiscan.com/AL/bill/SB357/2015

Arizona http://www.azsos.gov/election/2014/Info/PubPamphlet/english/prop303.htm

Arkansas http://www.arkleg.state.ar.us/assembly/2015/2015R/Pages/Billlnformation.aspx?measureno
=SB4

Colorado https://scout.sunlightfoundation.com/item/state_bill/COB00002559/hb-14-1281-colorado-ter
minal-patients-investigational-drugs

Florida http://www.myfloridahouse.gov/sections/bills/billsdetail.aspx?Billld=53290

Indiana https://iga.in.gov/legislative/2015/bills/house/1065

Louisiana https://scout.sunlightfoundation.com/item/state_bill/LAB00011675/hb-891-louisiana-health
medical-treatmentauthorizes-access-to-investigational-treatments-for-terminally-ill-patients

Michigan https://scout.sunlightfoundation.com/item/state _bill/MIB00007515/sb-991-michigan-health-
other-experimental-therapies-for-certain-individuals-facilitate-use-creates-new-act
https://scout.sunlightfoundation.com/item/state_bill/MIB00007525/hb-5649-michigan-health
-occupations-action-against-certain-professional-licenses-for-conduct-regarding-access-to-or
-treatment-with-an-investigational-drug-pursuant-to-the-new-right-to-try-ac

Minnesota https://www.revisor.mn.gov/bills/bill.php?f=SF100&b=senate&y=2015&ssn=0

Mississippi https://legiscan.com/MS/bill/SB2485/2015

Missouri http://www.house.mo.gov/billsummary.aspx?bill=HB1685&year=2014&code=R

Montana http://laws.leg.mt.gov/legprd/ LAWO0210W$BSIV.ActionQuery?P_ BILL NO1=142&P BLT
P BILL TYP CD=SB&Z ACTION=Find&P_SESS=20151

Nevada http://www.leg.state.nv.us/Session/78th2015/Reports/history.cfm?BillName=AB 164

North Dakota https://legiscan.com/ND/bill/2259/2015

Oklahoma http://www.oklegislature.gov/Billlnfo.aspx?Bill=HB 1074 &session=1500

South Dakota https://scout.sunlightfoundation.com/item/state_bill/SDB00003712/hb-1080-south-dakota-au
thorize-the-use-of-investigational-treatments-for-patients-under-certain-conditions-and-to-re
strict-certain-causes-of-action-arising-from-investigational-treatment

Tennessee http://wapp.capitol.tn.gov/apps/Billinfo/default.aspx?BillNumber=HB0143 &ga=109

Texas https://legiscan.com/TX/bill/HB21/2015

Utah https://scout.sunlightfoundation.com/item/state_bill/UTB00003905/hb-94-utah-investigation
al-drug-and-device-access-for-terminally-ill-patients

Virginia https://lis.virginia.gov/cgi-bin/legp604.exe?151+sum+SB732

Wyoming http://legisweb.state.wy.us/2015/Enroll/SF0003.pdf

Source:http://www.raps.org/Regulatory-Focus/News/Databases/2015/06/24/21133/Right-to-Try-Legislation-Tracke

1/
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https://legiscan.com/AL/bill/SB357/2015
http://www.azsos.gov/election/2014/Info/PubPamphlet/english/prop303.htm
http://www.arkleg.state.ar.us/assembly/2015/2015R/Pages/BillInformation.aspx?measureno=SB4
http://www.arkleg.state.ar.us/assembly/2015/2015R/Pages/BillInformation.aspx?measureno=SB4
https://scout.sunlightfoundation.com/item/state_bill/COB00002559/hb-14-1281-colorado-terminal-patients-investigational-drugs
https://scout.sunlightfoundation.com/item/state_bill/COB00002559/hb-14-1281-colorado-terminal-patients-investigational-drugs
http://www.myfloridahouse.gov/sections/bills/billsdetail.aspx?BillId=53290
https://iga.in.gov/legislative/2015/bills/house/1065
https://scout.sunlightfoundation.com/item/state_bill/LAB00011675/hb-891-louisiana-healthmedical-treatmentauthorizes-access-to-investigational-treatments-for-terminally-ill-patients
https://scout.sunlightfoundation.com/item/state_bill/LAB00011675/hb-891-louisiana-healthmedical-treatmentauthorizes-access-to-investigational-treatments-for-terminally-ill-patients
https://scout.sunlightfoundation.com/item/state_bill/MIB00007515/sb-991-michigan-health-other-experimental-therapies-for-certain-individuals-facilitate-use-creates-new-act
https://scout.sunlightfoundation.com/item/state_bill/MIB00007515/sb-991-michigan-health-other-experimental-therapies-for-certain-individuals-facilitate-use-creates-new-act
https://scout.sunlightfoundation.com/item/state_bill/MIB00007525/hb-5649-michigan-health-occupations-action-against-certain-professional-licenses-for-conduct-regarding-access-to-or-treatment-with-an-investigational-drug-pursuant-to-the-new-right-to-try-ac
https://scout.sunlightfoundation.com/item/state_bill/MIB00007525/hb-5649-michigan-health-occupations-action-against-certain-professional-licenses-for-conduct-regarding-access-to-or-treatment-with-an-investigational-drug-pursuant-to-the-new-right-to-try-ac
https://scout.sunlightfoundation.com/item/state_bill/MIB00007525/hb-5649-michigan-health-occupations-action-against-certain-professional-licenses-for-conduct-regarding-access-to-or-treatment-with-an-investigational-drug-pursuant-to-the-new-right-to-try-ac
https://www.revisor.mn.gov/bills/bill.php?f=SF100&b=senate&y=2015&ssn=0
https://legiscan.com/MS/bill/SB2485/2015
http://www.house.mo.gov/billsummary.aspx?bill=HB1685&year=2014&code=R
http://laws.leg.mt.gov/legprd/LAW0210W$BSIV.ActionQuery?P_BILL_NO1=142&P_BLTP_BILL_TYP_CD=SB&Z_ACTION=Find&P_SESS=20151
http://laws.leg.mt.gov/legprd/LAW0210W$BSIV.ActionQuery?P_BILL_NO1=142&P_BLTP_BILL_TYP_CD=SB&Z_ACTION=Find&P_SESS=20151
http://www.leg.state.nv.us/Session/78th2015/Reports/history.cfm?BillName=AB164
https://legiscan.com/ND/bill/2259/2015
http://www.oklegislature.gov/BillInfo.aspx?Bill=HB1074&session=1500
https://scout.sunlightfoundation.com/item/state_bill/SDB00003712/hb-1080-south-dakota-authorize-the-use-of-investigational-treatments-for-patients-under-certain-conditions-and-to-restrict-certain-causes-of-action-arising-from-investigational-treatment
https://scout.sunlightfoundation.com/item/state_bill/SDB00003712/hb-1080-south-dakota-authorize-the-use-of-investigational-treatments-for-patients-under-certain-conditions-and-to-restrict-certain-causes-of-action-arising-from-investigational-treatment
https://scout.sunlightfoundation.com/item/state_bill/SDB00003712/hb-1080-south-dakota-authorize-the-use-of-investigational-treatments-for-patients-under-certain-conditions-and-to-restrict-certain-causes-of-action-arising-from-investigational-treatment
http://wapp.capitol.tn.gov/apps/Billinfo/default.aspx?BillNumber=HB0143&ga=109
https://legiscan.com/TX/bill/HB21/2015
https://scout.sunlightfoundation.com/item/state_bill/UTB00003905/hb-94-utah-investigational-drug-and-device-access-for-terminally-ill-patients
https://scout.sunlightfoundation.com/item/state_bill/UTB00003905/hb-94-utah-investigational-drug-and-device-access-for-terminally-ill-patients
https://lis.virginia.gov/cgi-bin/legp604.exe?151+sum+SB732
http://legisweb.state.wy.us/2015/Enroll/SF0003.pdf

2.5.2 k[E Custom Device Exemption fill B

The Food, Drug and Cosmetic Act (FD&C Act) T ST\ 5, [31]
JHI FDA 1R KRR 7 L CEREAR D H 2380 TV R A3 | Section 520(b) the
Food, Drug and Cosmetic Act (FD&C Act) @ F. fE A DEALHEALERT 5 DFE
TR o 7o T A2 MEFRESR L, R LICRIEER T RE L LTV D, L
LAEIZ 5 BUNOHIRDR & %5, & L TELERTIEL Custom Device DF2fEEHIZ D
WTAHER VAR — % FDA IZR LR T T2 6720, [32](33]
BT O HARD B35 R EIE T Tl FEROSIEE XA E Ly,

253 KREaURUTFT 4 THIE

KE T 0 THIE &, KETERE S TR WHUE L RS O )5
SMERIZEI L T, AMIRMRIEREZ T 56 E CThH D, EELOLREME L GO
% FDA Tdh - T, Z O EHE G 2 ARIRR CTER S 5 alaetE 2 ¥4 5 0l
CMS (Centers for Medicare & Medicaid Services) C&H 5, CMS |[TFRE S N7= 1D
UbDar X7 gs (EIEMLFIER) ICFEHE S T2 EESSMER (Off
Label Use), F 721358 E S 17z peer-reviewed journal |ZFe# S AU C U2 i G F4Mil
AICB L Tk, AHERRROEERZRD LD TH D, LLFD Y X ML CMS
ICRBESNTZA4DDa L XT 4 TLDY A NTHD,
[34][35]

REINTZarXoT v (ERLQLFTEE)

e American Hospital Formulary Service-Drug Information (AHFS-DI) (2008 4F
ACBEICRBE )

e National Comprehensive Cancer Network (NCCN) Drugs and Biologics
Compendium (2008 4F 6 H §8iE)

e Truven Micromedex DrugDexe (2008 4F 6 HFRiE) (formerly known as
Thompson Micromedex DrugDex® Compendium) [36]

e Effective July 2, 2008 - Clinical Pharmacology (2008 4 7 H #8&)

FRIE Z 472 peer reviewed journal [ZLLF D 26 KTH 5 [35]

1. American Journal of Medicine;
2. Annals of Internal Medicine;
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3. Annals of Oncology;

4. Annals of Surgical Oncology;

5. Biology of Blood and Marrow Transplantation;

6. Blood;

7. Bone Marrow Transplantation;

8. British Journal of Cancer;

9. British Journal of Hematology;

10. British Medical Journal,

11. Cancer;

12. Clinical Cancer Research;

13. Drugs;

14. European Journal of Cancer (formerly the European Journal of Cancer and
Clinical Oncology);

15. Gynecologic Oncology;

16. International Journal of Radiation, Oncology, Biology, and Physics;
17. The Journal of the American Medical Association;

18. Journal of Clinical Oncology;

19. Journal of the National Cancer Institute;

20. Journal of the National Comprehensive Cancer Network (NCCN);
21. Journal of Urology;

22. Lancet;

23. Lancet Oncology;

24. Leukemia;

25. The New England Journal of Medicine;

26. Radiation Oncology

Z OB TEIEAMERIC T 2 HETH DD, BESNIFEOBIT 5=
NUT AT ARLMRE B EICANRREREITO L AR THY . b LT
IR ARTEGREICHE LT Lk & CRABMERCH BTN SN T B0 ThHR
R OHEZ A TE 2 /08 H 5 L bR,

254 NUTF vy (WHRET) RRCRIT 5 RARLER

T ORAG A ORI EITE N BIE (FRHTARRYR) 72 & OB 72K
PR THENF LWFROT G, KEL B, BAL HLTOIEFO T, R
AR DH B FRETH 5, [8]

K[E : US Project Bioshield Act[37]
KM : Article 5.2 of DIRECTIVE 2001/83/EC[16]

H AN : Article23.2.8 of Pharmaceutical and Medical Device Act[28]

31



BIZIEFTL D TR T « TAIVADr —RAEOLHFATEH, EHN TR T HiE
BEPRELLEEGAIZIE, BllbFoT ey (47 7T EL, Hig
VINEUHELE LTIARINTND) &, Aot BN RS T i
JEAL « RAKFRIE L U CHEHRGT STz, [38][39]

2.6 EE
2.6.1 KE & BRI DA S ] E

KESCRMN TlE, BAMSCHEATED 72— ARBEOAEIZLY f@i&@ﬂ%

AT DM EE AL Lo, FRIOKRETIE, EREL, ERES &
INOBEHEOFIEIZL > THAEHE Y 2 — XOTXTEHEEL TV, ﬂﬁﬁ
RPN ~C U [ 36 5t D AR ER AL F I BE D B 3MFAE L, A0 B IR EEARIIZ B RS
9“%7}’@43 L < VEZERRFBRIE TH COBEM NI & o> T\ b, BRI TILERME

FREMHT 521X, CE Marking D BUAFARITE & 72> TV D728, EEMKER 2B
T D ATKFE AL I H X EEARTAFTE L7220,

2.6.2 RARMERT— DIEH

FARMEHICEAT 27 —ZICHZRIT 5 & #2138 FZHE M
DOFAEEELT TH 5 ChondroCelect®D T 2 A A >k LaR— h Tk, ®FD

BMEERTIEOIZ, 2Ny g x— b - 2= X5/ EOEHERIZOW
TEM&LTWD, [40] £7-. theRelay® Thoracic Stent-Graft with Plus Delivery
System [41], Syncardia temporary CardioWest™ Total Artificial Heart (TAH-t) [42]%<
L C EXCOR® Pediatric Ventricular Assist Device[43]72 & DG G | BaMET — X
DR TIRT 78 AT 0 7T M I DEREN T =225k LTV D,

RO FIEE LT, EIZ2 50873V —NEET D, 1| DlF, T4
LA ESERER  (randomized controlled trials) <° LG RFER (controlled clinical
trials) % 5 @ 7= ZERAIAFFE (experimental studies) TH V. H H 1 DL, aFH—h
9% (cohort studies) XCHE ik} FEAFSE(case control studies) % 7 & 7= Bl Z2HIMFSE
(observational studies) T %5, TET A L~ULDELEND T o X MM EGRER
ND—FEENTET VALV R L Z0%IC, RIREGRHAE, =48 — N
78 U CERIRRIIIE & e <. E7z. Hikm @%ﬁﬁ?ﬁ O LR RFRER S ME— DAF
FEMED N B 0 O AT RE e A e, Bt T —# %H&?%@Aéjﬂik Bz b
TW5%, (EMEA/27170/2006) W x \ZHRFEAGRE WG T 72Dz, Fx1xT7 4
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DA Pl R O LR R R BBR 70 & D FEBRAVAFZE A Sl L 722 1T X e B 720,
L LN G, FFHZMOERA S DRBEZR D 72D, 2%y a x— | -
A—ARYERT 7B AT 0 7T LD X D BRKARB~DT 7B A& FHEIZT 5
Rl 2R -2 L b EHETH D, wmUIKETIEL, BE D XV HRITRKR
b7 7 A TE % Right-to-Try IENE A Z 72, [30] ARAGE S OERRAE A
OELNTT —&2IL, Aok, ZRMEEFMMT 20 REHRTHY . £
SOF—FEWEIIEAT L2 LIk > T ABKRBR COBREDOHEZRD L.
ZOEDRFBEKRBOA L — REMESEL 2 ENFEED LiLZe, FrISHE
oSk DB 2 LITHERT 78 A7 0 7T Aea Ry v g r—h « 22— AT
LR BERRRICL DT — 2 DEFICHERTH D, RERGIX, Mlahko
72 8T, LIELIE T & ALl 0 P BR IR 5SRO0 1 95 72 lh 72 52
BREOMF7E a2 92 Z E L < | ETIERRRERBR TIX. R AIMEEHEY
THITERNWNLDLTHD, TOX I —ADGEX. BIEMFEORERIT X
WEETHY., BIRHIIZEOWAIL L Tar /Ry ax—b « 22— ADEKEME
FARREFEHT 2 LN TE D,

BV D0 OFGRO R T, BRI MEEND & D40 - ZetET —
ERALT S 2 L 0 bt Tn 5, [44][45]

2.6.3 RAFR LR DORREITR 3 B &l B D3t

T IEICZE S T2 R ARG AL AE I EE SEAE L 72 WIS ORRAUSIZ W T, KEH -
BRI DHIEEIZLL T D X 5 I2xb i L TUN 5,

A: B RNRARMEAZER T En# LW
KEEBKDIERT 7 AT 0 77 A Rary Ry vax—h 22— E
TIERARMEZEHAT 2ANMCHAA Y ROARELE LT 5, CREERKSS
Emergency Use DA X)) FHIT X - T, Bl E1E E ORATE NI MEH
ENTNDENND Z LN TE D, RAGRMERICET 25 - AR 7 vt R1E
FKOETHRARLEHZEN TS ETHETH S,

B: HEEZFDLOOEEMICET HHE®RBED Hien

KEEFCKOBH CIIAEFLZORELZREOITTND, 2O rER|ITE
> T, HHYE RITARARSICET 2 L2 MIEHRZ2 G TE %, (Table 2,Table
3,Table 4) FNETHEEFORTBARBEZHFLEHMBLORNESFEREED L I 1
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BAZEMNT 52 E LT, RAEARLOFEMICEATIERGTO20LERD D,

C: ARAGRS O E MR D HE L

KEPERT 78R T 07T AEHiET 5 & X, ERLHOBE S 8ETIC
B9 2it#ib VB L9 5, (21 CFR 312.305). & L ERICSESRAGRMIC
B9 2 EMEICERm Lz & &2k, "Gy # 7 v 352 8T&ES, D
ﬁlf%%ﬂm%ﬁmmﬁijm%ﬁkv YT 4 T ARNETH D,
F72 GMP AETOI AT L2 B U T, RERBMOWEZMRT D2 &N E
EEZD,

D: BEDPRAGESL O ATRRR DU T 255 R E A5G0 Z & EE LW

ar Ny vaRr—hc Z—ARIERT VAT BT T AISINT HI L&A
LLTWDHEEL, BUED EDORKRMDMEH TR D LE R B 5, KET
(X, B ATRE e ARG B3 o WA . KREE L HENFERT (U.S. National
Institutes of Health: NIH) O fifi JR# R & & 7 — ¥ ~X— X ClinicalTrials.gov
(https:/clinicaltrials.gov/) ZiB U CATRHEETH D, LLRN L, BT —H
N ZSDRAKRBERNCBE T 57 — 2 ATNZOW TS 72— L 23 72, (K
FCHE L)

E: GENRARMERICET 522 M2 AHET X HMETEIRY

BUR A7 EAZEITRE T LTRGBS ICBE T %2 2 2 F&2iERTE %,
LrL, W DD — ATk, RZEITANERR LM FAT 50N TT
%, 7, 77 ATIZEPRARMD A FEAHT D, EENEFETR
KB et L2 LTh, "R 74 v hEeEXTEON—NADPLETH D,

2.7 /N

*l%&m X, EIRA SO AR O 72 D OFk & 72 AR AGE i BEE i) B 3

%, (Table 8) ZNHDOHIEDF/2HEIX, EER ITEMEE N TEELH
?é$%@ﬁ%ﬁ%*@ﬁﬁfﬁéﬁ‘%5*O@E%@N*749%kbf
AR B AR AV R D IRGGE AR & AR — N T RS H IO T — % &
LD Th D,

34


https://clinicaltrials.gov/

Table 8 Overview of the US and the EU compassionate use mechanisms

=P S

A=W B

o BXZfHEA (Emergency Use)

o il x»HEFE (Individual
Patient)

o HR[HBILRELE

o BXZfHEH (Emergency Use)
e HArdDzINyigpx—

I « =—A (Compassionate
Use) . 5% IDE (Treatment

o  BEMEH (Emergency Use)

o fHx®EFE (Individual
Patient)

o TIEABLEELE

P/ (Intermediate-Size Patient Investigational Device (Intermediate-Size Patient
Population) Exemption) Population)
o RHMHRFMEMICEAE | M7 7 A (Continued | o JoHIFEHRFEEMIZHEH S
NHIEWFEH (Treatment Access) LD IRHAE M (Treatment
Use) Use)
T IR %% 72 L (CE Marking) ATMP Hospital Exemption
e /IXAT 4T ATU
(Nominative Temporary
Authorization of Use)
e =7k— k ATU (Cohort
e Temporary
Authorization of Use)
KA
e Compassionate Use
TV
e Specials
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B/IE RAGRMEHDOEHIZONT
3.1 BHY

AREO BT, BHARIZKE 2 RARLEHGE 2R ST 5720, filEEH L
ZETOHREI N ERETHZETHDH, TOHMT, BCKORAGE S AEH B
il BE D ERE D FHHNZ SV TR L7,

3.2 HiE

23R K OVE AN B 2 FDA DO HEE - KR ERE T — % % FDA DR
— LNV X VS L, FDA OILKT 78 A7 0 7T MIBET 26 1 EE 52
L7, [17] BERESICE L TUIRRO T — 2 Mgt S v Tunigno 7z,

RIZ ClinicalTrials.gov ®7 —# Z i L, “Expanded Access” 72 & D F— 1T —
REMEH L, JERT7 78 AT 07T NIEEET 2 54|24 Lz, [24]

Flo AKRMEHT —FICELLTWD FDA7?< BhE R EEAHET DT
» . FDA % A4 M N o K G B #E 75 — ¥ N — X Drug@FDA
http://www.accessdata.fda.gov/scripts/cder/drugsatfda/index.cfm ¥ 7= (£ Premarket
Approval (http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfPMA/pma.cfm) N T,
%ﬁT??Xfﬂf?AikiﬂyﬂyVa**F'J~XKODT§&LT
WD K E O KGR B #4532 (PRESCRIBING INFORMATION X° Summary of
Safety and Effectiveness 7 £ ) R U7=, FDA %A OB T TIIHLE
X —T— BN TERNTH, BT T Google i L THREE L7,

(2015 4= 10 A BILE) &IZ CHMP (Committee for Medicinal Products for Human Use
E MHERLEES) Bz RNyax—h-a—20EM - KA FECHE
5.2 TWDHEBNCHONT EMA DR — L= 5H AF LT, [4]
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33 KR
33.1 FDAERT 7RS0T LAEKBME (EER)

EIIZBIT 5 FDAYEKR T 7 A7 1 75 AOEBIERHLIZ ST Table
9 T xLT-,

Table 9 The number of approved Expanded Access applications for drug

Category 2010 2011 2012 2013
Expanded Access INDs
Single Patient Emergency INDs received 516 443 289 315
Erirolie; (Il’atient Emergency INDs allowed to 500 442 287 313
Single (Individual) Patient INDs received 484 652 498 550
srigilez élndividual) Patient INDs allowed to 484 652 496 550
Intermediate Size INDs received 2 0 14 28
Intermediate Size INDs allowed to proceed 2 0 14 27
Treatment INDs received 0 1 0 0
Treatment INDs allowed to proceed 0 1 0 0
Expanded Access Protocols
Single Patient Emergency Protocols received 0 3 0 2
Single Patient Emergency Protocols allowed to
proceed 0 3 0 2
Single (Individual) Patient Protocols received 16 89 121 62
IS)EEELZ élndividual) Patient Protocols allowed to 16 29 121 62
Intermediate Size Protocols received 5 1 8 8
Intermediate Size Protocols allowed to proceed 5 1 8 8
Treatment Protocols received 7 11 10 12
Treatment Protocols allowed to proceed 7 11 10 12
Total IND/Protocol received 1030 1200 940 977
Total IND/Protocol allowed to proceed 1014 1199 936 974

*2010: Reporting Year (October 13, 2009 - October 12, 2010), 2011: Reporting (October 13,2010 - October 12,
2011), 2012: Fiscal Year (October 1, 2011 - September 30, 2012), 2013: Fiscal Year (October 1, 2012 - September
30,2013)

F 722010 FEEEN D 2013 AFEEE CTO FDA SERT 78 27 0 75 A D7
B D FREHHEL % Figure 4 127~ L7=, (IND & Protocol DEFA A7 L TWD) &
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FEOHHNT 936 5 1,199 O THERE L T\ %, WiRa A5 & 4 FRaf
D 97.4% (4,017/4,123) 23 B2 fE A (Single Patient Emergency) & 7= (3 4~ O B3
il £ (Single/Individual Patient) 723 H &L Cu 7=, (Figure 5)

(Case) ® Treatment
1400
® Intermediate Size
1200 m Single Patient
m Single Patient
Emergency
1000
800
600
400
200
0 r r r )
2010 2011 2012 2013

Figure 4 The number of FDA expanded access cases for drugs

Source:http://www.fda.gov/Drugs/DevelopmentApprovalProcess/HowDrugsareDevelopedand Approved/DrugandB
iologicApprovalReports/INDActivityReports/ucm373560.htm (accessed January 14, 2015)

*2010: Reporting Year (October 13, 2009 - October 12, 2010), 2011: Reporting (October 13,2010 - October 12,
2011), 2012: Fiscal Year (October 1, 2011 - September 30, 2012), 2013: Fiscal Year (October 1, 2012 - September
30,2013)
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® 65 m 41 m Single Patient Emergency
m Single Patient
= Intermediate Size

m Treatment
m 1547

Figure 5 The total number of FDA Expanded access cases for drugs

Source:http://www.fda.gov/Drugs/DevelopmentApprovalProcess/HowDrugsareDevelopedand Approved/DrugandB
iologicApprovalReports/INDActivityReports/ucm373560.htm (accessed January 14, 2015)
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332 FDA#KRT 7 ®R 70l T LA MK (RiA)

EWBIRIO FDAYLRT 78 A7 0 /5 L H

o - KRS M & Table 10 1278

R
Table 10 The number of approved Expanded Access applications for biologics
Category | 2000 | 2011 | 2012 2013
Expanded Access INDs
Single Patient Emergency INDs received 24 24 36 112
Single Patient Emergency INDs allowed to proceed 24 24 35 112
Single Patient INDs received 17 22 47 37
Single Patient INDs allowed to proceed 14 18 39 31
Intermediate Size INDs received | 4 1 10
Intermediate Size INDs allowed to proceed 1 4 | Not available 8
Treatment INDs received 0 1 2 0
Treatment INDs allowed to proceed 0 1 | Not available 0
Expanded Access Protocols
Single Patient Emergency Protocols received 4 6 19 14
Single Patient Emergency Protocols allowed to proceed 4 6 19 14
Single Patient Protocols received 31 38 49 56
Single Patient Protocols allowed to proceed 30 36 47 56
Intermediate Size Protocols received 1 4 3 7
Intermediate Size Protocols allowed to proceed 1 4 2 5
Treatment Protocols received 0 1 0 0
Treatment Protocols allowed to proceed 0 1 0 0
Total IND/Protocol received 78 100 157 236
Total IND/Protocol allowed to proceed 74 94 142 226

*2010: Reporting Year (October 13, 2009 - October 12, 2010), 2011: Reporting (October 13,2010 - October 12,
2011), 2012: Fiscal Year (October 1, 2011 - September 30, 2012), 2013: Fiscal Year (October 1, 2012 - September

30,2013)
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WIZAERIFNCET 2R T 7 v A7 0 7T AOHGE « KREEF K E
Figure 6 IZF & 7z, 2010 ST 74 725 72 DIZxb L, 2013 1L 226 R %
THIMLTWS, ZOEFITEMRANEET 5= ABHEITNDLZ &b,
WRT 78 AT 07T AOWEE, KBMFE A TWD LHEIS LD, (Figure
6) AFRNTEARESNIZHIEOWNR (Figure 7) 1%, B3R & Ak CREMH
(Single Patient Emergency) & fiil %« @ #351lE (Single/Individual Patient) il FE 73
Koy & TV 5b (509/536)

2(5Cgse) ® Treatment
= Intermediate Size

200 m Single Patient
m Single Patient

Emergency
150
100
50 -
0 1 T 1
2010 2011 2012 2013

Figure 6 The number of FDA Expanded access cases for biologics

Source: http://www.fda.gov/biologicsbloodvaccines/ucm413041.htm (accessed January 14, 2015)

*2010: Reporting Year (October 13, 2009 - October 12, 2010), 2011: Reporting (October 13,2010 - October 12,
2011), 2012: Fiscal Year (October 1, 2011 - September 30, 2012), 2013: Fiscal Year (October 1, 2012 - September
30,2013)
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m Single Patient Emergency
m Single Patient
= Intermediate Size

® Treatment

m 238

Figure 7 The total number of FDA Expanded access cases for biologics

Source: http://www.fda.gov/biologicsbloodvaccines/ucm413041.htm (accessed January 14, 2015)

3.3.3 ClinicalTrials.gov PN D FRAFR M I3 % EERABR EE

K [E E LA AEMSEET (U.S. National Institutes of Health) 235FTA L CTu 5 iR
BRE g7 — # ~X— A ClinicalTrials.gov (https:/clinicaltrials.gov/) 7> & AR A GE L
MNCBT 2B 2 U7z, 2014 422 H OFAT 161,980 DT — & 3 5k
NTWe, TOHEZOTNL, LFOXF—U—REHEPLTT—FERHKEL
72, ClinicalTrials.gov @7 — % ~<X— X TlX, Study Type = Expanded Access |Z 7% &
LT —Z 2 TEX 508, ZOHRAIEF—TUV—FRELDV b v MR D0

(229 1) Z & bholclow, AENEF—U— FBEEZHH L,
F—TU—F
“Expended Access”
“Compassionate”
“Emergency Use”
“Treatment Use”

“Continued Access”
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ZTOREK, TNH6DF—U—RiZt vy b LT —=ZI3A5 589 1 (HELSE
o) LY, BEELTWLT =X 2R L5161 L o7z, T D 516 fFDOW,
T —H _X— AN EF 5 T 5 Intervention D H7 2 J —TEHLS (Drug) 72134
EA| (Biologics) (2% 72 6 DA% 391 {4 (Figure 8). Device [Zi%% 35 1

DM 56 & 72> 7= (Figure 9),

161,980 cases

Searched by the following key words
“Expanded Access™: 276
“Compassionate™: 206

“Emergency Use™: 14

“Treatment Use™:26

“Continued Access™ 67

589 cases

Remove Duplication : 73

516 cases

Filtered by Type: Intervention includes
“Drug”(356) or “Biclegics™(35)

391 cases

Breakdown of the 391 cases

Compassionate Use: 120

Compassionate Use + Emergency Use : 1
Compassionate Use + Emergency Use + Expanded
Access: 1

Compassionate Use + Treatment: 1

Compassionate Use + Treatment+ Expanded Access: 1
Compassionate Use + Expanded Access: 38
Compassionate Use + Continued + Expanded Access: 2
Emergency Use: 7

Emergency Use + Expanded Access: 1

Treatment Use: 8

Treatment Use + Expanded Access: 9

Continued Access: 36

Continues Access + Expanded Access: 1

Expanded Access: 165

Figure 8 The number of Expanded Access cased in ClinicalTrials.gov for drug and

biologics

Source: https://clinicaltrials.gov/
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161,980 cases

Searched by the following key words
“Expanded Access”: 276
“Compassionate”: 206

“Emergency Use™: 14

“Treatment Use™:26

“Continued Access™ 67

Breakdown of the 56 cases

Compassionate Use: 9

Compassionate Use + Emergency Use ; 2
Compassionate Use + Treatment: 1

Compassionate Use + Continued: 1

Emergency Use: 0

Treatment Use: 3

Continued Access: 23

Other Expanded Access: 17 (non expanded access)

589 cases

Remove Duplication: 73

y

516 cases

Filtered by Type: Intervention includes
“Device”

56 cases

Figure 9 The number of Expanded Access cased in ClinicalTrials.gov for device

Source: https://clinicaltrials.gov/
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AWFZE TITEREIICE L TR 7 — 2 2L FICY X b L7, EELR

AYIANCE U CIEIARF RO T AN, AR ONIEDHPH & LT,

F T EEHER 2B L T ClinicalTrials.gov N C% — U — K “Compassionate Use”
THRZR L 725 R % Table 11 1273 L7z,

Table 11 Device:keyword search — “Compassionate Use” (13 cases)

Catheter

Disease|Asthma|Respiratory

Insufficiency

NCT Number Device Recruitment Conditions eEcniorCol oy Roii
ators ent
Muscular VSD Approved for | Muscular|Ventricular|Septal|| AGA Medical
NCT00590382 Occluder marketing Defects|VSD Corporation
Incraf AAA . .
NCT01776450 | Stent Graft Available Abdominal Aortic Cordis Corporation
System Aneurysm
Bion Occipital . . L
NCT01050959 | Nerve Stimulation| Completed Chronic, Medically Boston Scientific 11
(ONS) Refractory Headache Corporation
Zenith AAA
Endovascular Abdominal Aortic
NCT00196092 Graft Clinical Completed Aneurysm Cook 819
Study
CYPHER
NCT00231244 Sirolimus-Eluting | Completed Coronary Artery Disease Cordis Corporation| 252
Coronary Stent
ELAD . .
NCT00832273 | (bio-artificial i‘;}gﬁ:f Liver Failure ;;‘gal Therapies,
liver therapy ) ’
The Becker No longer Mentor
NCT01000012 Eﬁgicl;ier/Breast available Breast Reconstruction Worldwide, LLC
Intrabuccally-adm
inistered No longer Pasche, Boris,
NCT00805337 amplitude-modula| available Cancer M.D.
ted RFEM
NCT00583583 | AMPLATZER | No longer Patent{Ductus|Arteriosus | A9 Medical
Duct Occluder available Corporation
NCT00604643 Eﬁéiﬁgoﬁﬁg:f No longer Abdominal Aortic Medtronic
Stent Graft available Aneurysms Endovascular
e University of
NCT00812708 i\fi‘s’rgzeri C’z‘:‘ﬁ“al Recruiting Aniridia California, Los 70
v Angeles
Mechanical . . Straub Medical
NCT00314002 Thrombectomy Terminated Pulmonary Embolism AG 50
Emphysema|Acute
Hattler Respiratory Distress
. . . Syndrome|Chronic Alung
NCT00288964 Respiratory Assist| Withdrawn Obstructive Pulmonary Technologies 20

Source: https://clinicaltrials.gov/
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WA= 1Z B L T ClinicalTrials.gov N CTx%— Y — K “Treatment Use” Ty

T T-FE S A Table 12 IZFRIZ/R LT,

Table 12 Device:keyword search “Treatment Use” (3 cases)

Al Device Recruitment Conditions Sponsor/Collaborators | Enrollment
Number
[Pulmonary Artery Is)tlelg(l)(;?j}r)}; |mona Johns Hopkins
INCT01824160|Repair With Recruiting Regurgitation|Te trrzlo of [University|Richard E. 50,
Covered Stents sure gy RingelMedtronic
Fallot
o L . Clinical Research
INCT01860612) (A(?rfllsfgﬁglgi) Recruiting iililr;z?;ndla‘l)amal Consultants, 300
Inc.HumanOptics AG
INAVISTAR
THERMOCOOL Heart
INCT00721149|Catheter for the [Terminated |Diseases|Arrhythmia|Atrial [Biosense Webster, Inc. 10,
Radiofrequency [Fibrillation
[Ablation

Source: https://clinicaltrials.gov/

WIZEFEH 2B L T ClinicalTrials.gov W T¥%— 7 — K “Continued Access”

THIZR L7554 Table 13 IR L7,

Table 13 Device:keyworkd search “Continued Access” (23 cases)

NCT Number Device Recruitme Conditions Sponsor/Collaborat | Enrollme
nt ors nt
Mitral Valve
Insufficiency|Mitral
Percutancous Active, not nglergitationﬂ\/litral
NCT00209274 | Mitral Valve . Evalve 1317
Repair System recruiting Valve '
Incompetence|Mitral
Regurgitation|Mitral
Insufficiency
WATCHMAN
LAA Closure
Device in Patients Active, not | Atrial Boston Scientific
NCTO1182441 p]/étr}:lg g::} Versus recruiting Fibrillation|Stroke Corporation 475
Long Term
Warfarin Therapy
NCT01628159 Moxy Drug Coated | Active, not | Peripheral Artery Lutonix, Inc.|C. R. 975
Balloon recruiting Disease Bard

(Continued on next page)
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Table 13 Device:keyworkd search “Continued Access” (23 cases)
(Continued from previous page)

NCT Number Device Recruitme Conditions Sponsor/Collaborat | Enrollme
nt ors nt
ércgc Front Acti i Medtronic Atrial
NCT00889681 | ~2ra¢ CUVE MO 1 A trial Fibrillation Fibrillation 80
Cryoablation recruiting . .
Solutions|Medtronic
System
Egifri\{?r;us Active, not Coronary Artery
NCT00846846 . . Disease, Autosomal Medtronic Vascular 1000
Eluting Coronary recruiting .
Dominant, 1
Stent System
Silicone Gel-Filled | Approved .
NCT00948948 Mammary for Breast Reconstruction Mentor Worldwide,
. . LLC
Prosthesis marketing
Ovatio CRT
Implantable Approved .
NCT00528320 | Cardioverter-defibr | for g;?ff:t(’éf{?)ea” ELA Medical, Inc.
illator (ICD) marketing
System
Mentor Siltex Approved Breast
NCT00811525 | ontour Profile Gel | for Augmentat19n|Breast Mentor Worldwide,
. ReconstructionBreast | LLC
Mammary Prosthe | marketing ..
Revision
EXCOR Pediatric Approved Heart
NCT01242891 Ventricular Assist for Failure|Cardiomyopat | Berlin Heart, Inc
Device marketing hies
MR Guided
Focused
Ultrasound
Surgery in the Uterine
NCT00295217 | Treatment of Completed | Fibroids|Uterine InSightec 15
Uterine Fibroids: Leiomyomas
Software V4.2
Validation -
ExAblate 2000
Rotator Cuff
Reverse Shoulder Arthropathy|Failed .
NCT00764504 Prosthesis Completed Total Shoulder|Failed Encore Medical, L.P. 516
Hemi-arthroplasty
Chronicle
Implantable
&iﬁﬁgﬁ?ﬁnﬁ) Enrolling Medtronic Cardiac
NCT00991120 . by Heart Failure Rhythm Disease 300
System, Chronicle A
invitation Management
Implantable
Cardioverter
Defibrillator
Anatomically . Breast
haped silicon Enrolling |\ o mentation|Breast
NCTO01853605 | Srapecsticone by ugmentaionBreast 1 4 yj.poan Medical 1000
gel-filled breast ST Reconstruction|Breast
) nvitation ..
implants Implant Revision
NCTO01317082 | Acupressure No 1 onger Nausea|Vomiting Therapeutics: 101
available Inc.
. the Treatment
Mapisal Versus an Hand-foot Syndrome
Urea Hand-foot . .
Cream as Patients With
NCT01626781 | Prophylaxis for No }onger Gastrointestinal AIO-Studien-gGmb
available Tumors or Breast H

Capecitabine-induc
ed Hand-foot
Syndrome

Cancer, Who Are
Treated With
Capecitabine

(Continued on next page)
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Table 13 Device:keyworkd search “Continued Access” (23 cases)
(Continued from previous page)

NCT Number Device Recruitme Conditions Sponsor/Collaborat | Enrollme
nt ors nt
Mitral Valve
Insufficiency|Mitral
Valve
NCT01931956 | MitraClip System | O longer | RegurgitationMitral -\ g oo
available Valve
Incompetence|Mitral
Regurgitation|Mitral
Insufficiency
Scandinavian Total
Ankle Small Bone
NCTO01288586 Replacement Recruiting Primary Arthrosis . 125
Innovations, Inc.
System (STAR
Ankle)
Medtronic
NCT01531374 | CoreValve System | o iting | Severe Aortic Stenosis | Mcdtronic 4500
Transcatheter Cardiovascular
Aortic
WATCHMAN Boston Scientific
NCT01760291 LAA Closure Recruiting Atrial Fibrillation . 1500
Corporation
Technology
Drug Refractory
THERMOCOOL .. Symptomatic Biosense Webster,
NCTO1639495 | g\arTTOUCH | Recruiting PZroEysmal Atrial Inc. 148
Fibrillation
Kineflex/C
Artificial Disc
NCT00374413 ?;Zitf,ﬂlf" Treat | Terminated gfieazzr?gvDeD?‘sc SpinalMotion 343
Degenerative Disc
Disease (DDD)
Kineflex Artificial
Disc System to Degenerative Disc
NCT00292292 | Treat Degenerative | Terminated . SpinalMotion 514
. . Disease
Disc Disease
(DDD)
Mentor Becker 25 .
NCT01286870 | Expander/Breast Terminated | Breast Reconstruction LMLe(r;tor Worldwide, 11
Implant

Source: https://clinicaltrials.gov/
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WRIZEIEMIZBI LT, FDA OAGREEI & ClinicalTrials.gov D Ekf%L &
DL#E % Table 14 /R L7, JFETHIRRZN, EREERICET 2T — X I1TAR

SNTW o,

Table 14 Comparison between the number of approved cases by FDA and the

number of cases registered in ClinicalTrials.gov (Drug)

ClinicalTrials.gov

Expanded Access INDs FY2010 FY2011 FY2012 FY2013
Oct 13,2009 - | Oct 13,2010 - | Oct 1, 2011 - [Oct 1, 2012 -
Oct 12,2010 | Oct 12,2011 | Sep 30,2012 | Sep 30, 2013
Single Patient Emergency 500 445 287 315
INDs/Protocols Total
Single Patient INDs/Protocols Total 500 741 617 612
Intermediate Size INDs/Protocols Total 7 | 22 35
Treatment INDs/Protocols Total 7 12 10 12
Total Number of Expanded Access 1014 1199 936 974
INDs and Protocols
#Cases registered in 161

Source: https://clinicaltrials.gov/

KIZ ClinicalTrials.gov WIERT 78 A 70 77 LEIEOHW T, a7 L5%ET
AT —H A2 5 T D RZEM 109 HH TRER DB SR S 4TV D5 & R R 2
Bk STV WS D Table 15 12 LT,

Table 15 The number of Expanded Access cases which completed

Status Biologics Device Drug Total
Has Results 2 2 21 25
No Results 6 4 74 84
Available
Total 8 6 95 109

Source: https://clinicaltrials.gov/
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334 FRARMERT—

ZIZER LTS FDA 738 BE B i 2 =

KIZFDA DT —HZ X—=ZA0b JERT 78 AT 077 AEiFar Ry a
=k 2= RCDWTE R LTS R &2 ORGREER S E
(PRESCRIBING INFORMATION X° Summary of Safety and Effectiveness 72 &) %

Table 16 (2~ L7,

Table 16 Products in which compassionate use data are employed in their

evaluation reports

B

F—U—FASksh TV HEE

% — U — [ “Expanded Access"or"Compassionate Use”

EXCOR®Pediatric Ventricular
Assist Device (EXCOR)

http://www.accessdata.fda.gov/cdrh_docs/pdf10/h100004b.pdf

IBV® Valve System

http://www.accessdata.fda.gov/cdrh_docs/pdf6/H060002b.pdf

Cormet Hip Resurfacing System

http://www.accessdata.fda.gov/cdrh_docs/pdf5/P050016b.pdf

CardioWest temporary Total
Artificial Heart (TAH-t)

http://www.fda.gov/ohrms/dockets/dailys/04/0ct04/102704/04m-0471-aav0
001-03-SSED-voll.pdf

Medtronic ATS00™ DDDRP
Pacing System (Model AT501)

http://www.accessdata.fda.gov/cdrh_docs/pdf/P980035S013b.pdf

Pipeline™Embolization Device

http://www.fda.gov/downloads/AdvisoryCommittees/CommitteesMeeting
Materials/NeurologicalDevicesPanel/UCM247165.pdf

Barostim neo® Legacy System

http://www.accessdata.fda.gov/cdrh_docs/pdf13/H130007b.pdf

NexGen® LPS-Flex Mobile and
LPS-Mobile Bearing Knee
Systems

http://www.accessdata.fda.gov/cdrh_docs/pdf6/P060037b.pdf

EnterraTm Therapy System

http://www.accessdata.fda.gov/cdrh_docs/pdf/H990014b.pdf

Howmedica Osteonics® ABC
System and Trident™ System

http://www.accessdata.fda.gov/cdrh_docs/pdf/P000013b.pdf

NeuRx DPS™, Diaphragm Pacing
System

http://www.accessdata.fda.gov/cdrh_docs/pdf10/H100006b.pdf

XVIVO Perfusion System
(XPSTM) with STEEN Solution™
Perfusate

http://www.accessdata.fda.gov/cdrh_docs/pdf12/H120003b.pdf

¥ —YU—F “Treatment IDE”

DERMAGRAFT®

http://www.accessdata.fda.gov/cdrh_docs/pdf/P000036b.pdf

% —U—F “Emergency Use”

HeartWare® Ventricular Assist
System

http://www.accessdata.fda.gov/cdrh_docs/pdf10/P100047b.pdf

GORE@ TAG@ Thoracic
Endoprosthesis

http://www.accessdata.fda.gov/cdrh_docs/pdf4/P040043S040b.pdf

Chilli® Cooled Ablation System

http://www.accessdata.fda.gov/cdrh_docs/pdf/P980003b.pdf

Revo MRITM SureScanTM
Pacing System

http://www.accessdata.fda.gov/cdrh_docs/pdf9/P090013b.pdf

F—U— K “Continues Access”

Sientra Silicone Gel Breast
Implants

http://www.accessdata.fda.gov/cdrh_docs/pdf7/p070004b.pdf

Scandinavian Total Ankle
Replacement System (STAR
Ankle)

http://www.accessdata.fda.gov/cdrh_docs/pdf5/P050050b.pdf
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http://www.accessdata.fda.gov/cdrh_docs/pdf10/h100004b.pdf
http://www.accessdata.fda.gov/cdrh_docs/pdf6/H060002b.pdf
http://www.accessdata.fda.gov/cdrh_docs/pdf5/P050016b.pdf
http://www.fda.gov/ohrms/dockets/dailys/04/oct04/102704/04m-0471-aav0001-03-SSED-vol1.pdf
http://www.fda.gov/ohrms/dockets/dailys/04/oct04/102704/04m-0471-aav0001-03-SSED-vol1.pdf
http://www.accessdata.fda.gov/cdrh_docs/pdf/P980035S013b.pdf
http://www.fda.gov/downloads/AdvisoryCommittees/CommitteesMeetingMaterials/NeurologicalDevicesPanel/UCM247165.pdf
http://www.fda.gov/downloads/AdvisoryCommittees/CommitteesMeetingMaterials/NeurologicalDevicesPanel/UCM247165.pdf
http://www.accessdata.fda.gov/cdrh_docs/pdf13/H130007b.pdf
http://www.accessdata.fda.gov/cdrh_docs/pdf6/P060037b.pdf
http://www.accessdata.fda.gov/cdrh_docs/pdf/H990014b.pdf
http://www.accessdata.fda.gov/cdrh_docs/pdf/P000013b.pdf
http://www.accessdata.fda.gov/cdrh_docs/pdf10/H100006b.pdf
http://www.accessdata.fda.gov/cdrh_docs/pdf12/H120003b.pdf
http://www.accessdata.fda.gov/cdrh_docs/pdf/P000036b.pdf
http://www.accessdata.fda.gov/cdrh_docs/pdf10/P100047b.pdf
http://www.accessdata.fda.gov/cdrh_docs/pdf4/P040043S040b.pdf
http://www.accessdata.fda.gov/cdrh_docs/pdf/P980003b.pdf
http://www.accessdata.fda.gov/cdrh_docs/pdf9/P090013b.pdf
http://www.accessdata.fda.gov/cdrh_docs/pdf7/p070004b.pdf
http://www.accessdata.fda.gov/cdrh_docs/pdf5/P050050b.pdf

Table 16 Products in which compassionate use data are employed in their

evaluation reports

(Continued from previous page)

B

F—U—FPEhSh TV HEE

Thoratec HeartMate® II Left
Ventricular Assist System (LV
AS)

http://www.accessdata.fda.gov/cdrh_docs/pdf6/p060040b.Pdf

MitraClip® Clip Delivery System

http://www.accessdata.fda.gov/cdrh_docs/pdf10/P100009b.pdf

Arctic Front®Cardiac
CryoAblation Catheter (Models
2AF232 and 2AF282)

Freezor® MAX Cardiac
CryoAblation Catheter (Models
239F3 and 239F5) CryoConsole
(Model 106A2) Manual Retraction
Kit (Model 20MRK)

http://www.accessdata.fda.gov/cdrh_docs/pdf10/P100010b.pdf

Thoratec HeartMate® 11 Left
Ventricular Assist System (LVAS)

http://www.accessdata.fda.gov/cdrh_docs/pdf6/P060040S005b.pdf

PRESTIGE® LP Cervical Disc

http://www.accessdata.fda.gov/cdrh_docs/pdf9/P090029b.pdf

GORE@ TAG@ Thoracic
Endoprosthesis

http://www.accessdata.fda.gov/cdrh_docs/pdf4/P040043S040b.pdf

ProDisc™-C Total Disc
Replacement

http://www.accessdata.fda.gov/cdrh_docs/pdf7/P070001b.pdf

MemoryShape™ Breast Implants

http://www.accessdata.fda.gov/cdrh_docs/pdf6/P060028b.pdf

PRESTIGE® Cervical Disc
System

http://www.accessdata.fda.gov/cdrh_docs/pdf6/P060018b.pdf

Natrelle® 410 Highly Cohesive
Anatomically Shaped
Silicone-Filled Breast Implants

http://www.accessdata.fda.gov/cdrh_docs/pdf4/P040046b.pdf

% — 7 — K EMA EPAR “Compassionate Use”

http://www.ema.europa.eu/docs/en_GB/document_library/EPAR - Public

HEMANGIOL assessment_report/human/002621/WC500166912.pdf

Daklinza http://www.ema.europa.eu/docs/en_GB/document_library/EPAR - Public
assessment_report/human/003768/WC500172849.pdf

Defitelio http://www.ema.europa.eu/docs/en_GB/document_library/EPAR - Public

assessment_report/human/002393/WC500153152.pdf

Para-aminosalicylic acid Lucane

http://www.ema.europa.eu/docs/en_GB/document_library/EPAR - Public
assessment_report/human/002709/WC500166373.pdf

Elelyso

http://www.ema.europa.eu/docs/en_GB/document_library/EPAR - Public
assessment_report/human/002250/WC500135112.pdf

Orphacol

http://www.ema.europa.eu/docs/en_GB/document_library/EPAR - Public
assessment_report/human/001250/WC500131542.pdf

¥ —U— [ “http://www.accessdata.fda.gov/drugsatfda_docs”

“compassionate”

http://www.accessdata.fda.gov/drugsatfda_docs/label/2011/019949s0511bl.

DIFLUCAN® pdf
. http://www.accessdata.fda.gov/drugsatfda_docs/label/2012/050740s0211bl.
AmBisome pdf -
APTIVUS. l;:jt?://www.accessdata.fda.gov/drugsatfda_docs/label/ZO1 1/021814s0111bl.
Mvalent http://www.accessdata.fda.gov/drugsatfda_docs/nda/2014/1253900rig1s00
yaiep 0MedR.pdf
HEMANGEOL . http://www.accessdata.fda.gov/drugsatfda_docs/label/2014/205410s0001bl.

pdf

ZYVOX® (linezolid)

http://www.accessdata.fda.gov/drugsatfda_docs/label/2014/021130s032,02
1131s5026,021132s50311bl.pdf

TRASYLOL®

http://www.fda.gov/downloads/Drugs/DrugSafety/PostmarketDrugSafetyln
formationforPatientsandProviders/UCM142741.pdf

(Continued on next page)
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http://www.accessdata.fda.gov/cdrh_docs/pdf6/p060040b.Pdf
http://www.accessdata.fda.gov/cdrh_docs/pdf10/P100009b.pdf
http://www.accessdata.fda.gov/cdrh_docs/pdf10/P100010b.pdf
http://www.accessdata.fda.gov/cdrh_docs/pdf6/P060040S005b.pdf
http://www.accessdata.fda.gov/cdrh_docs/pdf9/P090029b.pdf
http://www.accessdata.fda.gov/cdrh_docs/pdf4/P040043S040b.pdf
http://www.accessdata.fda.gov/cdrh_docs/pdf7/P070001b.pdf
http://www.accessdata.fda.gov/cdrh_docs/pdf6/P060028b.pdf
http://www.accessdata.fda.gov/cdrh_docs/pdf6/P060018b.pdf
http://www.accessdata.fda.gov/cdrh_docs/pdf4/P040046b.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Public_assessment_report/human/002621/WC500166912.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Public_assessment_report/human/002621/WC500166912.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Public_assessment_report/human/003768/WC500172849.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Public_assessment_report/human/003768/WC500172849.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Public_assessment_report/human/002393/WC500153152.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Public_assessment_report/human/002393/WC500153152.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Public_assessment_report/human/002709/WC500166373.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Public_assessment_report/human/002709/WC500166373.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Public_assessment_report/human/002250/WC500135112.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Public_assessment_report/human/002250/WC500135112.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Public_assessment_report/human/001250/WC500131542.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Public_assessment_report/human/001250/WC500131542.pdf
http://www.accessdata.fda.gov/drugsatfda_docs/label/2011/019949s051lbl.pdf
http://www.accessdata.fda.gov/drugsatfda_docs/label/2011/019949s051lbl.pdf
http://www.accessdata.fda.gov/drugsatfda_docs/label/2012/050740s021lbl.pdf
http://www.accessdata.fda.gov/drugsatfda_docs/label/2012/050740s021lbl.pdf
http://www.accessdata.fda.gov/drugsatfda_docs/label/2011/021814s011lbl.pdf
http://www.accessdata.fda.gov/drugsatfda_docs/label/2011/021814s011lbl.pdf
http://www.accessdata.fda.gov/drugsatfda_docs/nda/2014/125390Orig1s000MedR.pdf
http://www.accessdata.fda.gov/drugsatfda_docs/nda/2014/125390Orig1s000MedR.pdf
http://www.accessdata.fda.gov/drugsatfda_docs/label/2014/205410s000lbl.pdf
http://www.accessdata.fda.gov/drugsatfda_docs/label/2014/205410s000lbl.pdf
http://www.accessdata.fda.gov/drugsatfda_docs/label/2014/021130s032,021131s026,021132s031lbl.pdf
http://www.accessdata.fda.gov/drugsatfda_docs/label/2014/021130s032,021131s026,021132s031lbl.pdf
http://www.fda.gov/downloads/Drugs/DrugSafety/PostmarketDrugSafetyInformationforPatientsandProviders/UCM142741.pdf
http://www.fda.gov/downloads/Drugs/DrugSafety/PostmarketDrugSafetyInformationforPatientsandProviders/UCM142741.pdf

335 CHMP 2 Ny gxRx—h +ax—R F¥E=F4rU Xk

R1Z CHMP (Committee for Medicinal Products for Human Use) (2 X 54 B =4
L DORR L oL O —E & Table 17 2k L7-, CHMP # b =4 LI,
CHMP MIMNEREICRI L Ta vty vg x— b « 22— 2O HSM:. BiAfm g,
RGELERHBEICHETIEREZEDOZ L THD, [46]
ReA L TINZ DS FEHORTHY , MBRENSY 7R ML A=
FUBMERENDEN, FIzE7 7 ATHEA OBFICHEAT D) I3 AT 4
7 ATU 7215 T, 2014 2 231 O ERI DB B o7, [47] ZOT- LT 5 &
BARCHMP OF =4 HEVFEHI N TWRNWZ EBhbnrb,

Table 17 CHMP compassionate use opinion list (as of Aug 8, 2014)

Table 17 &% % & C AT

Name of medicine Active Disease Member  Company Status
substance State
Ledipasvir/Sofosbuvir  ledipasvir, hepatitis C Ireland Gilead Sciences  Ongoing
sofosbuvir genotype 1 Limited
Daclatasvir daclatasvir hepatitis C Sweden Bristol-Myers Ongoing
genotype 1 Squibb  Pharma
EEIG
Sofosbuvir Gilead Sofosbuvir hepatitis C Sweden Gilead Sciences Ongoing
genotype 1 International Ltd
IV Zanamivir Zanamivir Pandemic Sweden GlaxoSmithKline  Ongoing
A(HIND)v R&D Limited
Tamiflu IV Oseltamivir Pandemic Finland F.Hoffmann-La Closed
phosphate (HINT) Roche Ltd

Source:http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/general/general_content_000293.jsp
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3.4 E5
3.41 FDAHERT 7Rl 5 LAOBEE - KB

Table 9 |Z[E 3K 5, Table 10 ([ZAEWHRA|D FDA JLKT 7 v A7 0 75 LD H G
B KB DORE IR LT, EREIRICEL T ilﬂﬁ%@?‘~&7ﬁ‘i%{iﬁéﬂfu\ﬁ
molo, EIHELOPFER, KRB A T 5 &, FlxIE 2013 FEILAEFE 977
RO HFHEICRT L 974 HEVERRB STz KRR 99.7%), F-AMRANEEL T
t 2013 FE XA R 236 RO BT LT 226 &R STV 5 (KGR 95.8),
MHF L HEVIEARETH DL, ZOMFITIL FDA ~HEFET DRI, BEN B
DY A RNEHER L TWOLRENGTENTWARY, [48] IERT 78R T "
7T DNHFEORKORMZHHET 572012, FDA & 7' 0t A 2 t#E T 5 LE)N
H5b,

3.4.2 FDA expanded access report & ClinicalTrials.gov 7 — % & O i

2014 4= 2 H 28 H® ClinicalTrials.gov 7 —# 4= 161,980 }:/>5, Expanded
Access 2 U8 Compassionate Use ([ZPRT KRB OT —F 42 F—U— R
(Expanded Access, Compassionate Use, Emergency Use, Treatment Use, Continued
Access)x b LI L7z, BE LT — ¥ %2R< &, £2516 10T — 2 13556
. FNDIERYNET —F X—RCFKIT BV Type & b 9: Z. 391 {42 Drug &
U\ Biologics  (Figure 8) . Device 7% 56 {4 (Figure 9) (2571 b7,

Figure 4 |Z, FDA OH% A F 0B/ 6070 2010 206 2013 FiZiTbhic
Expanded Access Program O E i8I T 57 — % Th 5, 4 936 75 1199
4 Expanded Access 23 HI3E ST 5, Z OFT-1E IND/Protocol @ &g HLLL D
BFETHY, ERICT 7T A28 L CRAREIELZ M L2 EE oI
Z DT LD %\, (Intermediate size IND/Protocol & Treatment IND/Protocol @
enrollment $XI24& 179" %) ClinicalTrials.gov O — ¥ % FH.% & 1999 45 2014
2 HETIT4 356 143@%15]7%5) %, (Figure 8 ® Drug {44%)

INODOHFDOHIIZ XY | JERT 78 AT 077 LOREFINHED K7 —
S _—= 2T ANT] éh‘fl/\fﬁb\ EBOMND, (35 FDA OFT —4 2009 4F 10 H
MNH 20139 AFTOT—HThh, = @/ﬁﬁﬁaﬁ@ ClinicalTrials.gov PN O 411X
161 - TH 7=, ) (Table 14) FDA | ClinicalTrials.gov °%—F T %%
L TT 7 & A A7 B R BER & 7 1T AR AR RIS X 2 1RIEZ T &
INTHELEL TV D, [A9PRAGRE ORI Z BT 272018, ETBENE

53



DRI T 7 ' AR[RE)Z F1 5 72 1T Clinical Trials.gov O A KGR AR I
B9 57 — 2Bk etEsns 2 & 753‘5’3&%50ChmcalTrlals.gov TR R
ZIEH L, 7077 A2MEEZ IR L, FoMEaIc LHESHM R L
MBAREND KO BRA—T 0B DH L7 n v A% /EY BT 5 Z &3,
KEPERT 78270 77 AOEEHEZ®mD D Z & LRIFFIC, BEORAT M
HoO7 72 RmEIZORNbDEEZLND,

343 BEFEINTVWETFT—FDEIZHONWT (EREROEH)

Figure 9 2R L72 X212, ERERICETLIIEKRT 7 AT 07T 4
(Expanded Access Program) D747 —Z 56 2B L TR AT &, 56
13 3% — U — R “Compassionate Use” & Z AT —ATh b,

13 #4516 4128 L TiX Enrollment DA AT S TEY . £ H1E 11 0
5819 HOFHICH D, JEKRT 7 v AT 0 7T 5Ol TH 5 Compassionate
Use I£, AZKRICLEEHIETHY, 819 fRIIHFE LTRETEDL, 22
Tl “Compassionate Use” & VN9 ¥ — U — K% ff# D Expanded Access Program
@—ﬁiﬂ}ﬁ ELTHHLIZDO TS, NERRIFELE WO BHR TOIRFETYF—

— KBRS EHERI SN, o, IERT 78R T 07T AL GERIK

@J@Fﬁﬁaﬁﬂf Humanitarian Device Exemption (HDE) £ {E5 L CWA 7 — A HH
EFNTWe, 2 BTl L DS, KETIE, BEORIAGE il ] OO il BE 23 17
TEL, %ﬂ%i’bﬁﬁﬁfféﬁ&')@g*%@ EINEIR D, S%T —FXR—2ADE%
W k35 BT, ~RKEDHIENELONT N ZHICT 5 Z &2, KRR
HE 2R OERIRZEIET 5 Z R TE, fIERROBGEIZORBDL DL
Bbohb, £, 43T — X X— AN Study fEROF I L THHAET 5 &,
EREEF—U— F it L72ESRE (Drugs) , E%HRF| (Biologics) , EE ks

(Device) D4 447 fEDW Study NFTET AT —Z ADH DB 109 0 . £ D
PCHRPANTEN TN D HDIFTDOT 254 ThH o7, (Table 15) Z DT —#
MNHEbHT =X ASOEDmERROND Z ENDND

AHFFETIL, BIFREIRO S RRITHE LT, 4 f(ﬁl:ﬁeuu - AR BEN T L

THRROHENLETH 5,

3.44 FARBMERAT —ZIZEKR LTV FDA AR EREEMHE

Table 16 & .5 & | FERHERS . EIEIL & B ICHEE O REEEREED R T,
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RABMERT = RERINTND Z LB D, il 21, EXCOR®Pediatric

Ventricular Assist Device ZfIZH S &, ARBGITHB A LOIETH 203, HEE

72 EHL (Serious Adverse Event) (2B 2 @isotic, BAMH (Emergency

Use), 273wy ¥ a x— bk « —2RZ (Compassionate Use), & L Tk 7 7 & &
(Continued Access) DHEFRLEA TS, [43]

3.5 /G

KESCHCK T, FIESNTWAIEKRT 7 8AT 0 /T A a3y g X
—F s 2 RHEOTF, fx RAEKRMOFERNMTOIL TS, LorL, KE
® ClinicalTrials.gov 7 —# X—Z|ZBI LTI, 7 7 & A ATREZR R b O 1 H
[ZOWNWTT —Z DOAHERATINEDFEN & b %612 < AT b,
FRIKBIADT 7B AEZHLEL TV L BEFICHLERIFEREZRMITE D L5 ik
D & 2 I RN FTIEN RO B D,
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PAE fEim (ARZHDHREREKBLFEAFEDORS)
4.1 EAHFROKE

AWFFE T, B LOARKRR ISR OB E LD KIE BN O EHK
ah, ERREEES . AMRFANCE T AR SR OfF e £ L olz, £
T DHIE S PE Lz, T BOROREDOIERET —Z 2dHET 52 LI2LY,
HEH EOREEZ LM LT,

4.2 HAEORAR MM FH EEEH E

AMFIEDOH 1 TR K 91T, 2015 12 AT, HARTIIRARGHO
NIBERIERIRAE FHIEE 23 220, B RO RKFRSEERSIE & U<, B{ERKRIFZEO
—E LTHEMEINTWAIEEER B, FL45BEANTESN TV DHEEH
HEEE K OV BB LS & DVEBR O ELZ D\ T Table 18 K ONL FITR LT,
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Table 18 Overview of mechanism for use of Japan unapproved product

JEHEBER B eI DG R B TR
B EE D Pl 7 BRI B PR 2E B
AT A
B4 BG R WS 12 B4 % M B | BEORATZE B9 2 (MR | 6CP B4
st tagt
SR AR PR - PR bR P - PR B D 7
HE - x4 REERSENEE L | EEEROMRICRD | AhICERREER D
FERHEOMGEOE | OB, —EOREM . | 2EER KR TH-
FIHRTHER KER | AOEBHERSNEE | T BEOBRBRECEL)
8B ER 0 7= R HE R | R D SEEEROER | 722 b OREELARVER
PRI GRS DAV FERE | FHE GEASILHE) Gt | AKROULMIS S OTEHE
IR HE) D BB T DR E | HarBLT 5,
(B, FEHIDE A
PHEE APHERET S
BEE) @ SRR L
L CTEHEE STV
Bk (—EoENEK
B WEAMERE RS S D
e, EHEEHEER A
M E 72 7o T B
42.1 ELEERB

SEMEEIRIC BT D BRI 72 E X FIZHOWTLLTFIZRT, [50]
(B R EE - el ER OIS\ T e

http://www.mhlw.go.jp/stf/seisakunitsuite/bunya/kenkou_iryou/iryouhoken/sensiniryo/

index.html)

TEUEESFRN R S FART9 70 2 77

TEHEIESFIZ DU T, Tk 16 412 H DJEAE B K & VB F a7 24
KB I e, FEFEFFALERE, TTIEOCET Y, ol B F X -
HAEY) & DEARGE BICHEDE, FROLZEMZHRL, BEA
HDOHEK 2175 v o8R8 2200, [HERDERE & IAIT,
FIEPEZ 7] 75 &0 DSBS, LUFICONT | 2t FRIME
EHEIRT S 72 0IC—E DRI G FE L, L%t I Z 7% 2 75 R
PRIESEFERI D Ja (HIZ L 0 KITLEE, HRIEFE 2R TS5 72 D124 5
E RS ERLEN T &I E R DB R E L, I

57



T3 IRIRIESE i BIDRRIZL D, RREZHEE D 5o 5 =& & L
TB, 1 FERBDIEDIG2IZF D 00 SR 7o ENEE AT (2 X3
3EIRS,) 2 [FEEAg, [ERESEDmME, FHRIER VR EE DR
S Z BT S5 (BEF 3 5 EREAE 145 £ LUT TR Zadn [ e i 755
EU 9, ) ICHED S AGBXITZRGF 50T TR0 (LUT TFRARE) &
V)9, ) XL, [T KT R g DE & fF 5 B2 &
TELENT 3 Rl KLl & 52 17 THGEMRTE XH TV B IEFE G, [E k4
K FFAEEE S a2 o0 THRGR K IZ78aF FHIZ 5 EAL R 05 -
2 ZJEE « FIRKIIERE F (LT [#s) Fvo,) #A9E L
M & D SEHER) R ST F o, TEEENE L, JZE K DED S
FFMERE R ONEE RS (k18 F/ZAE B4 g 495 %) 41 F4
1 BB T, REFEREEE (KIE 11 EEHE 70 5) 5 63 L£HE2HE
3 BHZ IS S M ZE & L, R R RRENA D= D DFFMl 27T 5
bDOE L THEMIT SN TEY, EhRE LR 0 & E I #4 &
KOS EEL TS,

FEHEER A KONB OERIZLLTOEY THh D, [51]

(51 = SERk 24 4F 10 A 24 B 1 EIEEER BN AT SE R 1-3 pagel JoiE
= I ) BE OB
http://www.mhlw.go.jp/stf/shingi/2r98520000021723-att/2r985200000217 7h.pdf)

o JEUEENE A
1 KARBEDEIE A L < 1T ESERER DM KT EFdn L < 1FEH
BEZZ DS SMES & FD R VO IESERNT (412175 & DF5E<)
2 LIFDL 52 ERREN Th o T, LR BEFEZEDREIHIC L 5N K~
DIEBEPIRD THE D (1) FopaRFED RN IR D X 13
BIWTRED IS EI] 2 1 0 Rt (2) KARBEDREIED I
X IZIRBEFEDBISEN & (F D [EI LT

o JLUEEVE B
3 KRR FDEFEA L L < NTESRER DN X I1FFEFE a2 L < 1T EHK
PEGR DB SMEH 7 (F 9 LN (21278175 & DEER<,)
4 FKABFEDEFEME L < 1Z R ORI KT EFE G L < ITEHE
BEZR DI SMEH & (F PR VIESELENT T > T L EFIN T OLE
tE, BRIEFICHES,  TDOEMICFED, EHERELE, BiliOREIZ D
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WY THAICE I BES - Gl 22 38 b DEHrSiLs b o,

SeEER B Lk, RAGRSLOMH 213l AME & 0 5 R, 2R
KR A ED R WA E AR BLE - M2 E T 560 TH H, 2015 4 12 A 1
AT, JEEER B 23 H S D 1RHEOEIS Table 19 Flak O 46 FEETH
%o [52]

SEER BIL, TAZXG L T2 EFRUEICET 2 mEast) T, TERRE
28 OFENT TERMEHE] Z2KEL, KRG EEHTLIHETHY . NEW
WREH O Ry v ax—h e 22— AL ITHBNEZ D, [53] Table 19 % KL
L, WAV T (FEH10) ,NKT (FF 27 10%7—T) Hijg (F5 22,30,
48) v 6 T fifid & W=k (B5 24) ZR<IFEAE T — AN EHM,
=R D SAMEFH D r — A0 ARG DAL & IEXBIE 2 22 W LUV R
ET, SEEER BICE > TH LWARKRMOMEHANMEEI LTV RNnZ & 2vb
5,

Table 19 List of the Japan advanced medical care B program
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(Continued from previous page)
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