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Study on hospital exemption clause of advanced therapy medicinal products in EU and its enlightenment to
China

WANG Yifei, XIE Jinping, SHAO Rong (Institute of Regulatory Science for Medical Products, China
Pharmaceutical University/NMPA Key Laboratory for Drug Regulatory Innovation and Evaluation, Nanjing
211198, China)

ABSTRACT OBJECTIVE To study the hospital exemption clause of advanced therapy medicinal products in the EU, and to
provide policy recommendations for improving the regulatory system of cell and gene therapy (CGT) products in China.
METHODS Through literature review and investigation of the official websites of EU member states, this study compared the
differences in the application and implementation of the hospital exemption clause among member states from the perspectives of
“non-conventional” definition, manufacturing standards, and pharmacovigilance requirements; the potential issues of hospital
exemption clauses in practice were analyzed to propose policy recommendations based on the regulatory status of CGT in China.
RESULTS & CONCLUSIONS EU has provided patients with rare diseases, who lack effective treatment or better therapy plans,
with the opportunity to obtain new treatments through the hospital exemption clause, which has effectively improved the
accessibility of medicines for patients. However, there still are certain disparities in the provisions of hospital exemption clause
among EU member states. For instance, some member states have not explicitly defined “unconventional” circumstances; each
member state has different requirements regarding production quality standards and pharmacovigilance requirement. Additionally, in
the practical implementation of hospital exemption clause, issues such as poor transparency of information and a lack of certain
restrictive conditions persist. Therefore, considering the current landscape and regulation of China’s CGT, it is recommended that
China explore the clinical translational application of low-risk CGT in “unconventional” situations, strengthen the management of
clinical translational application in terms of production quality standards and pharmacovigilance requirement. At the same time, it is
necessary to further standardize the investigator initiated trials, and pay attention to the balance between clinical application and
drug registration and marketing, thereby guiding the sustained and healthy development of China’s CGT.

KEYWORDS advanced therapy medicinal products; hospital exemption clause; cell and gene therapy; investigator initiated trials
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A EEF UGB T CGT Pk R R H AT 5, 257 H:
BN, A T OCEUR SO R R R, (B
BERIES, 7 Ml A TS & JR 45 2 i W A A LA A e 1 A Bk
%, A far e £ 24 ] Ky [ ish O 252 4 2 o
TR BOE . KRN 2 4 45 B R) (the European Medicines
Agency, EMA) E 2 24 i W45 1) Je 3R 5 2 — B i 2 —
FEARE R CGT 7 il I3 Ry S 197 125 B2 24 7 i (advanced
therapy medicinal products, ATMPs ) , T B AL 35 KL KA YT
W) RUNIRTT 25 A TR UL R = E SR
ST AR ML 5 77 o B ZER Ir A7 ATMPs 02005 1 4
it bR R AT BT, (] Regulation (EC) No
1394/2007 30 (LA F fRiFR“ ATMP 3807 ) X HAR T <
B #8fe” (hospital exemption, LA R fijFR“HE”) 553K, BN 7E
PR Y7 75 SR ARG B 78 700 12 HLIAT HoAth a7 7 i B 1
T, FRVFAESS A BT HLAG ) 28 SR AR 2 BTV AT Y
ATMPs HEATIRYT , 3 MG IR 207 B 3L T8 iR il
o B T RE T otk o T I, ARG R SOk
AFF 8 KRS 2% W 425 1 B R I, 57 2 T K B ATMPss 11
HE 253K, JE— 20 WF 98 KR LY Bl 53 1] 738 FH AN SE il HE
S B 25, BT HE 25307 SE b nl BEAF 71
(A, Mo AL E CGT P2 5t nd W AR R RIS R
gL
1 BREEATMPs H) & RIFFIRTE
1.1 BREEATMPs M EH SIS R

45T ATMPs HHRFIA T B 32 2= 1 EMA JRT 1 563k
JT B B2 245 77 §h 2= 5t 25 (Committee for Advanced Thera-
pies, CAT) , & [ 1% ATMPs i b7 18 ] HH i gk f7 Bl 2 d
VL ALFE 7 i AR R RORER R BT R I
DRI EER A, I 7 b 9 28 VRN R0 o 2R
DA R RS 45 E A5y T LR A DG AL

Ft Xt ATMPs, KCEHARZE & T — RIAH AL L
B . 2004 4F , WK B A AT $5 4 Directive 2004/23/EC, K
NPRHLNANRETE G ARAS I e AbEE ORAF U RN
PEE T BT R A bR AE 5 2006 4F , B G5 A 2
MEEARFE A, Bl European Directive 2006/17/EC F1 Euro-
pean Directive 2006/86/EC , J.43 51X} NARZH LA ()48
SR A SR EE A AR 2 A0 A AT I I8 AR AR |
RIE &S 5 A A R R BORIEAT T HLE 5 2007 4F, BR
AR Z BRI, iA T ATMP SRRl T
CAT. IS, BKBAE EMA B & T 20 RI54E g SCAF
PN 18R 3t ATMPs 1977 777 T THT , S0l i AR AN PRAFE ST | 1
TR A B XU P AR B IRBE AR
FLHARSE AR R A 0T, X ATMPs A2 iy Jo] 19
DI EG T TR R 48 3, IR R W
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1.2 BXEE ATMPs B9 A] 7 7E
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assessment, AA ) I 5C245W) (priority medicines, PRIME ) ,
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AR BLE T HE 2530, SORUCE 0 1 3278 2 SRt el
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[ Fsf, I A X6 — e B AN (AR A R Rl T 2 RS i 114
ATMPs,, & 75 0 BR824 27 AR AURS X S BE 7 ik 9 G153
I UBARR 14 JA AR R A 32 1) 245 4l G T 0 7™ i 1Y
WAES, B ATMPs BT L 1.
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ATMP ¥ MR 2 3, (i F HE 453K T B9 ATMPs 75
ARAT R B A Y R AR AL, I R IZ R 5L E B AR SR AL Y
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25 W B R, LU BE HE-ATMPs £45 & 45 58 i i & bk
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ST AR 2 ECELR 3 T 1 LA A
FEE AN S0 HE 50l B P AF e 22 5
2.2.1 “HEEHLE X

JRUAE — B A B 51 DK HE 53N A A T
FALTEH R HE 2304 0T A9 7 fl 025005 12 A B
B ZA B R B0 B3 [ =48 2 Ry A e H AL 2
PEH RS . BAT, B A e | 2L ek o
“HEF AT T 2 Lo

FEREE, AR H R e SR A = AR/ N R R £
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JRi e, B — A TR B A B 8 ke Rl R B R
FRLT A PR 2Z R AR R AN AT AT 2 = AR R Y
TR RAE R 25 FEAE AR o o 22 A 1 A 38 2o HL A ) 5
HORALE AR R B, SO DL B AR ANEE B R0 A A
[) ATMPs LA B /NS £ 1) ATMPs 22 SR “HER L o
2.2.2 MR

WK ATMP 3 ML AE , HE-ATMPs 4 451 4 B4 72 I
ARG, X Le R o 5 A T ALY ATMPs #2119 it
AR EAATE] o BRBEAE 2017 4F & AT T 5T X ATMPs (€2}
mh A P I BV ) (Good Manufacturing Practice of
Medical Products, GMP) , 343 A% 51 Bl 32 45 24 Ji) X} HE-
ATMPs A5 = e ifE B A T T8 . E AT, B AR 5L
] 3 34 2 5K A= 72 HE-ATMPs B9 4l 5% 2 B 26 A 454 24
i AR PR RTIE . HE-ATMPs A] LA i 54 25 5 Ak 72 34 m)
WERIPFRTREA N AFT 4™ ] AR RIS 2 S AR 7= 1
AERAE =R AE = o B AnAE ] far 22 SR i LR P BE
S 0 24 AL PR AT IE T DA & 45 BE B e 2 h 2
FEIN 5058 7 , HE-ATMPs 9 A4 72 1] RL7E BE B b A 7l
AT DIARTE R BE P AT o (HE R 24 5 i A = 5 48 1
WAABL A 43 T B B AN AT LA A7 42 7= 2 i, HE-ATMPs
SRR S B R il A=

BRI VB | i LR [ 4 [ 58 # 2E5K HE-
ATMPs f4 A4 7= SBAE R 3 51 %F ATMPs 1) GMP™, (H 145
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HB43 E R EN X HE-ATMPs A= 7= 2 J5 B T B T kb
WEEER . an, far 225 A5 B U SZ AU (qualified per-
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VE AR NN 4% SR g 7 — A i A BEAR R Y 2 4
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ATMPs [1Ifi AR = A AR B 0G0 538 BIr A AS B, 517
B R BT M E AR RN, 78 HF B HE-
ATMPs T 7 B 245 90 Ee i 0 AR SRR , B 4r ]
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YPEIR RN B T R SV B YRR
BRZR o iy >4 Tty SN 8 ORI B4 2 SR DU B kg Pkt | R
N LA 1T DR A 9N B2 6 HE-ATMPs 847 %2 4 i
I R S o= R Y By T S N = A % G S i [ e
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PRI .
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S W T RA SR 4 == ) .0 e | 5 Vi R = %
JRUR AT REAE T HE-ATMPs A4 F A5 R Bk T3 1 31E 1)
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THRE BT AR R A T TR SR AR5 R A
IRALIARTT " B 25, TR 4 R %) 5 PR ) £ R T RE 2 5
Wi 3245 5114 HE-ATMPs (1907

WA 4% ik % [ 9 HE-ATMPs (9 4= 77 i Fe At L 24
Y7 L SR B A v B2 ALY ATMPs 1) B 1 B 28 3R %5
], A 7= bR e 7 T, HE-ATMPs i 23R 5 ATMPs
— 2, AT LR TR N AFTAE P T AT,
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Ko XFF HE-ATMPs A4 72 J5 B RRAT , A 51k D 1 A B
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KK HE 53045 T 1 HHE R WA AR L 08 1Y) R 76
PR, I HOM R0 T 2 R S DL BB R L T —Fh kA
BORIT LSy o BAESCER T, i T RR W 45 B 5t [0
HE 45389 S 5 20N [] %ok 5 26 )5 T A o 0 7 38t R
AHIE] , HE 253K ) SSAT R T — L ] SR HR AR
2.3.1  BRUAS 0 X HE 25308k = 48— HLE
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HE W ELR T A AE 255 . LA, TEVFATREA A
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AR T BB, Blin, FefE T A A2 /N
WA 5 A PEHE VR nT AT AR T B2 Be , il
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RIDRE BT 023 Rl R a4, — 053 R B s D [l e A G
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AT IR AE
2.3.2 HE-ATMPs {5 8.5t = FE

WA 4% i 4 R 6 23 AT ) HE-ATMPs 13 A8 15 5 2%
SEARA R BRI 9 A E K K4 #E T HE-ATMPs
VFATHREA A B SR () S AR 5 T P B 28 R 72 ]
= S YT BGE N T 2 Bk . A, 7R
HE-ATMPs (1)1 F8 BRI 45 18 5 6 A % 28 A0 o 7
1) Je S AR B WA s AR BESR (i sk LS
Wl R 2SR O AR R . MR IR AR UL, R
Gt M CHE 2 285 B R LUK 7= Sl A T R4S BN BRAE , 7
77 i P o R HL 2 e T R AT 5 5 o TR 25w Ok
Vi, 3 1t 2N TF B AT A& SR AL s, B4 e ) v
e N7 1) 68 TS 5 R, 38 o 2 T i 8 v DA gk —
T BTG TEEAE IR TT BE R DL R S BRI ROR 7T
g7 TR B B RIRYT T 2 B HE 253K A OGRSl
PRI AR 7 PR — 2, Dk FH0 SR BE
2.3.3  HE Fatif = — i S5 BR

WK HE 45300138 M 25 44 50 —Fb BTk te, mi
7 SRR W o HAA 6T W s A0y 0T 220
TEOLT , MG PR 255 B8 s i — P B AT
VERE, LABH LI B AR A ARG o R G 7E 2014 4F 4 1y
B 3R HE 55 a9 FIVE S 4 i 2 B P 0E A
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X ETVFATREA AN B R 25 7 A SO e a2
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4, 5 HE-ATMPs A LL , 5 h #9179 ATMPs KB &
FRA T AS AR & AR T 4 4 35 N R AR IR
2 S A o A A A BRI Y HE-ATMPss, [ i 20 X
ATMPs [, X nl RE & P T il 25 L A & 250 1
BURAE
2.4 HE-ATMPs {& F RS2 434
T, 2B B B 5 EHEAE T HE-ATMPs 7645
e e LR I R AR R o anvh BIE 28 24 o A g R
rn BRI 7E L G B AT T 2 3R A HE-ATMPs A
K E B (F 1), 4300 B R 5-HE R 7o i T 40 NC1
i A PURZ AR T 41 %2897 15 (chimeric antigen recep-
tor T-cell immunotherapy, CAR-T) J= i ARI-0001, {5
1% B Puerta de Hierro [ [ AT %€ 22 A8 Clinic B Bz B4 E
HBF Y Hi ART-0001 SRR 2 45 — A A SZ B =2 JF
I 3 R CAR-T 7= iy, 2 S — N EE P IRz
BUEAE Z AN FAF BN AL CAR-T 7= i o
F1 FUFHRALK 2 HE-ATMPs FIHEXER
4 HERKUFA A MRt &L (S il
ARAMARRTH SEEPerade 2000129 EAFRIGIN (1482010 E
JENCI[MAMMETR  Hierro et HERR GRS % PR T T
A (100~300) X 10° AE MBI (<65 0 IERERL 3 0 BB A0 I Pk
M) PEE WER BE ISR
SRR QWERAELRGNE
SRR K PR T Tt s
BAF(<65 ) 0 AERERL 3 IR A0 I KB
& A0S
CAR-T /% fi ARI-0001 X B TF Clinie 20210201 &TB AL JFET—TiE L0 Jf
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B A A
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X 2 7 HE-ATMPs X (1438 0 TEAE I R _ #0547 o H:
A SLATEYT TR, I V)T 2 — 20 IR T - BORMGE
KRB A i o A EE K LA AP s ] T HE 20 &
AL TR IR EERE . BLAN  TEIRYT R O I, VY B A
% B R 50 i% 2 2 HE-ATMPs #E17 B {4 84, B
ARI-001 A& SR PEBEA T8 CAR-T & i 1/3
3 FKECGT LB
CGT Pl HA BRI & s 1 fi g 5 , 3 = &
MR, BB T — RIS A2 R B0k SCfF. 2019
A [ 25 W B B s e B Hp L 2 o WA R T B)
TR, 40 B A BRR T P i R DAY 5 WA R R A
T B R ST E 5 2021 4F T 40 Kk
RUYATT 7= S PP AR 28 RO 0587 B A5 — L o 0
Hrb, [EEE, 2y (ande st b R IR ) /Y
BOMFR T T E T — R U AE B i v BoR Gkl
RSB TITEFFIEOR , K324 CGT Pk i) &k ™
FE CGT M4 I 1, 3 B AT AU A 5" 1Y
AR, R R E LAY 2R 25 4ll A R A 245 i IR
58 (industry-sponsored clinical trial, IST) , 7 4#£32 254
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] 5% 245 b W B4 B Ry £ 0 W VPSR AL 5 (RIS, DA B ST ML)
S ERAE B IT LA T R ) Fh A 5 K R I R 5
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il H AT E CGT 7™ & 78 56 BT J5 i AN BE B 42 5% 1k b
L R assE st 25t B e A R . X R EERE R
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PRI, A% SCi 2o 1 SRR ATMIPs (1 W89 /A 2 \HE 4530
I ATRE CGT b & e S WA Bk 4 LU R L,
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B IIT J5 5t VI R Bz FR

BT, R EE X CGT ™ i M H Pk AR R A 1 200
8 ) (H B AR HE AT 50— 1T A | B0
ANTR) XU 51 1 CGT 7 i B 7 1200 o oK S i 73 2678
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B9 CGT 7 ik By umG . [A]i), I T-RR % HE 255K
20 RR IR ETE R AL EIE TS CGT YR Ik
IREGARAS T, BIERT LR SRR, CGT Y7 &2 vl
ARG VAR TP MU AL F o BEAk, X
TAER AL ST, W A AR DG E SCLASRT AT eI IR
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42 MEFREtE AYEREREFTEELS
CGT i mla REE N AR EIE
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Byl B SR AR 5 4 B RL) ATMPs (35— 20, LA %
BE e, Tk, g IR E A = i b
HE 2R R A5 TR INSE X CGT = Sl RS f 1
FAEE . FE AR ™ B bR T I, RO R Ak 1 A
CGT 7% il " 4% 55T GMP [ JE A JE U FINELR T %o i
PREGALI R sk 0 R B, 76 245 W0 0y 1w , IS
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WK Y HE-ATMPs AW FR F7E 48 BT P ML A
TR 1 I AR 3 05 50 AT A Y T By 7 LA R 1Y
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[i] BT AE B % [ A8 Y Rk 28 I R PG 13, LT 5 IST
R AR [ ) W A5 R AR . 3 LA 3R E T R A 11T
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2014 4FFR =T JE 19 T 20O S E 1 1/15, 1 2] 2022
AR 3 A rpa), 3R DT R AY 1T B0 249 25 E Ay 1767, {1
FESC R AR, 3R E T IR — S PR 2
Tt —F e Em M L. ik, @R E 25 A I IR
RGP FE ) L GMP 25 A ST IR, I 2 1
JinsE T IT B9 W48, 5 A G WA 40 ok 48— R 1T,
B TIT M ST I00 248 P B 27 () B — A 25 BB AT & 0K |
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A, R TIT R4 7 746 WG4, FF 4 T e A S 25 A
WA RE ST AR VE TIT 345 3 o e 858
44 FTEERMEBEHREMETHXE, MIFUTS
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