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(—) General introduction on ATMPs

EMA B3 ATMPs B ERUKIE RBONER & B &t 96 4F 11 H 13
H/\ 7~ Regulation (EC) 1394/2007 » {{xH: Chapter 1 Article 2 fyE »
ATMPs H1EEL R & B4 T Gene therapy medicinal product ~ BE 4R G giE
fm Somatic cell therapy medicinal product (FE&fizREHE ] &, Directive
2001/83/EC [ffHI | Part IV ) fz4H4% T #% 7 5h Tissue engineered product ( %
gz B A] B, Regulation (EC) 1394/2007 Chapter 1 Article2 2 1 (b)) -

B 2 —R M A E#E5E Regulation B Directive fifd : Hrf o
. Regulation T721& HIRIEC Ry R (i pld S ELAERRT—EL 5T - S B
| FRIHE AT > AR ERERIDAZ R - R E#E
| itz 35 + Directive HBHETREEERAY HAR - AR S BUEERL
| HERRY T > SRR B AR RS B A A RE R AT

KE EMA 556 Patrick Celis » SREARERVGIFEE L 445518 DNA
2 RNA BYEEfiFYRE GHR ~ BEE RN aR RAHEEE (BkE
I 2650 YHR Bt FTR AR G T e Rl - HOF BE
SR ER ~ THBARE ~ PFIZLOBBVE RFE R aRE - W0 EEAEBON
EmZERSATIR - HAE 13 {5 ATMPs {EBCERUS EiiEra] » ffE
7 EEREHE ~ 4 (BRI G RE e 2 (EH A AR o > sl = Ho o 4 {lEl e
anffr EHitR > INETFRIRERTA B AN 5 B BT RO (E3T 5 -

B (LT P
L it sessm) ARG

G

@D

ne therapy medicinal products

Glybera (2013)
[Withdraw in 2017]

Working cell bank & working viral seed stock
Treatment of lipoprotein lipase deficiency

Cell line

Imlygic (2015) Treatment of Melanoma

Allogeneic T cells genetically modified

Zalmoxis (2016) Graft vs Host Disease

Cell line
Treatment of patients with severe combined
immunodeficiency due to adenosine deaminase

> | e e+

Strimvelis (2016 )
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deficiency (ADA-SCID)

Luxturna (2018)

Cell line
Optic Atrophy, Hereditary, Leber; Retinitis
Pigmentosa

Yescarta (2018 )

Autologous apheresis material for lymphocytes
Lymphoma, Follicular; Lymphoma, Large
B-Cell, Diffuse

Kymriah (2018)

Autologous white blood cells

Precursor B-Cell Lymphoblastic
Leukemia-Lymphoma; Lymphoma, Large
B-Cell, Diffuse

o e o2

Somatic cell therapy medicinal product

Chondrocelect (2009 )
[Withdraw in 2016]

< Autologous cartilage cells expanded ex vivo
Treatment of Cartilage Diseases

MACI (2012)
[Suspended in 2014]

Autologous cultured chondrocytes
Fractures, Cartilage
medical device + ATMP=»combined ATMP

Provenge (2013)
[Withdraw in 2015]

Patient’s own peripheral blood cells
(autologous )

Treatment of asymptomatic or minimally

symptomatic metastatic ( non-visceral )

castrate resistant prostate cancer

<>
<>
<>
<>
<>
<>

Alofisel (2018)

< Stem cells extracted from adipose tissue
(allogeneic)
< Treatment of complex perianal fistulas

Tissue engineered product

Holoclar (2015)

< Autologous human corneal epithelial cells

< Treatment of adult patients with moderate to
severe limbal stem cell deficiency unilateral or
bilateral, due to physical or chemical ocular
burns

Spherox (2017)

Autologous matrix-associated chondrocytes
Cartilage Diseases

> <

EMA 1Y Good Manufacturing Practice (GMP) guidelines {4{{c#5
Directive 2003/94/EC ( A\ FHZE5, ) K 91/412/EC ( &) FHEE ) RIZ T oK »

(EA

< Part | - Basic Requirements for Medicinal Products ( .7 )

< Part Il - Basic Requirements for Active Substances used as Starting
Materials ( [} 2E& )




< Part l1l - GMP related documents( {51%[1 Site Master File Z2# - API
written confirmation #3555 4 )

< Part IV - Guidelines on Good Manufacturing Practice specific to
Advanced Therapy Medicinal Products ( FF4: B 5] )

< 19 7=HA

Horp A BRI AR Part IV R L 106 4 11 H 22 H&CBIONEE
BREg. (Adoption) N 107 4 5 H 22 HIEF/E% (Operation) » Z455|
H A i Risk-based approach  (RBA) HYMES: - (AiEEHERER PR
ATMPs 7 Ztd ek (G0 ZHZAY R R ~ TP RE S RO et i)
B ATMPs ZEin 2 8 ~ 22 VERITA SRR A AT (BT
HHAEACI ~ AHREAE A LR T oW SR BEE ) B Y E HHE
it LA CREE 2 e H AT A2 T Guideline on the risk-based
approach according to annex I, part 1V of Directive 2001/83/EC applied to
Advanced therapy medicinal products | (Z#%% : http://www.ema.europa.eu/

docs/en GB/document library/Scientific quideline/2013/03/WC500139748.

pdf) -
EMA ELE# ATMPs & SR HEE 7 b )i fT ( Official Batch
Release ) ; 55 » 2T TI& TG H & M EMTSEH -

( =) Manufacturing of ATMPs: Factory design and evolving technologies
A ELFIES B 5 Federal Agency for Medicines and Health Products ( ff

i FAMHP ) HJ GMP f€4 & Jean Luc Golnez 43 = » :HH B faH1 8
ATMPs 7E#E2R ~ ABHEE Bt —2 M T EY A2 BEEIYIRER -

Eli Fifd
X —{EE At —{BEHRER AT DA A BTt
AEHEE BB R TR R & E{E A A [nl g

REE 7 — 2 (b fxEiSE  —HMEE S

I L

o N LR B B B > MR R E SR A B AEERIECE PAL
(Personnel Air Lock ) £1 MAL ( Material Air Lock) » {HFFESlTE NN 5
Fa s MGt EmEE 2USEFEEELT eSS EEZF


http://www.ema.europa.eu/docs/en_GB/
http://www.ema.europa.eu/docs/en_GB/

K 55 BUiE Viral Vector B 75 fa) 17 A48 78 & B 7 I, > 3500 RIRRIX
A BB RN USRI B ED - BIAER & B W g R B R )

it

THEAVHEE R > DUECE Isolator BULURISE B SRl IRERY
REIRFE T M BN ATMPs £ B8R R A2 T AT BBk -
RSB ED B REA R BYERIRFE 25 - s 8 0= ] Raf
s TRy i T DA B B R A E IR R TR SWORL -

( =) Starting materials and raw materials

FHPaEE S Agencia Espafiola de Medicamentos y Productos Sanitarios

( f5F% AEMPS )y GMP f€4 & Marta de Vicente 43 = » =32z HH Part IV
- Guidelines on Good Manufacturing Practice specific to Advanced Therapy
Medicinal Products & 7 i Starting and raw materials YN & B1—f% GMP
B R [F2 A FFE RS YRR S SRAL TR A Al RE e 2 5 SHai BHaZ B
Hospital exemption FHY ATMPs ZE in B354 GMP &L il 1% » (£
B2 445 GMP Certificate » (HEHA ATMPs & gt 56 Y B s A7 H
e BUFE S48 B s AZF 1] ( Manufacturing/Importation Authorisation )

EiL GMP Certificate

(4) Quality Control for ATMPs

H1Z5FH Finnish Medicines Agency (f&fE FIMEA ) #Y GMP fé& &

AN

Puranen Pirkko 432 » BALE Part IV - Guidelines on Good Manufacturing

Practice specific to Advanced Therapy Medicinal Products &5 % /& HY =
g1 4.5. Quality control areas ~10.32 (iii) Validated analytical methods to
be used ~ 12. Quality control ( & 12.1. General principles~ 12.2. Sampling -

12.2.1. General principles~12.2.2. Retention of samples~12.3. Testing fz 12.4.

On-going stability programme ) -

s ATMPs Z bR Z BR LR ERVEAR IR B & R ba B
S NI - FrEMEAEUT B A PR - JIL ATMPs Ein S8 M H &
Do B LAGRAFSUIPRAT - A i miR 2 PRk > HoA ShE g B R R a5 b
SEE IR b 2 EES - ATMPs ZE b UieR 774 vl IR Ry g > —(é



MR R (BIandEE e - R ERER) - So—ERZ MR Ak
. (BlanssEsEs ~ AR EEER) » 55 - ATMPs & i@ s —(Ef5A]
Zhz > B AR REIFE R - AIRe D BERE S AR
el > H RGN AR IRV A Thale - FEs > EXPRITFRLIRER -
A ZARBAA BRI S AE A R LAY -

(#) ATMPs: The Impact on QPs and Agencies regarding Batch Release

#5% Thurloch O’Criodain g #552 TOC Consulting @ 73 ZEZE1> ATMPs
FE e F PR R 1 ~ SURAHRA RIS R E2E ~ T e le (E2H
REf B AR e R AT ) OB A TR AR E B EE - 1Sk
JRCAT e ¥ Qualified Person (F&ifE QP ) [ = /& —(ETRRHYPKEL » —
FEI = & fE B e Bl I O 3 2R ] AN AT - BRIE 24 » H 1A 00S
HITETE T (BIAN4HARER it - AHAEEC R % - DMSO FH i i it % )
A ABLERVE TR RN - FIABHIEme S I T - (E XS inlias
< J7=AE - HZRRERCE BB TR R IEFE it -

(75) Case study — 1: GMP inspections at ATMP manufacturing sites: recurrent

deficiencies

F= /A Italian Medicines Agency ( fi&f#E AIFA )Y GMP f&8% 5 Simona
Russo z7HH AIFA HEit% A 19 {E ATMPs [y ELisEg » Hooh 6 {i# % - 13
(&l Ry B B sl Fe AL - 3 A E s SR b i 2 B35 P (B24E Holoclar ~
Strimvelis k2 Zalmoxis ) ~ 16 {[&] /Rt PR E i s oo 2 B P (B14% 5
Hospital exemption 4=z ) -

&iat 91 £ 107 F[EjFE & ATMPs L gt 28 iz 80 20 4HET35 3 1173
(GRS (F/ 2 (i ~ 5524 41 (i ) » EL Critical 7 {[ > Major 614 {§ ~ Other
552 {li] - 55 » KA GMP Part | K JffRIJAYEEE IR 2010 % 2018 4[]
ATMPs BUESREE I TIFE TR RS (16 ZX0g ~ 41 (pfE & ) » HTEE
SRR GERDAAN 1 % » BB - FH Rashttiae i 5 it
Al 1 et A ARk DA BIRR e % (e SRR RS R R kbt el ) ~
RERGEEGE ~ FHHIR =g ET K GMP Part IV [H]EH 106
11 H 22 HE 107 9 HREHY 6 (fEE e » &5RERA LIS RS -

10
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(—) Risk based approach vs Quality Risk Management: Offering controlled

flexibility

Part IV - Guidelines on Good Manufacturing Practice specific to
Advanced Therapy Medicinal Products FYzE — =% Risk-based approach( ff#
RBA) 1t 54 J5{§E ¢ » F 847 & 2.1, Introduction ~ 2.2 Application of the
risk-based approach by ATMP manufacturers k. 2.3 Examples of the
application of the risk-based approach ={fE&(47 - & ELAEEE 77 FAMHP
HJ GMP f&% & Jean Luc Golnez £ BHEL AR & BB AHREHE it 2 RBA
SRR - BIaEE 2.3.2 THRSC ST BB B EIEA
seRdE g - DU A HRRFS NIE - a8t R E 2 St
E BRI B i e el - BN &S st -

() Management of ATMPs by NCA’s

ZLHH FIMEA 1) GMP F&# £ Pirkko Puranen 43% > Eudra GMP 9%
T FE A FE Part IV - Guidelines on Good Manufacturing Practice specific to
Advanced Therapy Medicinal Products Y& i 557 5 e —t B E i
HIRERE - il -

< ATMPs ZEamHVR P BRE IR » %2t et EV

GMP iy Part I/11?72 2 Part I\V?

<> K Part IV BZEEEESEUEET AT B GMP s8E 2 3£ > ALY
JE ATMPs = S ZREE?

< Hospital exemption {4 FH 2% B &A% BE T » 5% Part IV &A% 38 18
Ay Hospital exemption #1322 0] DIf% & Eudra GMP :5E?

< W ATMPs bl e A2 P B E (R T - B RS
§T 8l GMP 553 TP TH I 7 2 MERHEE FHRLS R (5 Ry Blids
A8 GMP S — B0 2 a4 AN A ORFF Eof i R kB, - 22
SEAER T CMP fa & B (e /E 52

11



st e B PIHE B BB Y S ERERE > ffE GMP FE&E(T »
FEAH - SRR - B E B MENSUS BRI S -

(=) Inspection preparation on ATMPs

B F'E 5 Austrian Federal Office for Safety in Health Care ( f&5fH
BASG) [195& 4 £ ( Assessor = Reviewer ) llona Reischl 45 Z= i A 52
& ¢ ATMPs Fri ke (Challenges) BAfERE (lssues) AiA%rH] - H
FrAlaE - EpkE B s S E —RE R -

#t ATMPs HIFEEAEf - SEEERIAERTY ATMPs HYRRM: - FEERFA]
FREAFESEMRE  WHHEEEEEEER VL T BREREERE
HEHEE & (Inspector) F4 » TR ATMPs Y35 & 5 BIFE & B[ E
EHHAESORER - SRR 0 2N EE S EEER A LRI 2
i sEE RPN S S R R B R
a2 S A5 2FIFTAERRAVERR?S - TR EE R R ACHE B THY
HIEH

BESh S R e M BRI P B B A
AL & B F— (BRI SRR o DR A TE S B
2% .

(P4 ) Case study — 2: Difficulties and approaches of a comprehensive assessment

of an ATMP application

BHHFE 75 BASG (%52 £ llona Reischl 57 E ATMPs HH &5 %€
N PRERAE 25 2 BUAR B a2 e i AR BRER T MRS ~ AT E
R E RS RS ~ SR TEG PR A R PRI A e M B A EL M B R A A
AUIREES:E © 53 S EEAE e ATMPs HHEZNS - Ba Bkt
BRI - SRR S R B Z SRR D ECR 2 - s ERPRE SR ]
HEXAHERBER AR (PlatERpE® ) « R HAVRTEEE A A
FARERRTFERGIER & - DUE—25 T RS R R BLETAG A i
HE— T PRI AT o

12



B LREER

ATMPs T AF 23 AT BB 22 I - L H 2 ST B R BUIFE K
(Unmet Medical Need) HYEEREHEE » M B 1TEGE R TS 28R Ry nn RAEFES
SERENEERGH SR T AR EEAIIEEN T E o DUERBTE S AR EEARE
B 2 AINZRABE SRR B LEESEAEHS © 55 IKhE 2017 4 f 2018 4]
AR EERISEET B g (BTC) 194G » A a0 R HL A s AH A B A 1
Ao IR A B AM - (R A HIRIE » NINSRESEEE » (EEARE
AR -

EERAEEE 2 ATMPs £ GMP #H&E " Guidelines on Good Manufacturing
Practice specific to Advanced Therapy Medicinal Products | FifA 107 £ 5 H 22
HIEFAR - 5] GMP 82 Bm¥E (Eaifa - meEEl  CHSH R
LIS Risk-Based Approach  (RBA) - HEEIVERYHIERR A » EiEid itk
EERCEAGHY IR - AR RIS SR IE 2 s -~

— ~ G IEERERE S0 ATMPs HHERHE/ K2 g

HiS ATMPs ¥ BRS B AE FERINY GMP IS & B Ay
a2 in B BUE R - FEE BAR &R HE R H gy IEER A &5y
YIFRK - el & &5 S S0 R ah K DA A mlIF A @ EORHIHREL - (Rt
HEEE T ERRERN R ESIFRENT - HIREBEE 5 ~ tHIT i R E
SRR O BN DUR AR T RIG[ERE A SRS & & - & DA4RY e SalE Ty
EIRE 2 ATMPs FHEBARVEISREL s 2 A nTEGRhAY - 5140 PIC/S ¥y
GMP @rz/iffefer/3)I|4k ~ International Society for Cell and Gene Therapy
(ISCT) K Asian Cellular Therapy Organization (ACTO) F ¥y a5y,
T e 5 55 BN —2 VLT » IR EFISRIT R RN 2 A 81D
PEIRE B INRFE & B HVERL -

= ~ FIHARY ATMPs 208 GMP R & HsE K DU S S B & i R R

B ATMPs BRI e fE R SRR EURIE BL - MENSNER ATMPs
BURI B 0 s e BUPAR AR PR B R A A B S se LA RS 2 AT 56 - LSy
INVARS A ZE 23 2 GMP ik MEZAARE H 1024 1 H 1 HEERR PIC/S
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EUROPEAN MEDICINES AGENCY

. D INES HEALTH

SCIENC

3" September 2018

Draft agenda — GMP for ATMPs training
27" _ o™ September 2018 — Room 3A

Working language: English, Modality: Face-to-face

Day 1: 27 September 2018

Chair: Brendan Cuddy

Speakers
09:00 - 09:30 Registration
09:30 - 09:40 Welcome to participants from EMA, domestic and Roberto Conocchia,

safety points EMA
09:40 - 10:00 Introduction to the training course Brendan Cuddy, EMA
Session 1 General introduction on ATMPs Patrick Celis, EMA
10:00 - 10:45
Session 2 Manufacturing of ATMPs: factory design and Jean Luc Golnez
evolving technologies

10:45 - 11:30

11:30 - 11:55 Break

Session 3 Marta de Vicente
e Starting materials and raw materials

Session 4 Questions and comments Panel of speaker and
12:40 - 13:10 B

13:10 - 14:00 Lunch break

Session 5 Quality Control for ATMPs Piranca Pekke

14:00 - 14:40

A0 Churchlll Paca « Canary Whart e London E14 58U ¢ United Xingdoer

Telephone +44 (0)20 3560 6000 Facsimile +44 [0)20 3660 5555
Send a g jon via our belte Www.2IMa. eurond ow/ contact A0 agency of the Surcoesn Ureen

& European Medicines Agency, 2018. Reproduction is authornsed provided the source 15 acknowiedged
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Day 1: 27 September 2018

Chair: Brendan Cuddy

Session 6
14:40 - 15:20
15:20 - 15:50
Session 7
15:50 - 16:15
Session 8
16:15 - 16:30

ATMPs: The Impact on (JPs and Agendes regarding
Batch Release

Break

Case study — 1: GMP inspections at ATMP
manufacturing sites: recurrent deficiencies

Questions and comments

Day 2: 28 September 2018

Chair: Brendan Cuddy

Thurledh O'Criedain

Simona Russo

Panel of speaker and
Chiair

Speakers

09:00 - 09:15 Welcome to day 2 Brendan Cuddy, EMA
Session 0 Risk based approach wvs Quality Risk Management: Jean-Luc Golnez
e offering controlled flaxibility
Session 10 Management of ATMPs by NCA's Puranen Pirkko
10:15 - 11:10
11:10 - 11:30 Break
Session 11 Inspection preparation on ATMPs
11:30 - 12:30 Role of the assessors, as an accompanying expert during an  Ilona Reischl

ATMP inspecticn
12:30 - 13:15 Lunch break
Session 12 Case study - 2: Difficulties and approaches of a Ilena Reischl
13:15 - 14:05 comprehensive assessment of an ATMP application
Session 13 Panel Question and Answer session Panel of speakers and
14:05 - 14:45 Ask the working group any guestions (ask in person or Chair

submit beforehand) or share any other experiences you

have.
14:45 - 15:00 Conclusions and closure of Day 2 Brendan Cuddy, EMA
Draft agenda - GHIP for ATHPS training
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