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Recent FDA Guidance Documents for HCT/P

* Biologics License Applications for Minimally Manipulated, Unrelated
Allogeneic Placental/Umbilical Cord Blood Intended for Hematopoietic
and Immunologic Reconstitution in Patients with Disorders Affecting
the Hematopoietic System (March 2014)

* IND Applications for Minimally Manipulated, Unrelated Allogeneic
Placental/Umbilical Cord Blood Intended for Hematopoietic and
Immunologic Reconstitution in Patients with Disorders Affecting the
Hematopoietic System (March 2014)

* Preclinical Assessment of Investigational Cellular and Gene Therapy
Products (November 2013)

» (Draft) Considerations for the Design of Early-Phase Clinical Trials of
Cellular and Gene Therapy Products (July 2013)




Scientific Guidelines for CTPs & TEP

Topic

Reference number

Publication Effective

date

date

Risk-based approach according to Annex I, part IV of

Directive 2001/83/EC applied to Advanced Therapy CAT/CPWP/686637/2011 Mar-13 Feb-13
Medicinal Products

E:D“rna:?t?l aspects related to tissue engineered products CAT/CPWR/573420/2009 Apr-12

CHMP/CAT position statement on Creutzfeldt-Jakob

disease and advanced therapy medicinal products Sl AHERIEIA SO - M-
Reflection paper on stem cell-based medicinal CAT/571134/09 Feb-11 Jan-11
products

Reflection paper on in-vitro cultured chondrocyte

containing products for cartilage repair of the knee SAIEPRIRSEISTIZN byl AL
Potency testing of cell based immunotherapy medicinal

products for the treatment of cancer SrlilFEH 2y 1Ayt Dec 07 b
Guideline on xenogeneic cell-based medicinal CHMP/CPWP/83508/09 Dec-09 Jan-10
products

Detailed guidelines on good clinical practice specific to

advanced therapy medicinal products (Draft) ENURIFZEIRR PZDIE) Sl Dee-de

Guideline on safety and efficacy follow-up - risk

management of advanced therapy medicinal products EUERAARRRI U N@Y-UE DEEE
Human cell-based medicinal products CHMP/410869/06 Jun-08 Sep-08
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By Bartley J. Madden

Preface by Vernon L. Smith
2002 Nobel Laureate in Economics
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Rethinking Clinical Trials

Andrew Grove is the THE BIOMEDICAL INDUSTRY SPENDS OVER $50 BILLION PER YEAR ON RESEARCH AND O}
former Chief Executive  and produces some 20 new drugs. One reason for this disappointing output is t
Officer of Intel Corpo- U.S. clinical ystem that requires large numbers of patients. Half of all trials

ration. He is a patient 80 to 90% of them because of a shortage of trial particiy Patient limitatior|
advocate at the Univer-  large and unpredicted expenses to pharmaceutical and biotech companies as th
sity of California, San to tread water. As the industry moves toward biologics and personalized medici
Frandsco. tation will become even greater. A breakthrough in regulation is needed to cref
that does more with fewer patients.

The current clinical trial system in the United States is more than 50 y

architecture was conceived when electronic manipulation of data was limitd

expensive. Since then, network and connectivity costs have declined ten the

data ctamas cacte aver a millinnfald and comnntatian cacte hu an
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Continued Access (#5t{E ) ERERELERSE T . IRSTAREBRTIDE A

AEANTEEREMITALT . AEDQ L EFERRL TRITER
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~ A1) AMHospital Exemption

(ATIVIPs guidance)
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* BUAF (MHRA) ) B35 & 52
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Section 1-3: =%, &%, BERE DIFER
Section 4: ZFEEXER L ER D IFER
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CTD Module 5:55&?—M
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Advancedtherapymedicinalproducts/
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Transplants or Transfusions
EUTCD Processing, preservation, storage, distribution
or [ Borderline — classification of product: medicinal product? = == == == == =«
Blood
Directive |
Donation, |
procurement &
testing |
(processing) ! -
. | I
I ' :
~— 1 — 1
. R ,
I "
I I
I I
I I
I I
-~ Dossier - =¥ '= =% pogiier <= = -, L — - =->Dossier «=------ -
v v v
Cert. of Quality & Clinical Trials Marketing Authorisation
non-clinical data national licence (CTA) centralised licence (MA)
K EMA NCA (CAT) EMA /

http://www.mhra.gov.uk/home/idcplg?ldcService=GET_FILE&dDocName=CON117261&RevisionSelectionMethod=Latest
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- FA*YDHospital Exemption
(Medicinal Products Act (15 AMG), section 4b)
(201155 A IRTE)

Somatic Cell

Gene Therapy MP
Therapy MP

TEPs

Total: 31

http://www.pda.org/Presentation/2011-PDA-Europe-Workshop-on-Advanced-
Therapy-Medicinal-Products/Plenary-42-Egbert-Flory.aspx
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Regulators must step up stem cell oversight

A growing number of clinics are offering cell therapies that remain untested in rigorous clinical trials. Although the
scientific community has chided the use of unproven treatments, we need less talk and more action in regulating
stem cell therapies.

Ghe Centeno-Schultz Clinic (aABASKM)
[ TEEREEGBRGL]. TRHEROEARBLELINDEE.
BEESICxT S8 CHEIEEFHBHEREARELEE
LD IR

\ [BH— WA TOEETATHY . EIHMAF (FDA) DBR&H|LZ1F70Y, INDEBLAEHELLY | y

201087, HEI-EBBIL SR
f 20122 85 =T9)/A\

(v [RIERLL EDIMTIZEL-MiaIXEMRFELTFDADRFIZEZ(+5 1 (PHS Act) h
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doi:10.1038/477377a

Enthusiasm fo

Published online 20 September 2011 | Nature 477, 377-378 (2011) |

Texas prepares to fight for stem cells

roved treatments worries regulators.
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Stem-cell therapy takes P 90 000
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there ar Pu““
unprover m-cell provider under FDA gun
new comp
BST | Posted by David Cyranoski | Category: Biology & Biotechnology
The US Foo
not approved ‘QA";Q’\Q re predicted a stem-cell showdown in Texas, between the US Food and Drug
routine clinical Se‘,\e“‘“e d a company providing unproven stem-cell treatments, and that seems to be
them for patients R‘\l Wo \\3
trials. Some advo c® \\.e » . . i . .
however. that pre €rC n a severe “warning letter” posted on the agency's website this week (but dated 24 September 2012), the
onvr; cells should not (es\9® told Celltex Therapeutics of Sugar Land, Texas, that its stem-cell products fall under regulation an
PrEP W o e FDA told Celitex Th tics of S Land, T hat its st Il prod fall under FDA lati d
should not therefore f. ges «\c,e‘ 2w (o entsy needto be approved before use in patients. The company lacks such approval but has been providing them
T oa‘f‘de' ecu\'\“e §CS ite 800 -cell bank in the to physicians who then inject them to paying patients for pricey, unproven clinical treatments.
jurisdiction ok ex " eu! 5\)
o < e,jhe‘ B8NS com
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& \N-:“ T1aT® tracting adult stem cells from a patient's tissue, I
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’CICH ICH (International Conference on Harmonization)
harmonisation for better health

> Regulators Forum Cell Therapy Group W\ S5 THOE R 3L
> ERXGHARSAAERBEEXERL

APEC (Asia Pacific Economic Cooperation)
> Life Sciences Innovation Forum® T &} (Z# HRegulatory Harmonization
Steering Committee CIEEEIL - HA R SA U {EREE R
> APEC/LSIF Stem Cell QA/QC Workshop (2011, Bangkok)
> 2012(ZHlfa - HEEF AL-ERORHERPEZZREITIRE
=>Governance Team: K&, EU, hF4, o hER—IL, 324, &5, &BE, EDQM

(BXIEZ??)

SZER\
Iso ISO (International Organization for Standardization)
NS > TC194 15013022 ErEREMAZESOERRMEE(2012)

IABS (International Alliance for Biological Standardization)
- MRAR-BEETFOREARNE (2013, AR BIIEXGERKXF))
- FE1EITU—-23v7 “Challenges Toward Sound Scientific Regulation

of Cell Therapy Products“#JST& 34 (201443 H AR, $2[E (520155
2AERR(FE))
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