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Cell type Trial Stage of

Status of ClinicalTrials.gov

{product name) Compay v groip location Diassas trial Cell delivery trial Identifier
hESC-derived RPE Astellas Institute for ) Lanceti T MM %
(MADS_hRPE) Reibrirativs Madicing 5 Diry AMD Phase /11 Cell suspension Completed NCTO1344993 ]
Lancet. 2015 Feb
7;385(3507):505- 16,
Lancet. 2012 F=t
hESC-derived RPE Astellas Institute for 3 . S i ; e G
(MADS-RRPE) fegenerative Medicine targardt ase || ell suspension omplete NCT01 345006 B
FAO0-T ¥R
(NCTD2463344)
#fTH
hESC-derived RPE  Astellas Institute for : B e
(MAOS-HRPE) Rescreratve Mediing Stargardt Phase /11 Cell suspension Completed NCT01469832 iNCl;zfg-gggl]
hESC-derived RPE Astellas Institute for ; M.
3 i Dry AMD Phasall Cell suspension recruiting NCT02563782
{MADI-hRPE) Regenerative Medicine
{suspended)
hESC-derived RPE CHABiotech (licensed o ; e e ==
(MAQS.hRPE) e Ketallas Irct 1 $.¢ Dry AMD Phase 1/11 Cell suspension Unknown NCTO1674829 DI RE
ERETR
hESC-derived RPE CHABiotech {licensed & Stem CellReports. 2015
{MADS-HRPE) from Astellas Institute ) ‘.'t Stargardt Phase | Cell suspension Unknown NCTO1625559 May 12.0(5):860-72.
. Membrane- 20159H
“ﬁgg;;‘;:gf Pizer WetAMD  Phasel immobilized Actve, 1ot NCT01691261 1AED
monolayer sheet 8 B
. . Mok —+T
“E%‘j‘!"“ﬁRPE =l C“}:‘"?’m“'me E Dry AMD Phasa 111 Call suspension Recruiting NCT02285089 TEHERED
(Opregen oTime g —HBiT
Dry FLLARITTREA
hESC-derived RPE Regerierative Patch AMD/Geo fembeane
B : 08 phase /il immakilized Recruiting NCTO2590692 J01EE |
[CPCB-RPE1) Technolegies raphic IEBE H T
monalayer sheet -
Arrophy EEEEE
. i AMD & ) » " .
hESC-derived RPE Southwest Hospital Stargardt Phase | Cell suspension Recruiting NCTO2749734 FELL R TRER
. Chinese Academy of . . 7 %
hESC-derived RPE Seiences Dry AMD Phase 0 Cell suspension Recruiting NCTO2755428 FLRIZFeR

AMD, age-related macular degeneration; hESC, human embryonic stem cell; MMD, myopic macular degeneration; RPE, retinal pigment epithelium
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Cell type
tBrekict nama) Company or group
Dy ;
= 5 Cell suspansian
RESC-derived RPE F“de’:;o”‘::j':““ of A‘::"'D‘;igft Phase |11 manolayer in a Recruiting NCTO2903576 LSRR
rdt £2 polymeric substrate
Bl HEgosow
HEwmiz
hESC-derived T ST
CD15+1si-1+ Assistance publique, b Cells embedded oo
cardiac Hépitaux de Paris h_elan ghiel in fibrin patch Recrutting HETR2057900 Eur Heart ).
progenitors tre 2015 Aug
7:36(30):2001-7.
{case report)
Combination Product
. (PEC-D1™ cells +
hiifl::eer;::d 5 AR PEC-01 cells Encaptra® DDS]
e Viacyte diibatas Phasa If1l encap_mlatedlma Recruiting NCTO2239354 (B
[ve-01) nedicat device B AEIcHE
HERLT H AR T
g TS
hESC-derved BESEFERE
oligodendrocyte Completed
pregenitors Asterias Biotherapeutics 5 splirn::l’lmrd Phase | Cell suspension {took over NCTO1217008 kﬁsiﬁgﬁ%iﬂﬁ
{GRNOPCLS e from Geron) - Fupa
HEERL LN
AST-OPC1) Tl
fesckrin 5 inalcord st
aligodendrocyte - . Spinal cor } . 2RET Tl
progenitare Asterias Biotherapeutics Wy Phaze 1/l Cell suspension Recruiting NCTO2302157 o
{AST-OPC1) B
Hurman B RaE
parthenogenetic Cyto Therapeutics B InsHS ESHA e R 2R
stem cell-derived JInternational Stem Cell cri Phase | Cell suspansion Recruiting NCTO2452723 B
neural stem calls Corporation 20165
(1SC-hpNSC) HBED A FE
hESC, human emhbryonic stem cell; DDS, drug delivery system FENR

= BrMed Bull, 2015;116:19-27,
*  MatRev Drug Discov. 2015 Oct;14{10]:581-92,
+  Cell Stem Cell. 2015 Jul 2;17(; 22

+  Nat Rev Mol Cell Biok 2016 Mar;17(3):194-200,

*Nat Rev Drug Discov (2015 Oct;14{10):681-92) T Table 134 27 25 BAHNERESHIB O E f| H%E
B2 L-0(320145F

Regen Med, 2016 Dec; 1 1(B):B31-847,
Stem Cells. 2017 Jan;35(1):17-25. EEHF - ARt
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Medical Economics Division in MHLW will make a decision on whether to apply
insurance for products such as regenerative medicine using a pharmaceutical
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3. Human madicines -five stratagic goals for regulatory sclance
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3.1 Geal 1: Catalysing the i of science and in
3.2 Goal 2: Driving ive evidence g ien - i ing the scientific quality of i
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3. Advancing Contribute to HTA's preparedness and downstream decision making for
patient-centred innovative medicines

access to medicines

in partnership with
o healthcare systems

+  Bridge from evaluation ta access through collaboration with payers

» Reinforce patient relevance in evidence generation

» Promote use of high-guality real-world data (RWD) in decisicn making

¢+ Develop network competence and specialist collaborations to engage with
big data

Deliver improved product information in electronic format (ePI)

¥Fromote the availability and support uptake of biosimilars in healthcare
systems

Further develop external engagement and communications to premote
trust and confidence in the EU regulatory system,
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ICH Reflection on “GCP Renovation”: v ICH
Modernization of ICH E8 and Subsequent Renovation of ICH E6 ’

1. Proposed Annex 1: Traditional Interventional Trials of investifational unapproved or approved drugs
This would encompass trials of unapproved drugs or of approved drugs for a new indication or use in a
controlled setting with prospective collection of trial data. The current E6 document is focused on traditional
interventional trials conducted for regulatory purposes in a clinical trialsetti i i i
through traditional case report forms and trial monitoring requirements co
requirements for studies of investigational products. This document would
overarching principles document, with revisions, as needed to reflect curre
practices and remove any inconsistencies. It is anticipated that this annex
risk-based approaches addressed in the current E6(R2).

harmanisation for better health
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2. Proposed Annex 2: Non-Traditional Interventional Trials and/or data sources) designs such as
pragmatic clinical trials would be included in this annex, as would real world data sources to
supplement or possibly replace new data collection within the trial itself. The study objectives could
include evidence generation for regulatory review of approved products as well as for broader research
qguestions, as appropriate. Principles for protocol compliance and trial monitoring would reflect the fact that
approved, marketed products with better-documented and better-known safety profiles are being studied.

3. Proposed Annex 3: Non-Traditional Trial Designs. This annex would include designs other than RCTs
and may include observational studies, patient registries, and other non-traditional trial designs that
rely heavily on alternative data sources (e.g., electronic health records, claims data, etc.). The studies may
be designed to %enerate findings for important research objectives regarding health care practice and iolicy
but could also be used to address regulatory questions ge.g., concerning product safety post-marketing).
Principles for protocol compliance and trial monitoring laid out in this annex would be consistent with the
data source and also, as in proposed annex 2, reflect the fact that marketed products with better-known

safety profiles are being studied.
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