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BEERSTEMRELCLI2REEDEE

6 arrested over unauthorized stem MATSUYAMA, Japan - Police on Sunday arrested a doctor and five others suspected of

involvement in unauthaorized stem cell therapies using blood from umbilical cords and

cell therapy using cord blood placenta after childbirth.

2 KYODO NEWS August 27,2017 The doctor who heads a clinic in Tokyo and people involved in cord blood sales are

' N T Zwspeciedto have adminisiered cord dlood to Sevenpatienis to frealancerand ac g,
beauty treatment. Each treatment is said to have cost 3 million to 4 million yen
($27,400-$36,600).

=

While hopes are high over the use of cord blood in the field of regenerative medicine to
treat a number of diseases as it contains stem cells, the health ministry is concerned over
the spread of costly medical services provided without clear scientific evidence and
without ensuring sufficient safety.

he arre yere the fi of anvape pected of violating a law on regenerative
medicine that came into force in 2014. The transplantation of cells could involve the risk
of graft rejection and infection.

Medical institutions using stem cells are required to submit treatment plans beforehand

HiE. EROREORE, AEER ool s ingsen clisare requred osubmi reament pas
%E@%Bﬁ@f:&)(:\ E'\j_\jllfé\/\o) I::;S\I;"IIT:V yt e healt mlnlstry, EXCEDt ortreatlng e5|gnate ISeases suchn as
BT HAELISEE EREFIRELE
| ERBREERAT 5 LA TES.

https://english.kyodonews.net/news/2017/08/5d0a5ee3cba3-updatel-6-
arrested-over-unauthorized-stem-cell-therapy-using-cord-blood.html

he six suspects allegedly conducted the treatments without notifying the authorities.




f#NEWS Stem cell shots linked to outbreak of
bacterial infection

At least 12 patients in Florida, Texas and Arizona became infected after getting injections, the

Centers for Disease Control and Prevention said.
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Dec. 21, 2018 / 6:24 AM GMT+9

By Associated Press

Health officials on Thursday reported an outbreak of bacterial
infections in people who got injections of stem cells derived from
umbilical cord blood.

At least 12 patients in three states — Florida, Texas and Arizona —

became infected after getting injections for problems like joint and

SEICRIRE

J

back pain, the Centers for Disease Control and Prevention said. All 12
were hospitalized, three of them for a month or longer. None died.

Investigators don't think the contamination occurred at the clinics
where the shots were given, because they found bacteria in
unopened vials provided by the distributor, Liveyon, based in Yorba
Linda, California.

Liveyon voluntarily recalled the stem cells in October.

BHATIE, (BE)RAEBLEERSZEESHEE - REFEFIICTFIYILTLNS,




FDA wins case against Florida stem cell clinic RE—

CNN News June 4, 2019
i S © VAT IOEFFFIFTAFDAICK L, 70
FDA wins major V|ctory IN campaign )3 |ZA&HL%EELUS Stem Cell CliniclZ&k
against stem cell clinic AR htHEE R R ZE AL/ —F >
20 VYURFQOREBEODELLEDZEFA,

o JERETFDAIL, D)= BEAFR, &
mDMAEMFRELERLIET 5= DE
Y FIEDHEILEHETEHL TSI E
WSEEHLFIRHL ., EEERLDOBIRIZS
5L-EEE,

/ [FDAD R & K& FR X \

ERT HRAGEDEHRE
;;-'-ll r‘w
L ' NmZRTI DI EITKY
AR MAJL — ~

(CNN) — The US Food and Drug Administration won a major legal victory in its ongoing effort to % % ‘ — F E % jJu = 6 A Q
crack down on clinics marketing bogus and potentially hazardous stem cell products. P4 S5 EJ = Z
On Monday, a federal judge in Miami granted the FDA an injunction to prevent the Florida-based ‘ .I..j_ L, *) *L *) *L ‘i ﬁ —/\ %
US Stemn Cell Clinic from offering treatments designed to create stem cells from body fat and A

administering them intravenously or directly into the spinal cords of patients to treat Parkinson's

disease, amyotrophic lateral sclerosis, chronic obstructive pulmonary disease and other serious ( L % i
e g kﬁ_ CL#gkFTL o

conditions.
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THIS WEEK

-/ SEAME? Cuttlefish switch
off to evade marine
predators p.166

FUTURE-PROOF Short-term
solutions to long-term
issues p.164

WORLDVIEW Business must
pullup its sustainable |
socks p.165

EDITORIALS

Stem the tide

Japan has introduced an unproven system to
make patients pay for clinical trials.

research and clinical applications in regenerative medicine. It has
invested billions of yen in induced pluripotent stem (iPS) cells —
made by reprogramming an individual’s adult cells so that they can
develop into any body tissue — and has overhauled its drug regula-
tions to create a fast track to bring regenerative therapies to market.
The strategy is working, up to a point — in September, the first treat-
ments were approved under the new law. According to bullish regen-
erative-medicine firms in Japan, the scheme is the fastest way to meet
patients’ needs. Without it, they argue, treatments get bogged down
in phased clinical trials that can take several years and cost hundreds

]'apan has been working feverishly to stay at the cutting edge of

10 DECEMBER 2015 | VOL 528 | NATURE | 1623

E(EMYTIEEELN(T)
e

“Japan could

find itself
flooded with

unsuccessful
freaiments.
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Evidence Levels of Efficacy: Drugs (normal) vs. RM Products

RM Products

Drugs (normal) _ _
(Regenerative Medical Products)

approval
approval

Conditional and
term-limited
approval

— Orphan
drug
levels

Marketing authorization

Probability of efficacy
(evidence levels)
)

IND levels

13



USFDA -Accelerated Approval of New Drugs for Serious
or Life-Threatening llinesses (57 Fr 58958, Dec. 11, 1992)

Likely to Predict Efficacy (Clinical Benefit)

¢

It applies to certain new drug products in treating serious or life-threatening
ilinesses and that provide meaningful therapeutic benefit to patients over

existing treatments.

Approval based on a surrogate endpoint or on an effect on a clinical endpoint
other than survival or irreversible morbidity.

The drug product has an effect on a surrogate endpoint that is reasonably
likely to predict clinical benefit or on the basis of an effect on a clinical
endpoint other than survival or irreversible morbidity..

Approval will be subject to the requirement that the applicant study the drug
further, to verify and describe its clinical benefit.

Postmarketing studies would usually be studies already underway.

FDA may withdraw approval, if a postmarketing clinical study fails to verify
clinical benefit; .............

14 j
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RM Products Approved in Japan

Developer

Japan Tissue Engineering

Japan Tissue Engineering

JCR Pharmatheuticals

Terumo

JACE
(Autologous cultured
epidermis)

JACC
(Autologous cultured
cartilage)

TEMCELL (Allogenic MSCs)

Heart Sheet
(autologous skeletal
myoblast sheet)

Stemirac

(Autologous MSCs/STRO01)

Target Disease | Investigator

Severe burn 1,

Congenital Giant pigmented Prof. Ishikawa, Omori

Hosp., Toho Univ.

nevus™, Med. Center
Epidermolysis bullosa *3
Knee cartilage injury
Acute GVHD
. . Prof. Sawa
Serious heart failure (Osaka Univ.)

Prof. Honmou &

Spinal cord injury Prof. Yamashita

*1 Approved on Oct. 29, 2007
*2 Approved on Sep. 29, 2016
*3 Approved on Dec. 28, 2018

Approved on Jul. 27, 2012

Approved on Sep. 18, 2015

Approved on Sep. 18, 2015

(Conditional)

Approved on Dec. 28, 2018
(Conditional)
SAKIGAKE designated

Novartis

AnGes

Kymriah
(Autologous Chimeric
Antigen Receptor T-cells)

Collategene
(HGF plasmid)

Relapsed or refractory (r/r)
acute lymphoblastic
leukemia (ALL) and adult
patients with r/r diffuse
large B-cell lymphoma
(DLBCL)

Prof. Morishita
(Osaka Univ.)

Chronic arterial occlusion

Approved on Mar. 26, 2019

Approved on Mar. 26, 2019
(Conditional)
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James Guest, spinal cord injury researcher

Astom-cell treatment for spinal-card Injurles will soon be avallable kn Japan.

e [COEBBNTHAUBYZETNIE, BMEFBELNTEY RG]
Stem-cell therapy Bruce Dobkin, , spinal cord injury researcher
raises concerns

BY DAVID CYRANOSK]

MRODHHENEREEATATIRIDHHEEICHLTEENOHEZTMADITE
EREGWNERS, |

Arnold Kriegstein, stem cell researcher

Nature 565, 535-536; 2019 and Nature 565, 544-545; 2019.
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[COERRIL. BERFEBROERAEIIODVTAETOERICTHRENEAIZIETRTHS
| —HRBITHLNDTY . |

James Guest, spinal cord injury researcher

e [COEBBNTHAUBYZETNIE, BMEFBELNTEY RG]
Stem-cell therapy Bruce Dobkin, , spinal cord injury researcher

CORBBETIE., BEEDEHHARDOFMBZARNTEZELTHLEEFIZRIIDTHS. LEEMNST,
“EERHAREZLEZELRARETHY . HBEISHL T LFMETOICLIMEBMBELSHS.

MRV DHEZENEREENTHATIRIDHHAEICHLTEENOHEZIRADI(LE
fERHGLERD, |
Arnold Kriegstein, stem cell researcher

BEEEREMITHT L5 - AR RARHFHED T TIL, F£H-HR(TRERTREEZ TR, FEEEARBA
[CHEREZEOAE CHAMENEIISNDISSIZOAERGEERFTRENSZONS,
Stemirac[IE RBEARBR TH/N—SNTWESD T, BEDZHWIEEOLZVLARVICEFESNTLNS,

Correspondence (Nature 569, 40; 2019)
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James Guest, spinal cord injury researcher

- [CORBNTHF A BYEETNIE. A IXBESMAEYZ AN

BHTFLETRTOR S TRCINDALITEZ TOER A,
RCTIZIRSTEWNFRIC KD T—RITE DN -HAMR - ST =BG RFERBINHFRINDICIL, XD LRFELEEIZL
VBT AT —2DBIROZ L MEICEAL THEMERETRZE-LT. AL SENICHETESILNEE
TY, THhL., BRD-OIZWHERAIRELRY DEREATHADLETHDHZEIZDLTIL, NatureiEERIER T,

MRODHHENEREEATATIRIDHHEEICHLTEENOHEZTMADITE
EREGWNERS, |

Bt -L2EERET HFEICONT, AR RFEHFICHAGH T IVEHEICONTEL. BRZRILKITSRTY,
SAHEEDBENT —EA—RZEFAL., FHBEEITICENMERSNDINETT,

EARLY GREEN LIGHT
n the basis of

CNETOBRBRFREFRLGIFEZHOBEERFHEADKEFEIZIE,
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Early Access Schemes of ICH Three Parties

Priority Review Accelerated Assessment | Priority Review

Conditional marketing Conditional approval for
authorisation (MA) Oncology drugs & Orphan
Accelerated approval drugs

for serious or life- MA under exceptional Conditional & term-
threatening illnesses circumstances limited approval for RM
products

Hospital Exemption

Breakthrough therapy
Jil\;aAS:I:c ('I'Rr:cI;::rs;ﬁC(aetlon PRIME (PRlority Forerunner Review
5 MEdicines) scheme Assignment (“SAKIGAKE”)

Medicine Advanced
Therapy) designation

Each agency has unique approaches to accommodate patient
access to medicines although they have certain similarity. 20
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BEFBRENFHEHREM L TRERTRRBESADLEDTEDHIE,

¢ BRSNEEHRITOVWTE, &R7FHIOHARHRAICHREZEREDR. XZRFEHRRET
DLENDD,

= & O TR AR
(Accelerated Approval)

1992

¢ EETREEARKEBEL,

¢ EXRDEREIVLEN-FIREHFORRENHIEEMDIGE.

& BRRHIANR T4 YA S EIHTE TEDLOILEUEARBFEPREBERIRRAUMNIE
WTREN S,
FOAIFTREIZBRFEADBESHEMNTED,

¢ "OHRETERERTEE L. PERSNEBER EORR T bR S=OICHREHE
MNILE, BEDRRT YD) R 0% LRSTWVEWIEABALMN IG5 S B/IEED
ABEMYHETENTED,

EU

E% Hﬁo)%#t‘ﬁ-ﬂﬁJbﬁmu

(Conditional Marketing
Authorisation)

&

B= 25 @ D51 A\ 19 A ER
(Authorisation under
Exceptional Circumstances)

2006

& EELFIEGEBINTHREDAE -FHELIIZEEZENELTLSD,
& REMLERATHS N, =X
@ F—TF7URSYTELTHRESNTWWSEERDIGE.
RERDEEZDENTEDHIE,
FELYEZEEMNUTDIEEER - LTWIRELNDHS:
0 BIFEDIETUANS, HREEFDARR I IMNNIRIELEBZEEZZONDIE
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® FIEFENTWVENWER-—XZMHTI LD THDHE
® Ronf-T—RICEIDERATHEICKDIRIEYERZEICFIAREEL T BHEICKDHARR
T49MDAMKEIN &
& HEEEIRAR T VNEERT 5=HICHERE T —2EIWRNELG T EITIEESEN, RRTqy
EORZDYRY%E ERZEDTIEEWNEHIEESN B EIZITAZECELLHYS

BE.AREENFEICENTHASE . GOoVICELBFRZNE T HENTAIRTISEEE
EIEEMEBHITHDHERGSN DB RICIE, ISR T THAHEL T EMARRZ 215 - AL
[R5 BEMT D EVEREICHLTEEMNEARES A SN TES (THI5H AR

(authorisation under exceptional urcumstances))




MREMIELOESRGN(BEFDTIVLADER)

R X EU
s AL 2 351HCT/P ATMP
EMA
L E %4 /PMDA FDA (BREREIER, WERED, RIRUNE,
2 B L RAUE L)
WRBOHTTY— BEERSNA EMBA F EAE ER
: e (EERS) B E - SRS E B B E 49~ JERESE B B
PR DGOPET DB EDH DA <HBb5TBA SHb5TBA
mE-UETHOEHE GCTP GMP Ff=IE QMs (QSR) oMP

(ATMP[R] [+GMP)

Conditional marketing

s pal HDE (A 3 [ 4 52 4% 45)) authorisation (MA)
;ﬁgggfgfg:@ St - A PR {2 2 BR . X MA under exceptional
\ il 2 RMAT (SE£ 8 £ R FHRE) circumstances
s anam _ BEEERSFRZESHERE Treatment Use, Compassionate Use
'ﬁigﬁg jﬂoiméﬁlét CRERFZIFEMHiEmIYEL T Emergency Use IND, (RERSLEDOHFITNDT. H%
i SRERSNNE LN SER) Single Patient IND, etc. EANRE CEREKRFIA)
L Special Exemption
s & (ZEEDHTDOT. BHERE T
SUUTA Ty REERERSMERL (NBRRFL AL TR Pt
LELY) o sl S LTWBESDEH B,
BT - EHHESE) . - : :
EIBAFMNDS FTEL Hospital Exemption

(EMARZEZEEELVSERRTZH)




ATMPFRH D155} FR 7E

[Reg (EC) No 1394/2007 Article 28]

1 . . " EE AT 3 |
Hospital Exemption” Iispesssi) Ei%’ifﬁﬁ%g&é&i
)

BREO—EERATORTIRONEEIHE-T.

B AERAEICESE

EREMIBES. (b,
T—R(FXDHELRLN

EREEEOREEEOT. AANE e

FA—mBERT
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(B Il 22 &

&L‘a%#Ej—&fiﬁf:bf:ATMP'is EMA@¢*EE®*‘T§%O EO—CL\UL\ 5 (:51-‘%1':

> OHE-REICETSERNER. ITmA,
@77—RAECSUR (HEBRER K . OFL—HE YT+ GEBF e RSB E
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B2 DEERTOF—F—A—FTHB--- M —RICTIEREHEE 1 EEAGESAEL

[—EDRFELCSN-RETET. TEN (KRR ICRESNSHEICE. EFBICEWIAEORSEEL
b9 . REMEELRGSNS I (=hREEDXHRLLESH) [EC Consultation Paper 04 May 2005]
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#HRa - A& TR EE

a8 B B D2 B BEERFRM 351HCT/P ATMP
EMA
LY E %%/ PMDA FDA (BRERAAER, BLEAR, RIRINE,
$4% ER B2 BAE L)
BEBOHTI— BEERSUS EMBF Elid EREE B
: o A% B (EERIS) A% B - JERR A 1 % B 8- JERR B
PR DGOPET DB EDH DA <HBb5TBA SHb5TBA
mE-HEEEOEE GCTP GMP Ff=IE QMs (QSR) ( ATMP%'}’:; )

EHEORBLELTO _ HDE (ASERVBE 2R H1) AEBRSIMTEE
R R R et - N AT R RIVIAT (4 T s B AN AR B

AR A AT BTIRE L= BEEERSFRZESHERE Treatment Use, Compassionate Use

KEEHE O CRERRZFEMENIMELT Emergency Use IND, (ZEBRHUBDOHETDT. K%
ROSX R SRERSINE LM SEF) Single Patient IND, etc. = N PR E ChEa R FI )

Special Exemption
(ZFEDOHFATDOT. HEZERTE
Fide PR I D

Hospital Exemption
KL NS BT L
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Hospital Exemption vs. Specials

Legal basis Art. 5 (1) of Directive 2001/83/EC  Art. 28 (2) ATMP regulation
(Compassionate use onanamed  amending art. 3 of Dir.
patient basis) 2001/83/EC

Authorisation No product licence but manufacturer licence

Qualified Person NO

Scope Any medicinal product including ~ ATMPs only
ATMPs

Purpose For special (clinical) needs of an For an individual patient

individual patient

Use No restriction Hospital

Movement YES, possible export/import NO, preparation and use within
the same Member State

Evolution Stopped once marketing Nothing is said
authorisation obtained

https://www.eurostemcell.org/regenerative-medicine-special-report/access-to-regenerative-medicine/full-article
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#HRa - A& TR EE

280 0 2 > 2 B BEERFRM 351HCT/P ATMP
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LS E %4 /PMDA FDA (BREREIER, WERED, RIRUNE,
F4& ERHI L HAE L)
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: o A% B (EEH%) A% B - e A 1 A% B i - JER 3 B
PR DGOPET DB EDH DA <HBb5TBA SHb5TBA
mE-UETHOEHE GCTP GMP Ff=IE QMs (QSR) oMP

(ATMP[R] [+GMP)

EHEORBLELTO _ HDE (ASERVBE 2R H1) AEBRSIMTEE
R R R et - N AT R RIVIAT (4 T s B AN AR B

DGR TR BEERERSLEAE
REEUSOHRA IO e
ABRSIELIN B

Treatment Use, Compassionate Use
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Single Patient Expanded Access

(so called “Compassionate Use”’) =——

/

* Emergency Requests:
In an emergency situation, the request to use an unapproved
investigational drug may be made via telephone or other rapid
means of communication, and authorization to ship and use the
drug may be given by the FDA official over the telephone. In these
situations, known as emergency IND (eIND) requests, shipment of
and treatment with the drug may begin prior to FDA’s receipt of the
written IND submission that is to follow the initial request.

* Non-emergency Requests:
In a non-emergency situation, a written request (IND) for
individual patient use of an investigational drug must be
submitted to the FDA. The investigational drug may be shipped
and treatment of the patient may begin 30 days after the
application is received by FDA or earlier if notified by the FDA that
treatment may proceed. These non-emergency requests are
known as individual patient INDs, or single patient expanded
\_ access requests. Y,

https://www.fda.gov/drugs/developmentapprovalprocess/howdrugsaredevelopedanda
pproved/approvalapplications/investigationalnewdrugindapplication/ucm107434.htm
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Guidelines on Good Manufacturing Practice

specific to Advanced Therapy Medicinal Products

11.5. Administration of out of specification products
Exceptionally, the administration of the cells/tissues that are contained in a cell/tissue
based ATMP that is out of specification may be necessary for the patient. Where the
administration of the product is necessary to avoid an immediate significant hazard to the
patient and taking into account the alternative options for the patient and the
consequences of not receiving the cells/tissues contained in the product, the supply of the
product to the treating physician is justified.
When the request of the treating physician is received, the manufacturer should provide
the treating physician with its evaluation of the risks and notify the physician that the out
of specification product is being supplied to the physician at his/her request. The

confirmation of the treati

manufacturer. In a cli =] ZKT@E&%%#%E*%%HHE1 %G?%)'C%%)?ﬁ\ ?
sponsor of such even BERRER? BETEHERET?

authority. For marketed products, the marketing authorisation holder and the supervisory
authority for the site of the batch release should be informed.
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