2020F1H8H /NENADIDOERIFFREZEZS (EIfAAFTRESY-)

INBHADOZERIFFEICETS
ST DR

HIZITECE N ERmERK oo B
EREFELOE/NEEERWG
PP =X

icals and Medical Devices Agency (PMDA)



COIFR

MR (CERE T RSB IRESHDEEA

ARFERE ARRBOEANRECEDGEOTHD, PMDAOA
R RIEDTERDFE A,

2 aceuticals and Medical Devices Agency (PMDA)



AHORNE

/B EEMFEFEOINL

B R RS IR CH T/ N B HE
BRI

W (D5h A

3 s and Medical Devices Agency (PMDA)



AHORNE

\v

/R EFEmBEFE ORI

4 euticals and Medical Devices Agency (PMDA)



/NEREFEROIIR

B ZEMENRUBINECET T RT—FH 70
/J\\'f__l-jzg(c_d\/u ; /f / _Eb\ﬁﬁnaéntb\j&b\
B UH\U. BRERCTOWmEMESBAN. ERAEE3%ZER0)

— FMERNSBEFIRFTTEZART, EEmOFIR. EMEIRE, A
£%F. SFERCSULEONEITIONERIND

— Euurl_ SBRDET ENREEEHF I/ NEFEORETZE I D

- WRFB|BEDHDEL 1 ABHDDIRSEED B

0
()

RFPZFE(COTIEREEN
1R RFEOREHMEN O

ZFBET OB ERET (2L
57 38O RE

Fnda 5 als and Medical Devices Agency (PMDA)




i
N

NCHIFTD/NEREEmMOREFE

RRKT(I/NE _%;?énnd)laﬁ'i%ﬁ“ RSN TED. Bk A
DRFEERE T NEORFEMRET SN D,

¢l EMA (PDCO)
Pediatric requlation (No.1901/2006)

PIP (Paediatric Waiver : 7&bx
Investigation Plan) Deferral: J&¥F

*EI PSP (Pediatric Study
FDA (PeRC) Plan) /Written Request

FDASIA ( FDA Safety & Innovation Act 2012)
{Best Pharmaceuticals for Children Act (BPCA)

<
O
>
[0))
c
o
gl
0
9-
o
>

Post marketing

Written Request

Pediatric Research Equity Act (PREA)

6 armaceuticals and Medical Devices Agency (PMDA)




ICH E11 Guideline

Clinical Investigation of Medicinal Products in the Pediatric Population

INBERCHITREZEBOERRERCREHIIHAI X
(ERR 12612 EEEFE13345584))

= | o’
1. B=

[IR7E. 5

B E 2 N e -
iy NVEERICH B ERROBRARBRICE TS5 ADHE
([OWTIE “(Cgpgoos128278 7 maemmse1227552)

Hdo Fle. B NBILOAGRERFER X (FBAGROmMBICONT, 5|F
o/ \EOHSEESEFOHOEY) R EERNER (R, HARRESR
PREER) DOEMNLEFND. |

-ﬂ-nda 7 d Medical Devices Agency (PMDA



Ul o

ICH E11 (R1) HIR

. =
1.1. ICH E11##8 (R1) OEAHZEREEER

IR ACE

NERAEREREFRIOTILORDORZFERN 7 IO0—-FOIhE 4

FIXDENESIIIN-T GhERZED)

INEREZEmBEFERE A7 IO—F

5.1. /NEREZEmRFEFICH T ZELFAHRDE
5.1.1. /NEREZEmFEFEICHITSD ’

5.1.2. /NEAHAEERRRARCHIIZETIIESZ1L—23> 0

. NRERRERER DT YA > EEMIC OV TOE BRI EIE

6.1. EHEATHEIE

6.2. 7ML

6.3. RRINERARNIE o /)\\3mESRSHERCETINENRURE

. /NB AR R EIEEOE S ERE,
7 1 IG5 = EIGES ® ICH Elld)Lﬁﬁﬁﬁl%xZéBO)T(iﬂb\
. Al ® ICH E110AAB%ZM@=L. hD. /NE

IEGFIELETEIE RFICHEBRITRE X2 B0,
7.4. FEVE

. Fis8

8 Medical Devices Agency (PMDA



e

EI_ID [ﬁt’] \|

IC

1.1. ICH E11%:E (R1) D@EMIEE
fmIERIACE
NERERERFEFETOT S LADODORFH]
b‘?"]“)l/ J_ (FRE) %iaqt})

5.1.1. Az,

E1l (R1)

}Eﬁ E%nu ﬁﬁ%(g@ﬁ%ﬂﬁ%d)/%ﬁﬁ

S, ICH E11AcLT.
SOFFHIRA A > A% ER T TE

_____ 5.1.2. /NERERmEAR(CHUDET U I 1L —2a>OEM. _

N

. Fis8

VREERERERDT Y1 > EEhIC DWW TOE IR AIE

6.1. SEheAJEEME
6.2. 7UMHLEH

6.3. EHIIRAREIE INE I EE S B R(CE T AR S R UG IR
RO ST E T,

® ICH Elleﬁﬁﬁlﬁxzéﬁﬂ)T(iﬂb\

® ICH E110REZMUL. hhD. /MNE
BN BRI EZ S ERTED,

SERRA]

7 1 REELIEE

mJJI]ﬁ'J
Iy e S e
7.4. R

d Medical Devices Agency (PMDA



[VNEAREERAFRECHIIDIMEIEEL?

Pediatric Extrapolation

P BB N U ERIF SNBAEREmADKIOH, ]\
AX(IEO/NBER]) DEITH3(CER{EULTL

BRUSIBER (B
BEHETETEBRIHSIC.

%2159 51T VA%

B AT —HDF) A

INBEF|CHBIFREREMOBIIN DT EIME)
j:}tE1 3-5__E20
ICH E11(R1) : /NBEFICHII D EFEmMBEFROERRIERICRETDH 15 ADHE
4 N
A ELA HAAN
DN DTN
& %
4 I
2ANETPN HAAN
ICH E5 ANV ANV
N\ \_ /

e |

/ﬁgi‘d Vv T —3®D
FIFS %V

Flinh'FE2 5/ NBERD
T—ADFIF

d Medical Devices Agency (PMDA



INRERMEREE (CH VT AR I EE S R OB R T 50k

(CEATBHA5>R

(k2

7F9A EREEFHR09305515)

[ TR IR R OE RT3 AR I D01 K51 > JDERET(C
DWT] (ERk17F11HEREFEEFFRE11010115) KU

[VINBEFICHITS

Tl (FRpk125

F12H

= FEmORARRER(CRAT BN 145> A0

513345) ZfHTI 0D

ERES

« IR OEHID LS (R DEB RS E DD ATEIC LSRN

AP FURERmOLS(=

S BB TR

H / =+ ~HH ELEE R\ S
;ﬁ‘??-‘*é*? Pediatric BESFE S/
Jb_CO)*ﬁnjﬁ . —_ \l7
Extrapolation(CHE =

TR D I BFFEHES(CDOWNT AETHIEE
@“5.&73‘5& HbEM s HNEU

X E RO, o7t CO/NB N RETS
%ﬂi%ﬂtbtﬁﬁ%ﬁkﬂﬁw LR C U CEIR/NBEXTSREUT
FRZITICENLEFLL

11



IL

R R MEREE R mRECH TS/ NERE
FEmFEAFEOIRT

12 als and Medical Devices Agency (PMDA)



— Ay ’
BERETE/RO AN (F3NBI7D%E) FM14~256EE
oom®Rs T [El/ER L1 T= % *H 48
EHER FRIAEE | TRISEE | TRI16EE | FRITEE | TRI1SEE | TRI19EE | FR0EE | TRAEE | TR22EE | FHR22IEE | TrR14EE | FR2SEE
1. hREIEAE (2. 2 [FEREE AR 33 [9] 38 [16] 42 [18] 44[15] 65[16] 56[17] 54[17] 72[22] 71[26] 71[35) 60[25] 52[14]
2. FREMATRIHRE 16 14 9 9 9 7 0 7 4 7 7 2
3. KIEWERE [BrRTFmEAI] 15 [7] 9 [5] 3[3] 7[2] 3[1] 6[5] 10[8] 4[2] 2[0] 5[3] 3[0] 12[7]
4. RFL-BE S AE 33 22 24 22 19 27 27 20 21 20 11 15
5 MFLILF—F 27 19 16 14 8 14 8 11 21 11 18 18
6. lEEBEAE [MmEEFTH] 31 [11] 29 [8] 34 [10] 30[16] 59[23] 47[13] 45[16] 55[10] 68[29] 48[20] 45[11] 52[9]
7. IR E AE 17 8 1 6 8 9 18 23 27 24 11 17
8. HILHERE (9. KO 6 8 4 6 20 8 13 14 18 17 20 17
9. HILEEBRE 8 13 20 23 3 12 6 7 3 18 4 3
10. RILEVEIRBILELRIFSD) 22 22 25 11 21 11 17 16 24 27 21 21
1. REBHRERVIIFARE 16 26 13 13 12 12 13 15 11 9 4 8
12. AERE 15 22 11 11 7 8 15 11 22 21 14 11
13. E4SL M- RRAESKHIEERESR 45 53 51 67 90 74 59 70 70 81 63 62
| 14, UEEEE 46 29 42 133 54 82 105 107 121 156 135 169 |
15. MSTHEEES 0 0 1 0 2 0 2 3 6 5 4 7
16. InEYMH 9 9 9 25 17 9 10 2 5 15 8 8
17 eEFEFI(16. 20 [ERREH 21 [8] 10 [3] 18 [13] 14[7] 22[13] 19[3] 34[2] 23[1] a[1] 37[6] 36[9] 29[7]
18. £MEHWHE [DOF ] 18 [4] 16 [1] 17 [3] 27[6] 18[7] 33[10] 27[6] 36[16] 40[14] 43[13] 40[17] 52[20]
19. BERE 0 0 0 0 0 0 0 2 1 1 0 0
20. XfRIEFH|- T OB EZE 7 2 3 1 1 3 4 1 3 4 4 5
21. xoftt [ERHAA] 37 [20] 33 [16] 53 [33] 60[34] 61[49] 71[45) 57[41] 61[45] 85[59] 69[48] 48[30] 41[18]
12 422 382 406 534 499 508 524 560 632 689 556 601
GE1)
Eﬁzmﬁrmummsﬁmr DWTHEEREFBRESEE AR FEEMNTESREF LTV S, SEREIFEEATOHATET 2RLTV

[ JAO#FF, RRNLTEAOBHBEZRLTVS (BIAIE, FRICEEOREREARICHEIADEHEIEIZ).

i

PMDAR—AR—-2> BHEREIEFR> /aBRBENESESS > BRETEBEEFIE> EREm (YY) >EREm (F
YD) OiaBRETEfEH TR

nda 13 als and Medical Devices Agency (PMDA)



ORRET BB LI OMR (FE3NBIDE) Fr26~304F

K}

EDoHEE EREZGER | TAR2TEE | TRZ0HERE | EAREEE | TRI0ERE
1. PHEEERE (2. #RO ST RF ] 6al14] 49[7] 48[6] 64 [15] 65[15]
2. EShERmHEEE 7 4 5 4 3
3. EHmERE [ERrERRE] 4[1] g[a] 60] 6[1] a[0]
' 30 4 17 i5
12 4 7 20
}n%: ‘I-_HE%SE;((I\ Z:;yk /'_(j: 46[22 49[|.?1 21[?1 293;
— A\ Y —
D EF(CLEANERB(CZ Lo o
27 35 29 30
1. #FRERERFEE RVIIFAR 5 " 10 8 i
12. HERE > 15 10 9 24
13 ESZL M- ERAEFAHEERS B3 86 84 g7 10
14 sEetmmE 159 226 230 313 343
15. MAHHEES 4 5 7 5 2
16. HiEmE 7 9 " 8 8
17 {EEMEF 6. 284 [SrcinEml 27091 soral 17[1]
18 £¥MEpMA (755 5H] 39[15] [5]
10 B E _C:E)/J Vi "o
20. XRERA EOMBHE /}\7&(,\. .o 2|
21. Tt [HEEFEAA] 51019] . 29[3]
& 601 657 o 63| 693 764

GEDL INO#EF . AENETEFNOBHAZTTLTLS.

PMDAR—LR—2> BEENEET > /aiREERES> BRFTERLHIE> EREm (FEY) > EXRR (E
YD) OiaBRETEfEH TR

Fnda 14 als and Medical Devices Agency (PMDA)



s MBEEREORGEHISH OIS

40

30 _1_
i(S) Ed o g
10 -

- 1 1 ik n
A B N B i B

2010 2011 2012 2013 2014 2015 2016 2017 2018
WEHR e —Z L AHC e RRRAH

PMDAR—AR—Z TSN TUVAITERERROFAZEE—ELD. 2010FEHS
2018$r“ (CDVWT. MEBMEREERCHAITIFAEZ@EmEZHE (2254)

 EGREIE B EAGRHEEICL DGR
*2 ﬂ%E’Jﬂ‘EiL(gE’JL\'CIZ%%%JZQ_\\ﬁEI]tn 5N, £EPBLLE—EPDHEENAIEEIN TEHEBINLED

'ﬁnda 15 aceuticals and Medical Devices Agency (PMDA)




INRRE - HED AR SN B IEERSE

(2010-2017£F)
2011 ARYARH HNhE - HAIE BIE )T
2012 FI=h- Hhe - HAIE BB L S B T R ARSI U

TERE{CAE(CHS BT Bt EiiE
2012 PI4Zb-)VooERER  FhxbEE-FTHHE. FIAZEN  ASENMERRLAE(CHS AT BRI E A

2012 IARILKS RS %) BRENX (&R ) (R MR

2012 OA4F—€*1 SRR (Bnt) 2MERMmE. BiE)>)E

2012 HYTbMRTEID A FhRbEE-FTAEE INBBMEE R AES

UI)TH>*1

2013 JAHLF>*1 FENEE - FTAHE INRERIEEIR RS

2013 UYFHI*1 FxNEE - FTAHE FsEHNHEIIRRE T OCD20E D BHlRR 4 > ) (1E
JETERE

2014  FOYAR*2 SR (51) 2R MR

2016 7-U4F—-t LSRR %) 2HEaMmE (IEMRMRORMEEEHZZE) |
B> )z
2L, L-7ZANSGFF - RB|OEEUEZRUILS
albR3

2017 53% = I2MHERA X (IR THAD (2 4 BRI B MR

*x 1 1 RAGREBEISNFMRFTSRCODVTEEIN, EELONEESHD. MDOAFCEZEHEITBRESNTED
*x 2 NFNEREE

nda 16 als and Medical Devices Agency (PMDA)



INRRE - HED AR SN B IEERSE

(2018£FE)
2018 E-UHAh SEMNS  EREEAMOBRIERIE ) (I E s
2018 FEH-IL*1 STANEE- ST BRGSO PE
2018 UbAA WEMRS  \REMEREEICSSE S ME ORI AR
2018 IMESR* I R THIIE L S ORI E
2018 JNISEIUBEIZTIL* XEEEBRRRIFIIILINI-t (BR55% : FLU7
2018 SHSE* FEABE) | (HE, MR : BRSHALD
S ey ————— CD19MRHOBHMARIE S ) CHER AR (CHELVEER
1 1 ARSI/ RSB CH TELEN, EE L OXERD, hOAKICHETBEENEE0
* |~ TR

> /N EBRE -HENKEEINEMBEHREREFE(E 22545184
(2010 2018’-&)
T CIEIRFEGENFTE L, NEBEBZWRICEMEIN GRS
%ﬁ)ﬁ&z GE(CEDEFERINIEFIEIEZ DDOHD,

'ﬁnda 17 euticals and Medical Devices Agency (PMDA)



el Dy = fl ==}

(BRX(IEHE '(DB A_L)
21652 (Ph1I) AN ESPN TN
< (Ph+ B-ALL)
= 26538 (PhIb/T)
- N
GMELA B AAARA
3UEER (PRID | (pp- B-ALL) (Ph- B-ALL)
mo
- AAEANNE HAANNSE
~ (B-ALL) (B-ALL)
20588 (Ph1/1) N -

'ﬁnda 18 ticals and Medical Devices Agency (PMDA)



R)-RonTe),  (200FRE)
(NTRKEEEBE TR DT - BROERE)

STARTRK-25t§R (Ph1II)
[EIFRFE[E) AR

é a N\
SAEARA AAARA
\ 4
STARTRK-NG:#S® (PhI/1IDb)
FCZe 4. EY)EhRenx
o3 R
S SHEANE |

'ﬁnda 19 uticals and Medical Devices Agency (PMDA)



7 R NIZ SRR 20194 7GR |

(CDBOB%’I‘EONI'\/:\‘—/ BIETHHABY>JVRE)
0145k (PhII)
[[E R [E)EHER)
<
ﬁ a I
AT E B A HARANBRA
(RBEPTCL) (RBEPTCL)
o /
"""""""  BV-HLALCLEtE (Ph1)
C250025E& (Ph1/I) [[EER ;L ER)
5 4
!} ANESPNUNYE HARANNE
e~ (¥ -E#5H (¥ -#8HL
ALCL) 5 ALCL)

'ﬁnda 20 ticals and Medical Devices Agency (PMDA)



2010-2018FEE(CKET/MNRBICHESBS NI MR - FESS FHIED

Everolimus

Asparaginase
Erwinia
chrysanthemi

Glucarpidase

Dinutuximab

Pembrolizumab

Avelumab

Pembrolizumab

Fnda

EEmd

subependymal giant cell astrocytoma associated with tuberous
sclerosis who require therapy but are not candidates for
surgical resection

acute lymphoblastic leukemia who have developed
hypersensitivity to E. coli-derived asparaginase

the treatment of toxic plasma methotrexate concentrations (>
1 pmol/L) in patients with delayed methotrexate clearance due
to impaired renal function

high-risk neuroblastoma who achieve at least a partial response
to prior first-line multiagent, multimodality therapy

refractory cHL, or who have relapsed after 3 or more prior lines
of therapy.

metastatic Merkel cell carcinoma

e unresectable or metastatic, MSI-H or dMMR solid tumors
that have progressed following prior treatment and who
have no satisfactory alternative treatment options or
MSI-H or dMMR colorectal cancer that has progressed
following treatment with a fluoropyrimidine, oxaliplatin, and
irinotecan
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Blinatumomab

Nivolumab

Tisagenlecleucel

Gemtuzumab
0zogamicin

Dasatinib

Emicizumab-
kxwh

Nilotinib

Fnda

([CKET/MY
EEm?

relapsed or refractory B-cell precursor acute lymphoblastic
leukemia

dMMR and MSI-H metastatic colorectal cancer that has
progressed following treatment with a fluoropyrimidine,
oxaliplatin, and irinotecan

B-cell precursor acute lymphoblastic leukemia that is refractory
or in second or later relapse

newly-diagnosed CD33-positive acute myeloid leukemia in
adults and for treatment of relapsed or refractory CD33-
positive AML

(Ph+) chronic

Philadelphia chromosome-positive myeloid

leukemia (CML) in the chronic phase

hemophilia A (congenital factor VIII deficiency) with factor VIII
inhibitors

newly diagnosed Philadelphia chromosome positive chronic
myeloid leukemia in chronic phase (Ph+ CML-CP) or Ph+ CML-
CP resistant or intolerant to prior tyrosine-kinase inhibitor (TKI)
therapy
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2017.7.11

2017.8.1

2017.8.30

2017.9.1

2017.11.9

2017.11.16
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Blinatumomab

Everolimus
Methoxy
polyethylene
glycol-epoetin
beta
Pembrolizumab
Ipilimumab

(in combination
with nivolumab)

Lobenguane I 131

Emicizumab-
kxwh

Fnda

EEmO

adult and pediatric patients with B-cell precursor acute
lymphoblastic leukemia in first or second complete remission
with MRD greater than or equal to 0.1%

tuberous sclerosis complex (TSC)-associated partial-onset
seizures

hemodialysis who are converting from another ESA after their
hemoglobin level was stabilized with an ESA

refractory primary mediastinal large B-cell lymphoma (PMBCL),
or who have relapsed after two or more prior lines of therapy

MSI-H or dMMR metastatic colorectal cancer that has
progressed following treatment with a fluoropyrimidine,
oxaliplatin, and irinotecan

iobenguane scan-positive, unresectable, locally advanced or
metastatic pheochromocytoma or paraganglioma who require
systemic anticancer therapy

hemophilia A (congenital factor VIII deficiency) with or without
factor VIII inhibitor
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2018.3.29

2018.4.10

2018.6.7

2018.6.13
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2018.7.30

2018.12°#:R (€
2018.10.4 >EES-RERBL 3
AEIENN)

Medical Devices Agency (PMDA



2010-2018FEE(CKET/MNRBICHESBS NI MR - FESS FHIED
EEm®

primary hemophagocytic lymphohistiocytosis (HLH) with
Emapalumab  refractory, recurrent or progressive disease or intolerance with 2018.11.20
conventional HLH therapy

solid tumors that have a NTRK gene fusion without a known

acquired resistance mutation, that are either metastatic or
Larotrectinip  where surgical resection is likely to result in severe morbidity, 2018.11.26

and who have no satisfactory alternative treatments or whose

cancer has progressed following treatment

immune thrombocytopenia (ITP) for at least 6 months who
Romiplostim  have had an insufficient response to corticosteroids, 2018.12.14
immunoglobulins, or splenectomy

Bembrolizimab Eﬁ/lcgé;ent locally advanced or metastatic Merkel cell carcinoma 2018.12.19

Calaspargase

pegol-mknl acute lymphoblastic leukemia (ALL). 2018.12.20

Tagraxofusp-erzs blastic plasmacytoid dendritic cell neoplasm (BPDCN) 2018.12.21

https://www.fda.gov/drugs/resources-information-approved-drugs/hematologyoncology-cancer-approvals-safety-notifications
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New active substance (NAS) median approval time for six regulatory authorities in 2009-2018

Median approval time (days)
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Approval time is calculated from the date of submission to the date of approval by the agency. This time

includes agency

T E

and company time. EMA approval time includes the EU Commission time.
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Figure 11: Median submission gap and median approval time for NASs approved by all six authorities in
2009-2013 (16) compared with 2014-2018 (52) as well as the proportion of NASs approved as expedited

MNumber of NASs

approved by all six 16 in 52 in
authorities during
he voar 2009-2013 i I i I 2014-2018
timeframe
Median time [days)
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EMA 2009-2013 (16) 13% expedited M Submission Gap
2014-2018 (52) 25% expedited W Approval Time
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FDA 2009-2013 (18) approved with
2014-2018 (52) expedited review
PMDA 2009-2013 (16) 50% expedited
2014-2018 (52) 56% expedited
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Centre for Innovation in Regulatory Science (CIRS) , May 2019, R&D Briefing 67
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