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The Role and Consideration of Accelerated Approval

Process in Pediatric Drug Registration System

YUAN Lijia, WANG Liqing, WANG Xiaoyan, ZHANG Ning*
(Center for Drug Evaluation, National Medical Products Administration, Beijing 100022)

ABSTRACT: Difficulty in research and development (R&D) of pediatric drugs is a
global problem. The high difficulty of R&D, high costs and long cycle of pediatric
drugs, as well as the low market returns compared with the adult medicines because of
the short medication cycle, aggravate the inactive R&D situation of pediatric drugs.

In order to encourage the R&D of pediatric drugs in China, various countries have
adopted many measures to accelerate the R&D of pediatric drugs. This paper
summarizes and analyzes the special policies and related technical guidelines issued by
US, EU, Japan and China to accelerate the review and approval of pediatric drugs,
which will serve as a reference for Chinese pediatric drug developers and the follow-
up government regulation and policy makers.
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FUHIE A . oA T Sil )L 25 R, DASE AR I Rk E Sl Smvk iz b
HENT T RO SERE I LIE F 2GR B . RV IRIELEE FH 2 BUR LIRSS B
FSE ARk I )58 - KA 2 BURh s it AHOGH R Fa g, FRIE L E 25 I /K P
AR T KR e D o A 038 I X A B K B X bR ) LB 24 b i i o)
FEFRIEBUE . RAT A DCEOARSR R HEAT AN JC IR, b EDLE 25k ¥
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Y BRE W2, T ILEMZAR ML, HE. A R RPN EUH TR,
ARJLVERNE. FHEREEAE DI R R4 & “ILEiE A TR EEGEETR”
RO LEHAEIRR SR I R I “FIR SR, 25507 BUIR. shahE
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2.1.1 SN

Sy T AREUE 2 (AU SCRELEE R 2, Jea il T RS )L EE FH 2 A O
LB 45E %) (Pediatric Research Equity Act, PREA) fIl (et )L #HEEZY
1% %)  (Best Pharmaceuticals for Children Act, BPCA) 56, 7£ 2012 4F, XPI#
JLE A2 Ok (FDA 24 H5AIHNE SR ) KN . fEX 2 )5, IR4E (FDA
ZASAENER) BRI, WEFUE RAER 20t 0 R BUgts 22 L 2
(KRR 7T 1% (initial Pediatric Study Plans, iPSP), iX—4%#k & fERFH A R
AR, R AR R E T LEE, JRAR RIS I R )L A 2530887
B LB 2 OGEROLIER 2022 4F 6 H, TFF 996 A2 i (i B 153 1)L
HZERY, .

oAb, K¥E (FDA & & % 2 %D (Food And Drug Administration
Moderization Act, FDAMA) B, JLE#3E RIEH 25 1Al 5 10 6 AN H o FHkHs
BPCA, F2[E [E 2% H A 1) JLEEIE R 5 AL S5 3K (S05A) i T LA N EEAE M, L
BB ah ) L2 25 IR

DT L RIAZY (off-patent) 1) L2 3&E M UERF 78 & FH T IR E I «

(2 FDA BT [ 5 P AT 5T Bt (National Institution of Health, NIH) #§ 5 JL#

ZIH90T A, I NIH g S8 5 20t — B0 Fe i J LB Al 24 B LB IE IR R “ 5%
E%” R
QIFREHE LTI H

@RS ) LEHAETT 7022 %= (Office of Pediatric Therapeutics) , 7 ST/GFE 24 I



1 J5 ) 22 A 1
SELRILEHFCER I A AR AT
#2007 45, NIH A it484 7 6 #ULEMAME HRY, )5 8A
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212 WEILEHATEFE NN
2121 JURHETAE

HR4E BPCA [ER, EEESHERSL T ILRHATT IMAE, DURIIE)LE I3k
HEIHTI . 24 KA FERERRACT, JUVRNATT P A E K EEI T
FEELR 7. (D5 FDA IR AL 51, RBIIOR )L E H 258 78 1 vt A5
FEE AT REA RN, BT IT R . B EMGR I E R . QB L#E
R Inkbr b EZ BB IR 7S . Q5 M bR gl &1E, # B iRt 7t
FH L 2 5 7 1 R AR HE I RIS, DA S AN b 23 o 5 ) LRI R o
@i FDA ) JLEHEHZR 4 (pediatric advisory committee, PAC), LAZKIGAH
F)URHI RS IR BORFIECE o] RIS % K@ BPrM PAC X4
ST ) LB A B I BT P AT L E AR A . @i B ISR FDA 1ERYT
PR G, AREEHTAE LB L R 2 A RN EIT T e DS BN E1E,
W) URHEG,  CABRIIT AT %o 28 WL LR FF BT B 7 72 b o

JUBHAIT A ZEAH SR, HA 05 KA 25 [ 5% (AR S5
HAITILE 258 PR Gl bR & VR # Tk ) LRHIm AR REG AN 22 4 P 1), 30—
Pt ) LE 25 R LT %

2122 JLRHEMZE 54 (PAC)

PAC /& 2004 FMNESZRELH, & FDA IERXMEHERSZ—. PAC
{E— RIIET 5T FDA 42456, A #rdy Biivral, B v
AR AR SR LRI 7S LRI RS AR e, ) LRHIR IR IR SR G 3], 1%
TR AT e L ZGRRAE BT 48 fidE BPCA B PREA, PG @A R
F RS LA 2 A e, AREE FDA G ELRE S A LR R e il
#HILEZS 5155 .



2.1.2.3 LR IEZR 512> (Pediatric Review Committee, PeRC)

PeRC ZAR#fE 2007 4 (B M2 EHZIEZR) (Food and Drug Administration
Amendments Act, FDAAA) B3R LI, B 25 i A A A1 b B PTG 43, 9 FDA
KL 2B PR S — SR SRR . PeRC Gt VRAL AOYE FEIALHE 13 L
B 250 ST TE K s AR A SRIEAT A R0 45 S s e = A 452 T
s 5 AR R VR T R VRS ) L 2 T R R A B R e R s A
T LEE F 250 70 S bR 2 A0 B ) 645 BRI M55 . PeRC B JE 45 3 T s 80 1
KR, LI 2 55 B (W) L3E 250 TR P Al AR 38 77
Z) A E R
213  WOL)LE A H I EE

AT IRZG s BT, FDA #E T — RAIBGE, IFHE TAHKIER . S0
ZIFILE I BT RS (NDA A1 BLA) FISRES (046 PRIEUEIE . REEPESTVE. N
ALAE. PLSEH I 4 B

Forp 0 5 H PP A G HE B AR E : # ] S05A R ) LRI AUk 5 $2 tH 1)
PRV, AR TN 7S R B TR e B PR A AL Y, X ik T L E 2
bR R A
214 HEHARIES

BE 2022 4F 6 H, FDA i & JLEHZMSHEM 24 N (WK 1), Wik 12

YW &I T, LRSI LE M 25 R JT K .«
&1 FDA RXHHLERAGT A HEXER
Tab.1  Related Guidelines for Pediatrics Drug Development Issued by FDA

FDA A LE 2 K467 F
Development of Anti-infective Drug Products for the Pediatric
Population: Guidance for Industry e PR B~ 1F 9

FDARA Implementation Guidance for Pediatric Studies of Molecularly
Targeted Oncology Drugs: Amendments to Sec. 505B of the FD&C Act: | IIfi PR 560 & /It
=

Guidance for Industry 2

ICH S11 Nonclinical Safety Testing in Support of Development of

Pediatric Pharmaceuticals: Draft Guidance for Industry Zat
Pediatric Study Plans: Content of and Process for Submitting Initial

Pediatric Study Plans and Amended Initial Pediatric Study Plans IE /s
Cancer Clinical Trial Eligibility Criteria: Minimum Age Considerations

for Inclusion of Pediatric Patients I PR 2= 220 7T
Drugs for Treatment of Partial Onset Seizures: Full Extrapolation of | Ilfi}R 2 #E




Efficacy from Adults to Pediatric Patients 2 Years of Age and Older
Guidance for Industry

Rare Pediatric Disease Priority Review Vouchers: Draft Guidance for

Industry WE /i
Pediatric Information Incorporated into Human Prescription Drug and

Biological Products Labeling Good Review Practice el R Y
Pediatric HIV Infection: Drug Development for Treatment Il PR [ 220 5
Atopic Dermatitis: Timing of Pediatric Studies During Development of

Systemic Drugs I AR 125 2 7
ICHEI11 (R1) Addendum: Clinical Investigation of Medicinal Products in

the Pediatric Population R
Clarification of Orphan Designation of Drugs and  Biologics for

Pediatric Subpopulations of Common Diseases: Guidance for Industry B o e

Pediatric Rare Diseases--A Collaborative Approach for Drug | PAS U5 A 1)
Development Using Gaucher Disease as a Model; Draft Guidance for | JLEFF W% IT & &
Industry 53]

Pediatric Information for X-ray Imaging Device Premarket Notifications:

Guidance for Industry and Food and Drug Administration Staff

EWiRT 510(k) , X
ST

Pediatric Gastroesophageal Reflux Disease: Developing Drugs for

Treatment Guidance for Industry i R 125 2 7
Leveraging Existing Clinical Data for Extrapolation to Pediatric Uses of | i #l, GCP; 117
Medical Devices: Guidance for Industry and Food and Drug | §f & #t H &
Administration Staff (PMA), NiEF X
oW %
(HUD/HDE)

Over-the-Counter Pediatric Oral Liquid Drug Products Containing
Acetaminophen

OTC, Z 41t ),
Jig Je ), M
BRAE, WA
I i

General Clinical Pharmacology Considerations for Pediatric Studies for

Drugs and Biological Products I A 24 B

Providing Information about Pediatric Uses of Medical Devices:

Guidance for Industry and FDA Staff Sk

Premarket Assessment of Pediatric Medical Devices: Guidance for

Industry and FDA Staff b TiTHY

Nonclinical Safety Evaluation of Pediatric Drug Products paspiit il

How to Comply with the Pediatric Research Equity Act AR =i

Pediatric Expertise for Advisory Panels — Guidance for Industry and FDA

Staff AR

ICH El11 Clinical Investigation of Medicinal Products in the Pediatric

Population B
205 BACJLEAIZ bR K

FDA JF8IPEMR ) L2 24 T 18 5 s i & Sl BRI € » fE 35 L




FZFE R IR, sk )L 28 FA 24910 bii Ja Wa A o | B SR AAM 3RS 6 AN H i
MG A LE 2, A EIR A BGES 14 4 A FDA R 5 BT A A R RBAE &
linae )L FH 25 1) i e e
2.2 WRIR L A 24 b T BOAR DR A
221 ik

2007 4F 1 H 27 H, BRE A0 L #2455 2() L35 F 245 B 2% 1)) (The Pediatric
Regulation, PR) . fR¥E1ZZ&H, H 2008 47 H 26 Hilt, A Hré Hif % i
JLE R 2581 & 1T %1 (Pediatric Investigation Plan, PIP), H 2009 4£ 1 H 26 Hig,
FUERE. Brab 7 AL R 7s sl B L AU 4E ) L2 FH 25 il it &i) e

PIP fBEACE R 5 32 [ () iPSP AH— 5. R ZR Al 78 RO T 31 PRI
B a5 st idh 22 PIP, LARAE ) LB 25 W0HiE i v Rl AN — Ut st O B A 25 0 v R
) —#5r. I HESRIESR A BT eI, 5 RN 2 5t 8 2R (EMA) #E— 8
PIP H)s& it fF it o

SERCT JLEE R TR 280 R AR Y B CE R BT, RIS LB A A R
RIEBITUABE , 2R LT E B PSR AN R 6 AN T LR CR 1
17, EMA BRI ZA M S 5 2 M AT R LE R . RMER AT RO
W, SRS H i SRh A e

Al EMA i e JLE R 25 BT S 1 F 2 ARAESCHIE S, i —P
B AV T i )L A DS ST TG B o
222  WHEILEHALEFHFEG

EMA WEBAL T BA L ENRFIRE 1R ZR 2 DLVEA T L ZE 10 24
W, B LRHE 514> (Pediatric Committee, PDCO) » 5 A 24 i1 2% 51 25 (Committee
for Medicinal Products for Human Use, CHMP) —#f, PDCO Hi%Z£J& T EMA.

PDCO F E A 5T JLEMF ST THRIFIRHEVEAS AIHEAE, DA RAH IR G AN AL 3 .
PDCO 75 E5 (&2 55U L3 S5 BB LR AR E 1 B 207 Pl as, A4
BRALERIFETE . tohh, EE G ) LR AT RIRTE A B0 15 2 257 b F T 3
fib NBERVFRTI [E]18 . PDCO F BB 57045 LA R J7 T COVPAR IS FR AT i P 24 7=

ahff] PIP, HUEFRRANIEN], JFHR R I . QUL BTVl Big R S5 & E I

PIP FIA: AT dE, X249, 2 tb e r e R . Q LR L



BENBE A TR IHE 7L E S0 O RN 2, O EMA $RAERL 7 SCRp
We @orhlE 5B LR REHFG) HARARKCf:. BN EMA R
BN 22 o 2K, WL LB F 2 A 50 BT AT 1) R (i i 13 (©FE B PR 24 A I
PDCO [ 75 & 24U WAL AT 782 5 A B0 A2 ) LR AFE R T /5 KA (850) o 3
R E R A . fEVETIRES, PDCO MR B iRk 3LiH; iR ek
PG FERIFEIR, U RO T & R 2 BUR R SL I R o 2 WS BN [F] (1 32
F ARG, JERARAA . (DPDCO TEERRKEEZR 4. AN E DL K
RIS, FIH LRI [FE R UE AT 75 R 125 Sl s, It WS,
DA A A B8 A AR b 55 B2
223 EREZ NI ILEHMT AT

2018 4 3 A4y, EMA MIEREZE e BeahilE 1 ILEHMTshitdl, BUEst L&
FHZIFR Y, IFLE 2020 4EEAT T B8, X —THRIHE 5 A F A0 e L
BHEST T K INsRR A G 1E: BhOR AN 58 PIP; ot PIP HITEALEE, 4%
e LE M ZREYI . B AEA R U e I — RANESh et ) LE 258001 K.
H ARV ) 5t W3 2.

#*2 EMA MERBILBHTEITRI

Tab.2  Action Plans on Pediatrics of EMA & EU

B S it A %

B s JLAE | e JLRHETT 7 3K TR T Ak
BRI7 /5K | £ PIP ARSI A il HEZR LAI & ) LRHR K 5

FREAEA R T 4L

37 EMA/PDCO 53E[E FDA e s A0 ) LEHIR 2200 H & VEHEZE, PFAh L

Ingi ok 5 | @3 EMA/PDCO Ml PRiAE e 3 /N 2H (Clinical Trial Facilitation Group, CTFG)
FIEE | DARARERZR A2 2 (8 A5 B AT HESE,
RS EMA/FDA () LRHEREE 3,
P& EMA/FDA JURHERER 8 13 W

PR LE IR PRAF L 2%, a0 EMA BRI LBV 7L 25 (Enpr-EMA)

¥ EMA/PDCO 5 H AR Z3 A K 2 (M {4 2R B8, Wik 5 HAb i E bl

DR S | AT LS RFEAT ) LRI RS 5
FERCPIP | ATFRE AL URHE 2 & R IR K
5 Enpr-EMA 15, ANFERNE RN E S K K AL I KA 705 )15
J, FHEREE S EMA/PDCO 2 [XHEINLZ;




RARRT PIP HMET %M S B RLs
BT EMA 48R ) LRHT I A 2

$& F+ PIP | 4R% PIP MM nT e, FERLLIEILN, Bl (] (R4S DL 2 R4 1 3,
HI T ¥ 4k | AT LA PIP JEAT BE B4

e f£ PIP RPN 5t FIRE S W70 Issn il L2
SOEEA A A IR

B2 PIP A S5 3R A5 HE AR 5

A PIP & LR (L ARLEE)

S5 ) LE 2T KA IR P 4R 5

AT AT B A B R

fe i LI | ) LEAR 2 SR s 2477 (A DV (i, #8173 PIP {5 2 AEERR) 5

W JEE B PR 5 5 R I PR 36 2% 1)

25 (038 | OBIRHITE 5 IR EHA A A SEE DM R JTIB0E 552 1) LE IR R S5 2, BAR S

224 nER)LE 26 B 2 E R
2006 4F, BRERE 7 CLE 2 259 E 145 1 ) (Conduct of pharmacovigilance
for medicines used by the pediatric population) 2. %IEFFE R 255 E i Al A
N B SRR O b LEENAE 258 ) LS SUE A O PR s AR S i o
UE R T LE AR 2990 T 2540 . 2009 45 5 F, TERKEE 2542w 5d e
(EudraVigilance) [FIEA I, BREET L 2 2 210 B2 7 ) L 252
182,
2.3 HAIMRLEHZ AR
HEREAR, HAARHBA X ILEH 26 E & TSR HAAREET S
(Ministry of Heath, Labour, and Welfare, MHLW) 3 ix H At 380548 it 4n ¥ 7. L 2
AN AR BRI R 2 75 L F 25 0T 1 0 B 75 L8 F 29I R AR 55— RIS I,
(i3 s PR R 360 - 8 i 1) 245 il o ) L 38 FH 24 7 FER BT 5 A 7
231 WALJLEHARE DA
HA MHLW o/ 2H8U8ar 1“4t A (-0 S0 0 R SRt 20 S AR 254k
25 TF VR RSN Je “LERZT iR &7, T It a @ LEHZ
AP BT, AR )L 2R R
Forb, B R SR 2 B AN LB 2R RN B A R, L
FAZGRE 5T /N AT 55 RG24 e R T L3R, HFUSCER H AR R A [X R AR 25 41
2o R, [ IR ISR 1) 25 2 ISR 1) LB 25 AT AB T AN A 1 iE



Y o %/NHIEBUT TNV ) L 2 A 2 2 15 B BEXE LR
TTTT RO FL . AR SR BB DA ) L F 2530 5

MHLW 572 “ LB 2597 iR 227 Je iRk I MRl 2 2 [ L o 45 [
K O A E BT B 00 a7 A SRR 1) EE ORI (1)) LRHA TT IR AR G 254 K B2
HIm PR E A, A0S TR R & 516 5 LB 254277 ) 2B AT A N 3 R IE
AT FAR, T LRGSR i T ) L E DR I T R 9T
232 fHilERT I LEH AR

MHLW #5717 I R 2 75 24 R R R B IR PR, LR X I R 2 7 1 L
FAZG i, BB T 1@AE, LSRN LE 250t R T IR R, (R IR AR 275 L
BEHARE L. %2R et MHLW 2075 2540 70 /N AR 35 AR 5 J 58 b v o
I PR 05 J L FH 2 AR A A EAT PN, 275 SR A R AN N IR St J LB 257
o TG E NI 25%), MHLW 2 20R ARAHEZS YD AR 5 i & (An#s [ 24 4
FE H AR 120 7)) W H AR R HE LG W4T I R W9, B SR AE 0 AR BT
PR AINE RIE 24 T & AR ANE RAIE AT FF R 7T o W SRAE H A B A A G
TH#, W E MHLW 8 551 R 56 75 07 R I PR 58 K
233 &KL E H 2 8E ORI T

A (L) MUEHmasiilt bl fe, FEERE N FHH SN TR
FRLRIRIESE, 24 hh PR e B A5 ARG, D 24 FR A X FR B0 R 24 il A a5 77 2,
FHEAT R E M L AR R SR G0 B AT o B A A 2 T45 TR T AL
X T RENS SR ALIEHE bR 2 R A & LB AR R BER VR T I 7 i, S 7 6 M H B 8 4R
fImida G AL, HAS (2000 4F 12 A58 1324 ST a0l ) Ble: o2
B AR P AT B R BT R L U A A PR AT, Wl L 250 S ST, B
2] ST S B 2 T LB M L 2445 B, T — e R R R K
A0 (F e A AW ge S K B R KA 10 45) 2472,
234 nse)LEHZ BTS2 2 e

NORIE LR 2594, HARRUE A A RE SR LTI “ AR 27
J7 o FRRAGRINAE R EEMIATT, A3 OFXTER )L E IR KIAEIR 24T
EL R S I 250 @XF AR IR Z A 25 i AT H 8 22 2 H IR e
s OX R PAGAT E R A S S, QXS =G 54T 250



SR . SFRAFIN R RS E R g — % ok e 120
2.4 DR JLE 25 B TR AR G A

ST AL 25— B JRE 2 5 i B WU K DOR I U AR . Ik,
TR BRI L 2518, EREUFSITOH 6 — RIBERSME, 8L
=AM R, IS T LE R 25 B
241  PEIAER)LE 2 TR OSSR

FAE 2013 4, J5 E 56 5 20 B BRI T AR R T IR B R AR T AL
HLFEZY. 2014 E R AT ZE . 5 E 508 b 24 i B B R S5 /S i 2R
ElE T COTORRE)LEMZE TR, BB InsREsR TRy, ntE RN
JLEF 2, 2 m LI 2R BRI 2T

I 2 v ] 247t M SO R AN TR ON A B (2 il 8 B2 ) 243 ity I A B )
S5 BADEAEAT, TRE R Bh ) LB 2 5 I AN AR, ORI RFT S LE
A BRARFAE IR )L EE FH 20 ST M L R ZRRRAR , LB B 24 ot T AR S B PR R ALY
BE S N EAVES, IRK BB LE TR HE N 2022 2 S HE
B A TAE?Y,
242 OL)LE A RIS T N

2021 4F, [ K2 5 IR B R 24 i 8 PE 0 (Center for Drug Evaluation,
NMPA, DL & #FR“CDE”) 205 JL 2 H 245 L A /N, [R5 & 1 k5%
TR T AR B I TAR AN, SRR AL BT MUK AN A P2 Ak — 2R R BT,
AT T AR ) LB FH 24 5 B 7R SRR A a5, TP rp (0 SE B TR SRR A TV B A
B % 7 FEIRIES) ) LB 250 R R
2.43 & )LH T R SRR

H Al CDE S4*LERMZRA T 12 LB LT S E N, #7241
AT PIIEIRIRES . BN 28R SME 2 L3 AN B ELSCH A AT SR )L
YRR 23T IMIRZGEL. B E ST I . AHREORIE S — & A0,
CDE #t S AV BLkEE, )L 2T R A& Befi ek, st 277 f iR
S, fRHELEHZMTR, It BT
244  BEIVEEFRC By ) LE 255 BRI TR

CDE 5 ZJLEEE S H.0 Abat LB B F) 2258 5 S E i, War “ Bl



2yt Ut W JLEE A 2545 SVEAR T 7, A BRI LA 1 Bde SRR, R L SK
AW, EIRR LT X TR, WRIEH PPEORbRE, B FCHE BB 5
SRR RALEARBIT N2, RO AR 25 R E 2 2 XTI AR C S 3%
R 2021 5, EFLA M EEHERRA AL, Hd 2 3L 8 AN m R 2 b
VPN L2152, o 3 MONIRIRH RIS a2 R Gt 245, 5 FOSHL
FIhRT 245127 o ISt 1] 5 24 o M B LR B I B, DA LRHIR 75 3R A e 1
FEFEPRIERISERS b, SR AW FE 705, J T LRI PR SE B Y 265 B A 5 2R
FHECSEE SRR, X O B2 fhut BB LE 2515 2, # PRI IR & 22 4 A
4.
245 Xl R 2 SN LEE 5 IR 250 PR e P e 4t

2018 €E 6 J 20 H, HS5FeH 55, AP mREEs 2 Erig 25 e i
T B 3 XA T 5 LI R 2 MBI ™ A R A O ) #2324 AR BT
ZOR, AIEA BTN ) T S SR SE EE H AR BT, SRR T 2000 3 M 6
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Fig.1  Pediatric Drug Varieties Included in Priority Review and Approval
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