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FDA requirements for investigators' safety reports during clinical investigation
of new drugs and medical devices

XIAO Huilai
Center for Drug Evaluation, National Medical Products Administration, Beijing 100022, China

Abstract: The safety information of drugs and medical devices prior to marketing mainly comes from clinical trials, and it is the
investigators who observe the subjects' responses to the investigational drugs and devices. Therefore, adverse event reports from
investigators are critically important. To help investigators identify unanticipated safety information during clinical investigation and
comply with safety reporting requirements, FDA issued the I/nvestigator Responsibilities — Safety Reporting for Investigational
Drugs and Devices Guidance for Industry (Draft) in September 2021. The requirements for investigators to report to the sponsors
and instituttional review boards in IND and IDE studies are described in detail. At present, there is no similar guidance in China. The
guidance of FDA is introduced in detail, which is expected to be helpful for Chinese investigators of new drugs and new medical
devices to identify unanticipated safety information during clinical research and report it in time as required, and also to enlighten
China's supervision in this regard.
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A 28 W A R fx M (unanticipated adverse device
effect, UADE) 3K ) 2 4= 145 S o

ZIe S FE g8 N T “INDs £l BA/BE W 5t 1 5F
T A R R A RT3 (148 5 R
U (2012 4 12 H ) (2012 4F 5 & 48 5 JE WD )
IRBs #f 15 A R F44- 2508 AR 2303 R 7 1l
PRAE T % B3 AR IRBs FH #9485 500 (2009 4F 72
7 e dm B IR ND B Bk 1A R L WA R 3
P4 SRS

R ATE 5 %48 5 I DR B 2012 R i 448
5 5 2009 £ 7 B 2R T R U HH TR AE . B
o BRI, 2012 AF e &4 T 5 U A 2009 AR M B
LSRN, TR0 FDA ¢ T-HF 58 5 %01 95 1k 12
777 i R TR R Y AT .

X 21 CFR 3.2(e) 1€ LA 77 i, IDE B¢
IND T () %2 4= P 4 5 B AL 45 , AR 4 v] R AS S0 %
ANZH A R DG F R ) SE B DT, A FE P I A
AR Ay (R BT 52D o T SR IF 7T P 24 W ) %2
APER A BE ), AL R IND 21 IDE 2% 3k P 5 56
1o WFERE—SHB, & L@ N5 Wik 544
77 i IR A ZE K R : combination@fda.gov .

ZAE S R A EA BB VEET, AN UAEAT
JRARA D BRAEMETHMN S XM B R
AL E LA 2K . FDA 48 5 5
A CELFE1Z 48 T JE D R A # I, BraE 5] A
A1 W BE E R . F FDA 48 5 R U o i

H “should” — 1d] & $& “ & W7 8L HEFE A
HE”
2 ZESENEENESR

£ 2010 29 H 29 H ¥ (B A 4 ) (75 FR
59935) 91, FDA KA 1 1 Wi & RN (£ %48 7 J5 )
HIFR A 2010 4F IND 2 4x P4 25 FUD , fid 4 §312.32
BT T IND % 4 PR & 3k, IR 3G 7 & X 2 1
§320.31 ¥t 17 BA I BE #F 78 A I 1) %2 4 1 4k 5 22
Ko B, KA T 2012 F 2448 T H U, LS Bl H
iE N AIWT 58 % 3% 57 IND #1 IND-#4 % BA/BE WF 58 (1)
AR BER P,

BT, 2012 4F B 2448 5 IR ) A B AL o0 F 9 3
(2 A BB A A . R HoON T s e,
TE“ W1 N R 57 -IND 1A= 9 F) B JEE /A6 4 25 2301
TR 22 A PR LSRR 22 A PR PR 4 Ak 48
SR FE % (2021 4E 6 HD (A5 112021 F45 5 IR
M B ZOMWd A . SR, & I 5 192021 48 F 5
D) B ZE AL HE , 2012 4 5 2848 5 S50 H BT AL 1) %
T T B DT 1, 1R O T 7 3 B BT I
FEARICA R T I ) A B A

§312.32 H ) IND 22 4= M4 15 2R & A T Hig
NS AR . SR, WF TS & Al RS, T EHIEA
KT IND A PEH 5 R SR IR 51, A H W)
e §312.32C) (D HHE , ER HHE AN AE IND %4
i & R LE S FDA FIRT A 2 5 T 52 3% (R H G
AR B IE AR IND BAT ] H1 3% A -1F 78 % 1 IND,
) AR AL 25 I BT A B FE D 5 I PR 056 BAT ]
b A B 5 PRIV AE 7 EE KRS AR AEAT AT L A5
IR T B NS B A6 §312.32(0) (1D (D 2 (Giv)
MR EE WIS A E I H, H b AT AT AT —
Tt e (1) 7™ 2 AR 00 HA i mT B A RO L[V &, a2
A EEA [ 87 A2 B B A B A= i 1Y) D SRR PR
i, M AR T HE N E R HEEER 74
H P H(H.§312.32(c) (2) J5 (D FAT R 241 558« 2 T
W T 256 o3 BT BRI R BT o 45 SRR B, R R T4 2
W N ARAT R K RS 5 (3) B4 B AR AR 56 1 45
R, BHRE T Z AWM N R KA s (4) 7 & 1J
SEA RN R AR FAE I PR L B 5 S B AT
& F M.

% T IND %4 % () BA/BE W 7%, §320.31 (d) (3)
e, “CHEAT B FT N 0L, B 3 AT R G R O 4
21 (contract research organization, CRO) , b 2 f 7F
W 7 A8 b W 22 31 19§312.32 Ca) T 5 ST A 7™
AR R, R PGB FDA AT H 2 50 74 (B1E



£ 32 $F45%5 F1H 20225F18 ‘ﬁﬁ-#ﬁﬁtﬁ: Drug Evaluation Research

Vol. 45 No.1 January 2022

{EATEOL FHAMHE TR IRBIH R A G 1S AN H T H

§320.31(d) (B ERFATHF AN 72 CBLFFAT
il CROD R PJLIE H1 FDA , AT AT “WiF 5 bt B 1 35w B
& B A A R B AR B TEAR AT L R AR T &
BN A TG 7AH P H 7R, 128 € I oK 2
K P B 90 2 AE 1% B TR) S PN 3 X SR A 1
T

X T AR 45 IDE (1 2% BT 77, §812.150(a) (1D
(R E , SR AT 7 RS R m) B 3 A AN e 25 1Y) IRB, $2
REAIE ST AT K 2B AT ] UADE 4R35, (EARRIR T
B0 B R B IRX B S S5 I 10 TAEH o hgh,
§812.46 (b) F1§812.150 (b) (1) H ) I 5 » B3R H i
ANRHEAT UADE #EAT VAN, FEAE HiE N i 21X
Tt S N 38 N JE 10 S TAE H A, [ FDAL T A & &
IRBs F1iT A 2 51 5t % i 45

3 EX
3.1 Y

2010 4 IND Z &R 5 MM b E X T2 5%
R E AR IARE . RE§312.32 & LRGSR
fR) 72 FE N B4 & BR 51, 1H FDA 7E 1% 458 3 J5 I h s
T 251 B 98 RS R R, AR A A IX R
o XELE AR — 8 R A s i T AE S
2021 FEAR R IR N R E . AT S, %
6 5 ) H A0 65 §312.32 Ca) H1 1 R B 3L, LA Rt
KRG & LR HARE L. g 2 A, 25 5%
UL A e N 25 A 2 B I N AR
Wil i o
311 AR FHA[21 CFR 31232 ] AR F
# (adverse event, AE) & 5“5 N AAAH FH 254040 5% 1)
fEf R wEITHEMS, LS5 AWM
[§312.32(a) ],

FDA LN RN“ARFAMHIEHHRAARE
JJ1 Cadverse experience) 1614 5 155 2547  BH P4 %) #]
B2 R A 3 I A G AR AT AN R AR 5 (il S
SIS ORI ER B IR S5 R, T i A e B
NS AW IC . LEAT AR 24 1 50 A 4 ) i 1 A
AR A T FDA LR 138 ROGE LA H B8
TR D VLR AT AT AR 45 24 3845 il 77 5
A CFE S B AT B AR A R4
312 AR MM A B A R & B [21 CFR
312.32Ca) ] “AN R [ M (adverse reaction) ” /& ¥5 H
AU E R MAEMARFMFCTEAR K
M (suspected adverse reaction) ” & 1§ “4T {4 & P 1]
fit 1k (reasonable possibility) ] 254 5] #2 1) A K 2

o BUIND 244510 5 , & 8] Re e 2 5 A e
R\UGYMEARFMZHAFEFRRLR, THEAN
RENMERENRELRNMBCEERT AR K
JVATEREE TG nsRIDL§312.32(a) ],

BAL T AU BT S, RECR R 5E X
N5 25 fE H A B A A R B (undesirable
effect) , AT REAE J9 259 24 BEAE I — 30 4 HR B, L
A AT BEAS B] Fi U Cunpredictable) o 1% € UANELEE
FEZPPAE I AR SR B B BT A A R F4 U
AL — KGN NAY 5 A R F AR R A 2 A7
TERRXRMARFEM.”[21 CFR 201.57(c) (7)),
021 CFR 201.80(g) 1.

AR RLFNA] BEAN B B T A AR R
HZAF R RUETEL§312.32(a) 1. B, G
RRG TAER L4, W AR HE IND 22 4 PR 25 J €
AR EANREMH. A0, 5 T8 EIERZ 5%
AN 22 AR AR NP B AR (9 1 PR 7 Clun B 9 30 ik
B BE R  FDA AT BR g N ks 5%
VEAE G = A R A, RIS R 4550 259

VRS HEL§312.32Ce) (1D (D T Ry
NHIRG], UL T e 4 5 A R S 42 [ m] fe A
RR AN G B REPE R S (D — R B
H 5 259 % 5% % V)R 5¢ 1 340 Cln 1 & 14 K
i L BF 45245 « Stevens-Johnson £ 5 4iE)  (2) — IR BL £
DI, 8 5 ) 2 R TE O (R AE 25 ) 5 B N B
AN DB SR Cln UL AR BT 22D o (3D 5 I PRk 3% v
W E2 B (145 2 AR IE S, RIS F R R 2y
WG T A LG AE TR Y s 1 50 ko B, B A b B
X A AT A O A R A BRI i R B)
FEREFENBE 20 KA 5 299697 BRI F .
X F A AT B 5 4F 5 A AR VR T I T A
J7 A R (USRI .

N T HREAS R FMA S RIEE NS R R
NLEL A RO B, BG40V A B A UE
[§312.32(b) 1F X0 24 51 RS AN B A4 1 ] R P A 1Y
FIHT o
3.1.3 HEM[21 CFR 312.32(a)] ML AN“™H
] (serious) " A R F A A R N B AT BEAS [/ W A2
o, a0 R 7 SR NN, B S B AT
Ol BT S S AR A RS A B BT BUE K I
A3 B B 1) 77 A B8 B 1) e ™ E R E AR
TERE T, B R S B AR R . AR E Y
& VR4, W] RE fE B B A B i, I HL T Re R
BN BB AN, LT 112 e SR A g5 R 2



F455 F1H 202218 %!‘ﬁiﬂ';ﬁti Drug Evaluation Research

Vol. 45 No. 1 January 2022 +33 -

—, W AT REA SO T A i e A A 7 BEAE B R
J7 I B R T A, T RE AL E A . X SRR
7 HAF R T AEE , 7 A 2 m K g AT iR Ak
BT I BOE SR R R VA T 8O B IR R
i (blood dyscrasias) B 15 ik , LA A 7 A= 245 W 44 i 1
o H8312.32¢a) .

HH G N FIE 98 3 06 Z0 PP AN S 2 5 4 5 ™
PERE X, W,§312.32(e) (1D (1) F1§312.64(b) . HI T
PR ™ 5 AN B H44 (serious adverse event, SAE) ] T
PRI LE R B K 22 4 0] f 22 X HL 2, FDA W R B T
70 AR NPEAG AR 2. R, R HiE
N B 5T %S 2 7 E I, DA% S A 0 2
ok = B A, I B A0 B A VEA , P AR S
[§312.32(a)F1§312.32(c) (1) ]

32 2B

320 dE MM % M A R X M [21 CFR
8123 () ] “ HF Tl M B & M A R K
[ ” Cunanticipated adverse device effect, UADE) /& &
o] g B 22 4 3 B PR AR A 7 B AN RSO 5 B EH s bk
1 B F IR O 1A ART A S A i 1 1] BB T,
AT 32 AR L O ) 8 B AE T ) R R R R
AR FE B AE AR T R B U R CRLFE b 7 v R B
W) R e AR e, B 32 BRI 2 A ke A
FH O B 5 B AH 5% 19 AT 4] 3 Atk A T30 1 7™ 2 ]
[§812.3(s)].

322 HHEM £ UADE & X K™ EAR
SR PR R 2 A A o S 1R A A FL A R ik e )
BT — MR, ™ A R B Fi8 B 9T 3 B 1
N 58 A 6 S A i 75 B BRI 9T 3 BUR R Bk
SMEASA S B R I e B AR BB LB T
T LA B 1k 7 A PR32 55 B AR A A R RL . fE T R
o, B N AR A RIS B LA BB
FUAT 8 WL P N RN . AT R A T
A BN, 045 2% B 48 FLAN 26 3l ik IfL 8 o B A 4
P (4 TS T B

4 MREELZIND AR EEFFANRE

ARATEEAE I PR T IE T, 1 §320.31(d(3)
HEAT IND-#4 % () BA/BE W 78 (1A 7]

TR 2 2 A M B R 45 R R B I R
5. DL, BT E A RIS BOCEE, B
W52 2 08 2 W) ] BRI L . WAL
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42 TARES

TE I8 28 5T A& SABs (Al Uy JULBE A6 B A6 1) A
HEHIE 5T b, B 90 38 0 AR A 7 S LA S 4 a5 4k
o, MAZAE AN SAEs # i 45 HiF A[§312.64(b) 1o
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5 MREEINDARFEAREFEZRASHRE

AT S 0] T 1% #§320.31(d (3D
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§312.66 LR 78 # 17] IRB #15 Fr “W Je ANk

AR BN R B AT 1] & . FDA AR
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— BN RF A IND %2 4 M4l 75 5L BA/BE i 7t &
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