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FDA’s requirements for including pharmacogenomic information in durg
labeling

HUANG Fang-hua, XIAO Hui-lai
Center for Drug Evaluation, China Food and Drug Administration, Beijing 100038, China

Abstract: US Food and Drug Administration (FDA) issued Guidance for Industry Clinical Pharmacogenomics: Premarket Evaluation
in Early-Phase Clinical Studies and Recommendations for Labeling on January in 2013. The guidance is intended to assist the
pharmaceutical industry and other investigators engaged in new drug development in evaluating how variations in the human genome,
specifically DNA sequence variants, could affect the pharmacokinetics (PK), pharmacodynamics (PD), efficacy, or safety of a drug.
This artical introduces Part V of the guidance “Including Pharmacogenomic Information in Labeling”, and gives three labeling
examples approved by FDA, expecting to provide some useful suggests for writing and supervision of drug labeling in China.
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Table 1 Types of describable PGx information in various sections of drug labeling

PGx %t} 2K

=1

YL H
I PE
PV
DIFEE s AR LRI, M () AR R
LRI, RRR AN
Lk SR (|
Il R 24 B 2%

IPRIEST LA UG 782y, s AOWE R TEAE ]
SR (BATAYPER AN AT RE SRR BAC ]

Sk B IR PR AT OGI PGx Bk (1752 PGx &)

MRAF AL LA FR o WA I 25 2 il

R 242 A PRI PGx BERH

CUAI e AR R R YA DR I 25 BRI 2

BALAR AR - 2R EAE R e R A A DG AR R, ARy
PARH . e AR R D7 T 8 st 2 AP IR R 45 R
IR A R

PGx %} PK 5§ PD [{15£01

Y5 PGx AT 34 72 v

2 FmiiAPE R AYERAFERNIEG

% N FDA Wil T AR 3 6%
A YRR A DR 25 S, X3 AN 0)
AR T 259 R A1 2 R IRAE PEAA R AR A K
TRHAZT AR FH R A BN 5y 8 N6 7 T
B . B ISR — kb A o2 R 4l
FUORHOHA, H RS ATEE N FDA X7 HI#) %
KA BARRIIAH . B A P RS AN 2 AR SCIR 4
ERIRIIE Y8 R P AV RS

EH 1 FRE (plavix) 2

SRS 75 2 Fh /AR R I T (adenosine
diphosphate, ADP) - SZA&F5Hii, A T iH.0

JIURESE . AR AR Sl A S e IR 2
Il 8 B ARSIk AL A T AT

SRS T A B P MEEER T2y, T2
TEAR N AR BOE A ) o A4 B 25 B PE . 2T
R PR 24 B2 R 25 JRy PR S ) 5 SR, U E 1)
Yt AE 2009 4F 5 AT T8, £E 2010 4 3
PR, AN TALE CYP2C19 THREMEAG B E i

MLV S5 7 A AT L7 2P DXL 4 I AH 5 [ PGix
EEY

UL PR 25 R AL A 0, e
2 S AR IR B AN IR S, R T %2

VLI b S 2Rk DR A 2 BORL K 0 - P A i



t¥ishet %, Drug Evaluation Research %5 37% 3381 20144E6 A -203 -

(1 EL ARSI o
CInHERSE)
CEEE BRI AL

SUNE A% H Y A 0T T A R £ 2 P450
(cytochrome P450, CYP) ®#%t (F#EjE CYP2C19)
W A R i AR [ 0 o A = 0 (5.1 1o
76 CYP2C19 1AM, SUMAS B EHERE IR 7
IR RARE D K MR I REIE N R
FH G A% B HEAE A AT VR T 1 St et ik 2 5 1E
2 R kA N, o CYP2C19 g
IR BF IO AR AERE S, Hirtame
B CYP2C19 R R 7%, 1K 3km]
TR BT T EOLIRIR 25 (12.5) 1o 7EHf
BN CYP2C19 MR FE T, N BBRE
P eI T R HEHE (23D 1.
? AERAE
2.3 CYP2C1918ARHtH

CYP2C19 1A RS SR & P /MR
SRNIRITA G BARMB AU 45 T 15 v 7 & m) 3 i
P/ LG IR 25 B 2% (12.5) ], {HJEIXLE S
B NFE I 7 B 7 AR E -
5 #A: A BFER
5.1 CYP2C19 % 62 4R T B 4G Fo o Js AR 7 M AR

SRS APl 2y . SLRS T m - Fpis
AUk 2L MR- . X CYP2C19 (1)
TP T S T ) LS PEAR I AR A2
12 GRS
12.5 BHmAREZF

CYP2C19 HIHTEACHAN 2-5 5L SUEA% By
(b AR P P 3 TR O . S AS B Vs AR
(P25 312 FBT I INRAE T CRTR A AR A M /M SR 2
WM ), B CYP2C19 FENAUR[ M . oAt
CYP450 il 135t A5 AL S ] 532 M GNP A B V7% ek AR
WY 1o

CYP2C19*1 & HE PN N T 5 58 A 1 D pe At
W, M CYP2C19*2 F*3 S IERTCTIRE. £ AR
N (85%) FEHN (99%) f2 AL &, CYP2C19*2
F*3 HARDREAEA HE R R 2 4. 5 ToARI D e ek
AR D BAAH G 1) HAR AR JE R L, S A0 45
HARR T CYP2C19*%4. *5. *6, *7 F*8, M3ACi
WL BA LRPIR D Resk IS R . Ok
R CYP2C19 1A MRS L R AR
N 2% BN 4%, TEAN 14%. HEr oo se S5

CYP2C19 JERIAL I 5 T i

15 40 g fe i R TP AT A2 XGRS, Ak
CYP2C19 AR 4 21, R4 10 1), & H AR
300 mg )5 75 mg/d, VLR HRA 600 mg HL)5
150 mg/d, FFAHIEIRZS S d, Y 2532 APl /MR
Jof. WEE], HIAbZL bR, AR A
W) 25 S D RN A /SRS I R . 18R
HIE5% 600 mg/150 mg 25 2457 R0, iR B
& AP/ A =T 300 mg/75 mg 45257 &
(W 2). IR RHREGH, WA XK E
AN EERLTTR.

—H O ANTFRBI SR, A B
B BIE PEAC U P 2 5 5 HA i /NS B BRI

7F CHARISMA (n=2 428)#1 TRITON-TIMI 38
(n=1477) WFRLLEEA R TFRE WS,
Tk o S A% IR T R T R b, VRN T
CYP2C19 BRI ARG AS T5 1697 45 R Z TR R 2R
7E TRITON-TIMI 38 #ifF 57T LA K K 2 20 BA A 5T
Hh ) Sl P2 AR IAPIR A IR AL IR O iU S F (BT
DY BERI A ) B ST B8 NS A T B & AR
R TP . /E CHARISMA Fl—NBASIHF5T
H, ATENR AR PO B R AR R T
17.6 A#isdH

FE 2 BN A% T AR R A T e A R ?
17.6.1 FoHAE T st FHIALIK

AT RELEn] R ma BT IR 7 i U A 7 AL
IR N o J R = A AT DA A 4G I DA e LA
TRTEAE.”

Sef] 2 YEM (coumadin) Y

HEM S P R bRk gy, Tz T
AR FE MR8 (W) AR IVE YT Cn R ik il A T
B0, 3T 1B AT 0 s B R 2 W B SRR
AT G RIS, AR EE NS
KA T ST B A T L R R . ' EH A2
He 4 w07 1 254 BN RN BRI . 7R Y 0f
FAFHGE A LL AN . SR, N ARV B 7
Gy Uik LTS M AR AR FE PR S AAT) A2 A AN TT )

I TT B, MR IR E T R ZER K,
H 57 & 7 200 1 [ Fr AR #E 4K BE % Cinternational
normalized ratio, INR) R4 (—Fp&tEEdmidil k)
AT IREE . Z R 2% m AL ) PK A1 PD, 76—
AN BRI 1) AR AR AR B RN ) R e & —
FESE MY INR YO[Bl (i 2~3 %, FEMEAE R P



-204 -

t¥ishet %, Drug Evaluation Research %5 37% 3381 20144E6 A

®2 TE CYP2019 Rt E RS RGEERHP LS ERAM IR (x5, n=10)
Table 2 Pharmacokinetics and antiplatelet responses of active metabolite in different CYP2C19 metabolizer status (x +5,n=10)

& B RACI & AN ES Gk Wl A
Cra/(ng'mL) 300 mg (24 h) 24 (10) 32(21) 23 (11) 11 (4)
600 mg (24 h) 36 (13) 44 (27) 39 (23) 17 (6)
75 mg (5 d) 12 (6) 13 (7) 12 (5) 4(1)
150 mg (5 d) 16 (9) 19 (5) 18 (7) 7(2)
IPA/%" 300 mg (24 h) 40 (21) 39 (28) 37 (21) 24 (26)
600 mg (24 h) 51 (28) 49 (23) 56 (22) 32 (25)
75 mg (5 d) 56 (13) 58 (19) 60 (18) 37 (23)
150 mg (5 d) 68 (18) 73.(9) 74 (14) 61 (14)
VASP-PRI/% T 300 mg (24 h) 73 (12) 68 (16) 78 (12) 91 (12)
600 mg (24 h) 51 (20) 48 (20) 56 (26) 85 (14)
75 mg (5 d) 40 (9) 39 (14) 50 (16) 83 (13)
150 mg (5 d) 20 (10) 24.(10) 29 (11) 61 (18)

* IPA: 5 mmol/L ADP -3 (KL /MR Al 2% L R W3l /IS ARG A i
TVASP-PRI: UL 5K B e 1 - ML AMEUS SR AL, A28 WA /IS A FH s
* IPA: Inhibition of platelet aggregation with 5 mmol/L ADP, larger value indicates greater platelet inhibition

FVASP-PRI: Vasodilator-stimulated phosphoprotein-platelet reactivity index, smaller value indicates greater platelet inhibition
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Table 3 Three ranges of expected daily doses of Coumadin for maintenance based on CYP2C9 and VKORC]1 genotypes

¥

VKORCI CYP2C9/mg

1)1 1/°2 1/°3 2/°2 2/'3 '3/'3
GG 5~7 5~7 3~4 3~4 3~4 0.5~2
AG 5~7 3~4 3~4 3~4 0.5~2 0.5~2
AA 3~4 3~4 0.5~2 0.5~2 0.5~2 0.5~2
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