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Abstract: The in vivo process and fate of drug molecules are determined by its absorption, tissue distribution, metabolism and

excretion. As an effective complementary to conventional biological sample measurements. Radiolabeled isotope tracing technology

has been widespread applied in all stages of drug discovery and development. Due to its high sensitivity and applicability, the

radiolabeled approach exhibits advantages. In the review, the application of radiolabeled tracing technology has been reviewed and

summarized, which may provide valuable information for scientists in this field.

Key words: radiolabeled isotope tracing; permeation across membrane; drug transporter; drug metabolism; safety assessment

IR A AREAT R CADMED HF
FOIEH 53 T SEARTT RO RS b e S 25
22— WY R RN D 1R SRR 4
FEXS T AR IRE AR A, B AR D R i
ROLAIHE, Bl A AR S SRR i 258 5
FAMIX 5, W IR I A P R 2 — 350,
[JHST s TS P A 8 0 e 2 A e T T e A O 11 S 2 A
SRHATY T E RERUEARL, 1T LA S AR YRS T T
7 CFDA RATHI (ARG IR 254880 ) 0 5K
FRF Y AR T SO PR R R R RRAE 2

i BEA: 2018-01-30

g ET U RE P N A A B OR PEAR
BRI A e, 752590 R IR A B B IR
FIAB BRI 2 o AR AEATBO P Rl 32 7E 2
WA RS EAT TR Y, R iR
TEVRSN . PR B )2 R 2 2 AV VAN Uk rh R 47
AL, LARTBS AR A I BRI N,
LEPSESEY 0] ol AN EP SR 40/ SN =8 ST
NS %,
1 KSR R RER T BIEF
FERSUHPERRIC SR, B T B2l EEAN LE R 15

F—E: FUE, B, W, SR, S5 o258 . Tel: (022)84845243  E-mail: liyz@tjipr.com
“EEES: W 5B, B, UIR, BT CAZiE)Y . E-mail: zengy@tjipr.com
X B2, hE TPt Tel: (022)23006860 E-mail:liuchangxiao@163.com



L¥igeatz Drug Evaluation Research 35 417 S 7H#] 201847 A

* 1349 -

Ab, BEFEAIE RO A B AARE A B SO,
WIHMEZEA Y, PHy L PPy s Ak, Hi e
A CH BT R TS R 2, M
ME S R IR IR A AR AE B L, TR
P AT BN R AR, ST S gh R -4y
JAE, I s i TR K (5730 4R,
A S A AR R B 4 R S AN T A B e
WIMFIE. "C M T/Ny T2 R E 5T,
FERRACAT SRR, — RN 15 2 2% FE X T 45 4
HR 5 B IR EIEER 10 C SRR TR, iR AT
REBEIERIL . FRIE. SRIL. SRS
Frid, ENIE B AN B, R — HIX AR
T S LB R, SR T SRR 24
FEARM I REERE ST HRTHE N> TALZE (U
AR R OF iU (L7

H RS MO L CREHMKAE B STek, ok
T 1235 4F), 45 UC LB S R RO A S 5
B H R R RS, IR E MR . CH
MR RR S B B R 7 (AN, IR AERR e
AE G L S TSR I UL R, EEN CH ARiC
VERREER] . BAN, PH AMUBET TN 725
ADME #iff5%, 0] DL T3R8 K 7+ 254 Cln 2 6D
(R o

A B TR (/2 IR AR T A% B
L, ] DU A A A 45 4 B R R e 4L =
P I o 20 S oy S, T LURD y T E AR,
HT y SR EIERGR, PRSI LT A2 2L
NFEIR . AN T I (59.6 ), FRUHEIR
WA IR R IR, AR JBUR G E PR B PR B A K
S, RS R E EEAT AR EE, AT AR # Ok
WX PR LR B 1T 5 s 2

(i M e 29 R i€ T LACIE VA% i tak sl K]
254, ABAT I SRR 2 e A il A v DR 2 e M 24
I A 2 AN TR =4, XN A SRECWbR i B
AR BUR TS B, LR S 3 FH S [ el i

RFEZERB LR K2, flin “CrPH, Mo/ &,
2 SRR RER IR AR RSN 55 H B9S2 R
2.1 FERSMA IR YOI I8 ARG S A

I S T (W e T 2 g i i
(FRBIERE SIVEAY, LA iz M 4 i o (A7 e 25
®, AL C ARG N AN 2,
SN 25 IS 2 LR R . KNSR & i
Ji Caco-2 AUMER, HA L5/ L s lm) g
BHIThRE, (EIBEMESCRY) R 5E 8 A 3 Ak,
T BT DL S B i B 2R TN b 2 4 g
TR ZE O 1) 73 AR AR (0 2R 4 i 200 HRG, %40
R GE A TR P R R BER B R 22 i 2y
YIliEBIERe )y TN 254 1 IR SR FH A el
2y S AR S R R SE A 250

JBURPERRE Zidntn B8 £ E 4000, C-H
Tl H- 250 R 5] 1 40 o 48 vk R s v
IT, WAEA Caco-2 RGMBIAL 25H) 7 % FhSC ik 42
#, Jwk FDA RN, P H-H w3 N HERE (1
HNHER 2536 15 B P-gp IIBRUEIRH, v DAAE A 45
25T Caco-2 4t P-gp HITE Il L4
SCHRHRE S ARSI, S A AR =LA
11, ARIC6 Caco-2 40 S ZRY & R IBOR P T R 245 )¢
PR ARAEMCE TR, W E S, LK 1.
[F) A7 25 BRET 24 40 10 00 5 AR T JB i ) o 45 47
Yy, FEWIHEL, FTOBRAS, fEH] Caco-2 4 MuilfAT N4k
AR R A I I & HOK LR AR BCS 4y
KT R . PH- 2508 /K . PH-2401% /K. °H-
KRR CH-LEE . MC- IR, e H R sk
HATEA SIS AR AR EN: TR T A4
P e >, VRS R 2.
22 EETHYFEERKRIMNAR PRI A

TP R AN IR U AL, 2590560 S o
(BN R AR 2T — 8. AYitiaE
MU EES S54RI oA, HElEE2y )2
70, [R5 040 TAE28 B 1A S i B 5 DA

x1 FEHSETIREARITFNIRE

Table 1 Validation of radioactive medicines and evaluation standard
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Table 2 Different of radioactive medicines for determining the permeability of the Caco-2 cell monolayer system in uptake

direction at different times

P, (x10°cms™")

BCS T HZj B

30 min 60 min 90 min
TH-¥% 289 /K High (f,=>85%) 18.0+£0.232 16.3+0.432 14.6+0.347
TH-SEHLIH R High (f,=>85%) 12.5+0.676 12.9+0.618 12.3+0.650
SH-K i R High (f,=>85%) 4.45+0.194 5.54+0.038 5.99+0.086
HC- UK Moderate (f;, =50%~84%) 1.77+0.176 1.77+0.047 1.81+0.087
SH-WUAT Moderate (f; =50%~84%) 2.14+0.132 1.99+0.125 2.26+0.162
YA R Low (f,<<50%) 1.22+0.368 1.28+0.225 1.23+0.147
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Table 3 The transporters cell lines in our laboratory present and radioactive probe substrates
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OATP1BI1 (OATP2) HEK293 SH- Rk
OATP1B3 (OATPS) HEK293 SH-17p-ME —1E-178-D-F W1 1%
OATP2B1 (OATP-B) HEK293 H- BRI 1
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MDRI1/P-gp MDCK/Caco-2 SH-Hh 2
MRP2 (ABCC2) Vesicle/Caco-2 SH-178-ME —E-17p-D-HHE 15 %
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Fig.1 Application of radioisotope tracer technique in drug evaluation
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