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[ E] BE): I LEZ K (pregnane X receptor, PXR)MBY 48 APAR-2(PXR2)JH 8l F X6 bp-deletion
BE PR Z2 M B AR At 5 5 ) I 24 9 B2 AN 25 1) il 57 4 (blood concentration and drug dose,
C/D)sZ M, MIi48 3 B & B B ARG b e 25 /) MR EIRTTY o A WERTLTI A N REE B &
HRAHRI20144E7 H 2201846 H 73015 B M i & MM B A, R Anelic Special-Touch Down PCR
DR PXR2FE N Z M, 0 BEER . Mo RE . M & a . SO RE TR
WA AN O, &R PCRER IR, 730IFr AR PXR24EG T H391(53.42%), Bf A= Al 445
(5.48%), 2G5 TR30MH(41.1%), ZIuMEHIH3HT Bn, PAR-2JH 3T X6 bp-deletiondt [Hl 24
PER LR 43 8 5 C/DICW ARG, 2R EGTTH5 2 X (P>0.05), IM4L&EH . MIHLLE 5C/D&E
IEMX, Z5A%0F%E X (P<0.05), BHEEFZ xR, dig i, BEN, &EGFR3A
AR C/DEMEFEART3 d. 28 . 1N HAM L, ZFWIHGH2#E L (P>0.05), £if: PXR-2
J& 21 F X6 bp-deletionFk [H ZEMEX M R BRI C/DILH M, MLAEH ., M FEKFEXFMFTEEFC/
DAT SZ I H 2 IEAH G,
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Abstract Objective: To Explore effect of PAR-2 splice variant of PXR (PXR2) polymorphism on the rate of tacrolimus
blood concentration and drug dose (C/D) in renal transplant patients. Methods: We collected the 73 blood
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Hospital from July 2014 To June 2017. Detected the PXR2 polymorphism by the means of Anelic Special-
Touch Down PCR. Recorded the age, sexual, weight, hemoglobin value, total bilirubin value and the use of
proton-pump inhibitor. Results: The PCR show that there are three genes types which include 39 homozygote
type (53.42%), 4 wild type (5.48%) and 30 heterozygote type (41.1%). The multiple linear regression shows
that the 6 bp-deletion polymorphism in the promotor region of PXR2 is unrelated to C/D, and the difference
was not statistically significant (P>0.0S5). The hemoglobin value and total bilirubin value was changing
positively with the tacrolimus C/D and the difference was statistically significant (P<0.05). The One-Way
ANOVA indicated that there was no statistically significant difference of C/D values between the three
groups of homozygous, wild and heterozygous types on 3 days, 2 weeks and 1 month after the operation.
Conclusion: The 6 bp-deletion polymorphism in the promotor region of PXR2 had nothing to do with

Tacrolimus C/D. The hemoglobin value and total bilirubin value was changing positively with the Tacrolimus C/D.
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DR R A5 2 B o Ath 5 B ) Wk B2 v /5 B A7 A 24
YA B B RSN, F A & F BUR e A ] i
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P by BE A RS INATE 58 I 2 8 A5 1w AR ) S
B0 ARWFFLTLIEE N R R B B 220 B 25 51 2
AL

1.2 Aik

BHE BRI ST, WA DI
o 2 T TG i 48 (3R 7% ) + i 5w B ) g 2 (R AR T &2
FKS06)+5# [ F  FERl i) S e il 5 %8 . R
ARIFHIR . RIFHE 2R 4T H58EI2500 mgih i
BT, HBARIAGEA TIRAIASO mg/dH Ik, 3 d
10 mg, TREIE10 mgZiFF . AH K T7S kg
F A M E NE12 h1 000 mg )z, AF7S kgld
FHEM RE12 h750 mg Tk, BB AREH 1K
ROV 4 R I At 52 5 1), At 5 55 W) ) 4R R 0.1~
0.15 mg/kg, FEAEAJT 2 4F LA b 5 B2 ) i 24 v
4EF5 T 8~12 ng/dL, 6~121H 45 T8~10 ng/dL.
PRI Hb IR B8 . K T TR 2 1) 2% 52 il b v 55 ] I 24 vk
B, HOUMR T Bk 228 25 W iy B8 S AN HE AR F
T o IRYT WE TR A A 7 o R g DS e e
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1.2.1 PCR %M & A £ ik

Wt 730 B FH MW br A, KM Anelic
Special-Touch Down PCREK;M 6 bp-deletion
HEHERZEMESA, 2 F4ADNAM IR,
DOE A AR, #F17PCR. IEM IR
S'“TGTTCAAAGTGGACCCCAGG-3', RIn5|¥H
5'-GTGGTGAGTCCTGGTGACTG-3', Jl¥KEH
$36 bp, HEHUDNAJSFH#HITPCRALIK . PCRIZM AR FR
MR 1R, PCRIN ZAF R 2 7 (IR K BE
65~55 C)o

F1PCRR MK FR

Table 1 Reaction system of PCR

JEATE N AR /uL
gDNA template 2.0

10 x Taq buffer (mg”* plus) S.0

dNTP mixture (10 mmol/L) 1.0
08LS02-1F (10 pmol/L) 1.0
08LS02-1R (10 pmol/L) 1.0

Taq DNA polymerase (5 U/pL) 0.5

Milli-Q H,O To 50 uL*
DK E SATRSO uL.

*Replenish water to total volume 50 pL.

FR2PCRIR ML &

Table 2 Reaction condition of PCR

9> I/ C 1] (EERD

1 95 S min —

2 95 30s —

3 65 30s -0.5 C/cycle*
4 72 30s 2~4, 20
S 95 30s —

6 SS 30s —

7 72 30s 5~7, 20
8 72 3 min —

9 25 hold —

“EEMEEREAR0.S C
*Each cycle reduces 0.5 C.

XPCR Y BEAT I - T IE 1] 51 40 R
6] 51 ) 200 7 57 s AT Poly AL AL, 3 80 I e e
R, BmHBITPCR™YL B S W A7 I

08LS02-R2: 5'-ATCCCAGTTCCCATAGTC-3',
1.2.2 458 32 8] dn 25 3R JZ A ]

PIBBHEARGHS d. 2J8 . 11 H IatEAy S,
XF AT A SR AT At 5 5 ) i 24 9 RE R 25 W IR
174 (blood concentration and drug dose, C/D).
B, IR0 s B TN At v 5L ) 2 vk R K
MR BN AT . SR RE . A
iR E 25 IR 50 &, HHC/D,

1.3 GitahE

K FSPSS 22.0%F B0 k47 £ Je 2R 1 81 15 43 Hr
K7 5001, Db e 3R C/D AR AR R, ANEFER
B AERS . PR, B, B . A R KF
R T2 A A S B A AR B, SR 2 gk
PERNE 8T, o314 B A8 1 PR 280 B A% o At 5d 55
HC/DIE MR . LM m]C/DA N AR, A
FJEH AN B AR, RARKEEFZ50, o
AN [F) 35 PR R X6 At 58 52 ) C /DR 52 . P<0.05 H 25 5%
HEir=e Y.

2 /R

2.1 #B4> Anelic Special-Touch Down PCR ik &

#l4r Anelic Special-Touch Down PCRHL K & A]
WAFAES bp-deletiondE K YKL, HAREEH 59
Bt ls36 bp, KBl h24 PR AHLIKE, H 2174
PRAS R SL e R MR A, T LAGIBR .

&1 Anelic Special-Touch Down PCRiE#2ill6 bp-deletionEE
MBI RK
Figure 1 Electrophoretogram of the polymorphism typing of

6 bp-deletion gene detected by Anelic Special-Touch Down
PCR

2.2 SNERFRAR

S di s T s3.42%, B A
S 48%, 2445 TM41.1%, BN H60.27%,
P N39.72%, Bl Ar=1.52, k&N
(59.2849.46) kg, 4F#4 4 (40.3543.78)%
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2.3 ZL& MRS

Kot iR N IEZS 70 A1 (3), FonizZ on gtk ol
oMl (5 B v, P R BB AL R | 208
F 22 5 A Ge it 3 L (P<0.05), FEC/DIES AJH
IR MZLEHRIEME, SOE B A 2 A T 2L
C/DAE 2 5 [F) I o Z500F AR X 09 B IHZLER | IfL4T
EEPEATHT, HEBR LN 2 e it O 17

24 BEREFESH

ai 5P A BPAEAL L e A R340
C/D[ng/(mL-mg ) JAHAEARIE3 d. 28, 14
Ay %I M. 44.43£4.75, 55.24%20.5, 64.3£10.03
(P=0.073); 64.58+8.31, 93.22%£19.84, 60.36%8.57
(P=0.065); 65.34£7.40, 88.76+32.91, 73.90+9.51
(P=0.565), AEILER, ZFLEITFE L,

R3IZLELMEEREFRITER
Table 3 Results of multiple linear regression analysis
ZH HfH r EIEES:] t p
UNEEEPN
MAEM/(gL™) 92.47 + 16.66 0.637 2.18 0.035
SHZLZR / (pmol L) 23.34 % 7.56 0.11 0.23 3.12 0.024
25 5 K 4 ) — 7.801 1.53 0.13
RIGH14K
ML/ (gL™) 91.96 + 15.61 1.105 2.87 0.005
BHLIER / (pmol- L) 24.13 +13.26 0.11 1.73 5.24 0.015
25 SE PR 2 5 — -3.429 0.55 0.581
ARIGHI30KR
M£TEE 1/ (g/L) 115.56 + 18.72 0.86 2.89 0.005
SBLTE / (pmol /L) 19.3 + 5.62 0.11 321 7.83 0.016
2 5] — 4.7 0.82 0.415
3 iTig Al EE W & E . P450, CYP3A4,

VR AE AR 5 Ji T S e B LR 7
ZRVPH IR+ CNIE+ B BT R WA G 1 =
R G 5 4 i 75 ¢ o H Rl R b f )2 Y CNIT
REGYA MR AL e 5Em o T b e 55w G
R R R R, IR HAA RN L RE
A ORI A L R A T I IR O A
Pori, HORIR IR B N2, CNIZEMH ik
25y E v 55 A — A 5 H Y I R TR) .
WIT B, LEWAH B A A 25 ARG, IR
R T B 57 A T ) 2 ) i B i 24 9k B AT RE
ZESARO; MM LG @, nTRE T B
il BE, L2y, RIS I R i
2 L S R ) ] R S B0 B A AN 2 T K HE TR
BT, A S 0 i, 24 o JBE A () I, AR B AN [ 4
g T RACHIRIT o R T g H AR YR T,
EO AT R R A T ECE 7/ K AW ) s i RS

CYP3ASfRUif. CYP3A4, CYP3AS, CYPHk
W (POR), X gnfHE K (NK112) 5
MDRI1EHAFTEFER Z80E, EiRFEH B 250
) 16 5 ) fth, v 55 R o 24 vk B, PXR 4 2
FANJE M 3Z 1K (steroid and xenobiotic receptor,
SXR), JEHZRFHREE N A Z—, fNRII2HE
PRI is , BERE 2 Fh KA SR 22 B R S . PXR
FHERIR TR/, A B 0l i v 3 55 A0 X 85
/b, Nishimura®: Uz H Taqmandf4t, K185
PP A FEPXRIY IR . PXRF 2 Fp 25 41X i il
(U1CYP3A4, CYP3ASEE)FIZG¥kEia kK (WNMDRI,
MRP2, MRP3, MRP4%5)H: K i o 45 5 # [
F, HAR R S T B SR M 2 e B 25 R
K PX R 33t 15 78 5, AT RE 2 i BECYP3A4FI
MD RIAFLE Q1 R B SR 22 53 1Y B 2207 18] . PXR
T2 L3 g T U A R PR 3R R e A B HE LA R
Z 1% (single nucleotide polymorphisms, SNPs),
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H AT E AR E & 31 SNPs £ G B PXRA [A] 72 i 19 2
AE T RE, HIX3 AL AR AR LS, A RE
fift BEPXR T Ui I 35 PR 3% 14 A An] A7 A N e B R AN 1
E5R,

JE R T AR B B RO Sy A W AE A o DL
MGz —, B FE NS 77 Z P~ mRNA,
M EiER ZfER, EENZE8EN —4E
PR . PXRUWLAEFE AT AR BT HE 4K, hPXRIY BT
& NPXR1, PAR-2(SV1), PXR.2PXR.3%, H
FPAR-2(SV1) I TANE F1bIX, 38 1R A
HATG, HhPXR.1(EFAR!, WT)RNH24%Z
394G L, K PAR- 2L G ih 4734 S B .
PAR-25 PXR. 1% Bt 1A 1 3 sl 36 Pk S A AR ) 1), 4
JRPAR-2F A T B T 23 52 ) BV PX R Y 2% 35 A1 )
fiE. 20034F, UnoZVkK I T PAR-21 )3 3h T X 17
TE6 bp-deletion( “-133GAGAAG-1287 #t7k), iX
6 bp-deletion 2 i PAR-2 /) F ik WA B F % #&
6 bp-deletion [K 58 A8 I 22 25 P ml 52 5 5 ] 1fi

A T PCRELAR K6 bp-deletionZE A8
WL 8, w] o ali A B AR e AT
R, SRR . 7300 B BB A R LT T LA T
#153.42%, RIS .48%, Z4AFAI41.1%, 1] ULEF
AR NHBE T o7 LSRG, ABAS B S8 A A A 0 85
A TR R 2 S 0 BOE A AR — e AT
X AR R 1) BH 14 5 S 1T BB A7 A — E 5E W o

5 B ) I 24 TR RE S e PN 3R R 2 AR,
ML . RRL KT AR A (4 e % 52 i
P4SOREFACIH A 259, Q0 BRI HE . Mo /R AR . WA
KHHWZ . Do FIAE-F . B =605
WEZ T R AR EFELRMH LR Fr4Fh 24
Yy, o A4 R KobE B i 3R (R e /SR )
B 7 E ¥ ME,, EH R 225 B fEEItAE
MK, BV X6 bp-deletionFE I 2 A . il
MMM RKFHEITZHEN . G5RE
/N : 6 bp-deletionf A 22 25 1% XJ il 5 52 w] Il 24 ¥k
JETCR M, (HFREE AL R K M4 & Ak
o BRI OB R BT R A AL, EEH
22 PR JR RE S M flh 5 B E) i 25V BE Y R R,
IR PN R0 AR Y W B (P | Ui S S PN e
ZBER— 2 S R B E AR . 6 bp-
deletion ik K 22 25 P X th o B2 ) 1l 24 3k BE G I W 5%
W, BOBAPESE . (HRAPEZE BT R E R A
R R, AWFIEE S5 8 2 8 5 oy i A
FEAS S T o LU A1) /N D S50 B A RS R AR o R A
WNo ZHE AT REH R AEA BN BN R AT . S

A RAG T EY R AR — PRk, HIkGE
52 ) Ath 50 55 w002 vk BE R SR AR 22, IE QT iR
CYP3A4, CYP3A5, CYPHEILILJFEEF(POR) ., Z#%5¢
XZ gt B K (NK112) 5 MDR1SEHR A7 7F KL H %2
A, A [R5 R T SO AT R AEAE A S, IR
AT AR 5T PXRH A 5 42 4 5 PR 22 25 M )t 5 52 ]
A2, DT R il 5 5 w) 5 3 S A~ Ak 24
E I R
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