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# E HBY Kk wiF Sirtuin-1(SIRT1) £ ik 5 F& K848 (VPA) 76 57 Fidn B4 7 ki #Hwm . JTik 482021 F3—10 AT M E
HRFWEG = ERKS 0 546 fin & & AR §, 5T B Bk 50 6l 4 R E1E A K& A F A A, 4 SIRT1 mRNA Aa st A& ik kK
TAK T I K00 B FAE A SIRTIAR R K G741, & T AL F 44 SIRT1 Z R kg7 4, P A &% T165 8 VPA(12 mg/kg A B
25600 mg) & 77 3A A, IR NG R IT 8 AT R 42 ) sk e B F 38 m VPA 254 7 & (15 mg/kg R4 B 29800 mg) Bi&77 3AA L 1E
# SIRT1 # 4k ik hm-g 4040 SIRT AR F A e 40, SR MlE R T 2k, M B F 7 3R Mg iss7 SA A JG 6 s 2h - AT Tk
FHr, LR By7 T, 540 Fagm B F A 314 SIRT1 4K & ik, 23 4] SIRT1 & &L, &7 & VPA BT 3A A UG, £ VPA B 2k e 25 3
JESE B M, SIRTI & &k v4 77 40 8 5 09 A st 42 4 91 BAK T SIRTIAK &k 78 55 28(P<0.05) ; /w74 95 3A- A J5 , SIRT1 & K iL m g
0B H WA s A B R E 5 T SIRT] S &K 8 HFA(P<0.05), VPABLFTHE, BEF gtz A L%, &t /£ VPAH
2R TE B MG T R B, fe A SIRT Bk ih B4 69 R T A8 EARIEH) ;38 hm VPA 26 , T4 & R A A9 A 2 b &
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Effects of the expression of serum SIRT1 on therapeutic efficacy of sodium valproate in the treatment of
epilepsy patients
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ABSTRACT OBJECTIVE To explore the effects of the expression of serum Sirtuin-1 (SIRT1) on therapeutic efficacy of sodium
valproate (VPA) in the treatment of epilepsy patients. METHODS Fifty-four epileptic patients were collected from the Affiliated
Baiyun Hospital of Guizhou Medical University from Mar. to Oct. 2021 as the research objects, and fifty healthy people were also
collected during corresponding period as baseline reference samples. The patients whose relative mRNA expression of SIRT1 was
lower than the baseline were selected as SIRT1 low-expression treatment group, and the patients whose that expression was higher

than the baseline as SIRT1 high-expression treatment group.
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600 mg/day) of VPA for 3 months, and the clinical efficacy
was evaluated. The dosage of VPA in patients with ineffective
epilepsy control should be increased to 15 mg/kg or about 800
mg/day for another 3 months as SIRT1 high-expression
intensive treatment group and SIRT1 low-expression intensive

treatment group. Clinical efficacies were evaluated. The blood
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concentration and liver function indexes of the patients were detected after 3 months of treatment and 3 months of intensive

treatment. RESULTS Before treatment, among 54 epileptic patients, 31 epileptic patients had low expression of SIRT1, and 23

had high expression of SIRT1. After 3 months of low-dose VPA treatment, within effective blood concentration of VPA, effective

control rate of patients in SIRT1 high-expression treatment group was significantly lower than SIRT1 low-expression treatment

group (P<<0.05). After 3 months of intensive treatment, the effective control rate of patients SIRT1 high-expression intensive

treatment group was significantly higher than SIRT1 high expression treatment group (P<<0.05). No abnormality was found in liver

function indexes during VPA treatment. CONCLUSIONS Epilepsy in patients with high expression of serum SIRT1 may be more

difficult to control when VPA is within the effective blood concentration range; when the VPA dose is effectively increased, the

effective control rate of epilepsy can be improved.

KEYWORDS Sirtuin-1; epilepsy; sodium valproate; blood concentration monitoring; liver function

SR e — b H UL IR A 28 R GU R , A ERZY 5 000 J7
N BB , 0 A o 2 B T AR 3508, I
PR EIRI7 B RN, HARXMEAR IR s TR EA (sodium
valproate, VPA) C. 8% )12 FH TR I 1A T, F244E
FERIL ) 2 BEL T 22 A Rl vy et e 9, B st Ao 280 oo A1
SR VPA R TR0 2 & AE I PRIDAIAE |5 -
PRGN 75 /DA U 2R M0 52 2% 350 43 PR 50 114
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JiE HL B, RN S 43 B 3 DR R A 4R B (CLf) o
SIRTI 519 ¥ 5 (5" —3" ) : #5149 TGATTGGCACA-
GATCCTCGAA, T 5| 4% AAGTCTACAGCAAGGCG-
AGC; H i 8 -3- % 2 i 2 8 (GAPDH) 519 )7 %) (5 —
3): Fi%51% TGTGTCCGTCGTGGATCTGA, i 5|
¥ CCTGCTTCACCACCTTCTTGA, 5E I %% ) & &
PCR JZ ¥ &4 : 95 °C 3 min FiAE 1, SR J5 44 95 °C 30 s,
56 °C 30's,72 °C 30 s, 40 K IGFF. L GAPDH N2,
P 27944 SIRT1 mRNA B % #6ik K
2.3 DHE5%HYH
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T RE, B 80 WL A BRI A7 R e ' 15 min, £
MZ5RIE . VPAKIMZS RS2 X [0 22 CHk[15].
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2.5 IR OTEM

R R BE S 4 RIS & VPAYRYT 34N RYT 3
A JE R A i JC RS 25 970 i PR T 34 H BN
BE AT R T RO o 34 H PR 76 45 i o & A
UV > T5% MR A8, RAE B D 50% ~T5% 1
FA R, RAEUEE L 25%~ <50% W RIT R % RAE
UBI D> <25% B R AF I E W o™, A Ak il %
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(%) = (JTRUZEVEATCRLBVEO L BIEL X 100% .,
A AR (%) = [T BEL s+ (815
B SUIVED e ] BB X 100%
2.6 PBTIhEEIEHRIG I

K4 A sh A A I SR A 7 AT L 1 IRAG )
VPAYRYT 34 ARYT 34 A 5 W 4 il TC R 254
I FRTT 3 H M0 85 R DI RE . N2 R ie 2
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35.00 U/L, K2 2 iR %% 24 lif# (aspartate aminotransferase,
AST) 12 2% i 5l 4 8.00~40.00 U/L, %4 iH 21 % (total
bilirubin, TBIL) 2% f°4 1.70~21.00 pmol/L.
2.7 HitFEFHE

K HH SPSS 18.0 A B AT Ge i1 hr . T %
BHA X + 5 R, WALIE] LR P I ST AR AR R 30, A6
K a=0.05,
3 HFR
3.1 B EE AT T SIRT1 mRNA B3} R ik 7k F 46
HR

IRYTHT, 54 6 B F A 31 49 fR 34 1 SIRT1 mRNA
AHXT IR AR T S, A 23 BB TR, 5
{dtFE# SIRT1 Z A4 AR L , SIRT1 R 2215 V4 )7 41697 1l
SIRT1 mRNA FH X} Rk KV b EFEAR, SIRT1 = & kiR
7Ll BB, AR LA 1

6 =

~
1

SIRT1 mRNA HX} kK-
L

0 T T T
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ik KR AL KR UL
a: SIRTUK kIR Y7 415 filt i & SIRT 1 R ik 41 L 45, P<<0.05;b:
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3.2 SIRT1 & RFIEEMNEEEGST 5 SHE S MZAK
BHNER

AL VPATARYT 34 R YT 34 A JE i 4 i T
S I 2 R FEYT 3N S, A R Y 1l 2 e
¥I7E 50~100 wg/mL Z [H] , & B 1 24 ¥k B 4R 24 A8 A7 300k
FEVEEEN . Hoh R VPA AT 34 I 0 1 24 3k
R 25 5 75, SIRT1 IR AR YT 24H 5 SIRT1 & K iA8h
7 UL E I 25 TR R LR, 25 R OE S TR (P>
0.05) . IAYT 34N J WU 45 il JC AL N 245 5 & PR
J7 34 H I I 24 94 A 45 5 27, SIRT L i & 35 fin o
2H EE DY I 25V B S R (84.15 £ 4.24) wg/mL, 3%
& T SIRTL i 26 3594 97 20 (64.40 £3.40) pg/mL (P<
0.05), Z5HULIE 2,
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é 40 =

>
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0 T T
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P IRICA AR R

a: SIRT 1R #AVAY T4 5 SIRT L s s fiin 4 LA, P<<0.05
2 SIRTL & (RFEBMBE GG & E R M2
REBMERILE (x£s)

3.3 SIRT1 & RFRIEEMEBHIGTT S B RIGKTT
BTN ER

FE VPA A RN 2546 BEYE R Y, 0 F 3 45 T i
VPA VAT 3 )5, 31 1] SIRT1 R FR ik VA F el s by
26 13 AR, 5 B 6 IO ; 23 6] SIRTL 23k 3R 7
HBE A 10 A5 B RS, 13 195 1 Joak, SIRTL i
FEIRIRYT AL B E T A 808 ) 2 B S (IR T SIRT1 IR 5%
KVAIT AL (P<<0.05) o AYT 34N H Ja Hfie 125 1 T30 H
HHINZ595) AT 3 A, Hidh 5 41 SIRT IR 54
T2 R 3 R A, 13 451 SIRTL iy #35 fin
ZH EREAT 9 WA St ), SIRT 1 22 34 0+ 2H 8 250
AT SR R 25 = T SIRT L i ik 1AY 7 4H (P<<0.05) .
IRIT 6 HJE , 319 SIRT LR F A 41 B #1229 i) R
HABRNE A, 23 1) SIRT1 (5 A4 B % 19 iR 3H
Bl AERIE L,
3.4 SIRT1 5 (RFRIEFMBEBTHE S E ST
BEFEIRIO M5 R

XTI F A VAT RIS A5 I ) 5 A D RS bRtk A 7
K, 25 SR 0L ZR 2, AN 2 Frow , Bl I 259k B A 35
TR FR B TP REFE AR K- Y E S L I
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&1 SIRTLE RFTEFM B EIGTT 5 & 08 = R

IT et R
il n NI CRE) RS B (i)
SIRTI A4l 31 26(83.87)° 5(16.12) 29(63.5)
SIRTI {54 5 3(60.00) 2(40.00) '
SIRT! ki 4l bi) 10(4348) 13(56.52) 9(8261)
SIRTI Fi ki 10 9(69.23)° 4(30.73) '

a: FSIRTIEFRIRTRIT AL L, P<0.05
Fz2 SIRT1 S RFREFMWEE QTR E&BE ST
INEEIERRIEE R (x +5)

Eibl n ALT/(UIL) ASTI(UIL) TBIL/(umollL)
SRTIEESA G 3l 1639+0.12 21534034 876+0.15
SIRTH k& k774 31 2123£0.54 25674032 984+0,67
SIRTHf ik 4 5 24584025 26724028 11L02£0.18
SIRTI kAL GRIFH) 23 1698027 1836+033 10.70£0.22
SIRT1 F ki T4l pi] 1958029 2114032 967+0.18
SIRTI f ikl 10 19491031 23301041 10772021
4 g

WF5E 7, VPA L2459 JE 7E 50~100 pg/mL {5 Fil A
B 00 97 T ROCR 47, VPA<<50 pg/mL 3R W 42 i1 2%
RELZE, VPA>100 pg/mL K39 1 VPA 1Y 25 W) AN KL
N ABIETE LA IR A BE 2 W A L B e R 2Y
VPA [ B MIFFE 3T 4, 30T T UL SIRT1 k% VPA
TRITI R BT R . S5 WoR IR VPAVRYT
Ji o RECH IR I 24 R R A e/ INAT RSO B (B0 ug/mL) 2 I,
K9 VPA 5 J5 , SIRT1 iy 634 F A Y Il 24 ¥k A 80~
100 pg/mL Z [a] , L7E VPA Fe/N#E ik (100 pg/mL)
ZF o ARWFFE R W TR VPATRYTY 34 H AT
3N B A i OO I 25 R FHR YT 3 AR
TR R, 45 R R 78 VPA I 253 JE 50~70 mg/L
R BE L, 5 SIRTL IR K38 VA 97 4 B & i,
SIRT1 /= #IR TR Y7 24 2B B9 U A VERICR AN 5 38
I VPA i J5 , BB I 24 ¥k AE 80~ 100 mg/L A7 &k
FEVE RN, 5 SIRT S kiR T 4L LhER, SIRTL = 3R
IR 2H R AR RN RV ERCR AL

VPA JE IR0 15 239 H R T 25697
TR MM 25 25 3K, UM 0 o ™, ik
FE B VPA B[R], 7 25 D W o) JEC o 245 9 5, 9 19
AT IF D REHE ARAS I, DA REAS 25 0 A R s g 1) & A AL
B A X FR A I 24 v B T T Be 4 b
AW, 25 A | Bt I 24504 FE BN, FFF D BB 4G bRk -
ETb, BEF G A2 R R e — g
ORI TR 22 R G0, T K IAYT , R
K A DI REAR AL, X 2 B e 2l £ i i AR A
4.

W W7, SIRT1 SR & A AF e B VI &R, Horp
SIRT1 A3k A 4 L I v] BREAEMETR PR & i ALl
R EZVER", KRB0 N S SIRT1 #Y
FEIRFINE LSRR PR G A I A8 5 AE IR VPAIRYT
i, SIRT L (363K AT BE S 520 VPA YRR IR . R
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L0 SIRT 1 i ] 3 o 8] 45 3k 48 P A s B 00
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Z5 L TIR AR VPA A ARSI 24 4% B2 B NG TN
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