204 151G A1 73 ZRERE R8T Al R 55 1) 50 ) T 24 9 R s i R G
CAIPSEN g Vi

RRE", & B KRALVHRER L RER L E'(LAZTREATEPCHAM, EL 11010020 %
HRHIEPQAFIRE, B 110100)

hESZES R969.1 XHEFRER A XEHS  1001-0408(2018)17-2407-05
DOI  10.6039/j.issn.1001-0408.2018.17.24

W OE B A S R B R A B 5 R B 69 e R E S 25 R AT e B, SRR T A IR ER 4R 49 e 250k
BAFEMTEE, Al RS BRERE , Fik IR GZ T Y T A Fs2017F 1—12 ARAAER KR R %G55 F LT
A 25 R E (AA3EEA S 9- 72 F A 3% BR ofe 25 508 JE 2 Fe it ) Y] e MyAv o FL e B 204 450, SR A SPSS 22.0 #3474 it , AT i 25
HIE A Hrm B A CeR) Fd B A BE A 2), it R B e 25 R E 6 B N B 5 4 R AR A £ 4L IR M e I M R 4k & (PANSS )
P >49 % Fa KR BB AG R 1] o), 2 3R 204 40 B SRR A 35 BR 4 B G 84 ot 25 R B P 44K 4 50.55 ng/mL(34.83~73.50
ng/mL) ; & &b A B R KA 25 4 st e 25 5K E B 2% (P>0.05) 5 B 5 S8 xd e 25 R E A B 5% vk (P<<0.05) 3 R 32 8R 53 A
B A F 5 iR 2 MR R (P<0.05) ;6225 5K E <20,20~<<30,30~ <4545~ <60,60~<90,90~ <120, =120 ng/mL #3 &
# % 4 A PANSS . 4 % >49 9%t [X 18] Yat5) 2551 4 13.33% .34.78% .53.33% .47.83% .38.10% .38.89% .20.00% , & % 7~ B BB
R J&] Yot 231 4 0.0.2.22% 2.17% 11.90% . 16.67% \46.67% . % FI3EE SN i E % B X5 A A SFH L N0,
IR EFEKR 5 B 253K F 20~60 ng/mL JE B M#ATE T .

KR ARESH AT o B e 25 R0E s v R K

Plasma Concentration Monitoring and Influential Factors Analysis of Risperidone Dispersible Tablets in
204 Schizophrenia Patients

JIA Xiaoni',ZHANG Yan®,ZHANG Xiaohong', CHEN Jianbo', CHENG Yulin', ZHI Xuan'(1.Dept. of Pharmacy,
Xi’an Mental Health Center, Xi’an 710100, China;2.Pharmacy Laboratory, Xi’an Mental Health Center, Xi’
an 710100, China)

ABSTRACT OBIJECTIVE: To evaluate the results of plasma concentration monitoring of schizophrenia patients after giving
Risperidone dispersible tablets, analyze its influential factors and formulate plasma concentration reference value of Risperidone
dispersible tablets, and to provide reference of rational drug use in the clinic. METHODS: Totally 204 schizophrenia patients, who
used Risperidone dispersible tablets and received plasma concentration monitoring (by trough concentration of risperidone and
9-hydroxyrisperidone) in Xi’an Mental Health Center from Jan.-Dec. 2017, were collected. The plasma concentration of influential
factors as gender, age, daily dose and drug combination were analyzed statistically by using SPSS 22.0 software. The proportion of
4th week PANSS reduction rate >49% and ADR were analyzed statistically among patients with different plasma concentrations.
RESULTS: Median value of plasma concentration of Risperidone dispersible tablets was 50.55 ng/mL in 204 patients after
medication (34.83-73.50 ng/mL). The gender, drug combination or drug alone had no significant effect on plasma concentration
(P>0.05). Patient’s age had no significant effect on plasma concentration (P<<0.05). There is a linear relationship between daily
dose of Risperidone dispersible tablets and blood concentration (P<<0.05). The proportion of 4th week PANSS reduction rate >
49% were 13.33% , 34.78% , 53.33% , 47.83% , 38.10% , 38.89% and 20.00% for patients with plasma concentration of <20,
20~<<30, 30~<45, 45~<<60, 60~<<90, 90~<<120 and =120 ng/mL; the proportion of ADR were 0, 0, 2.22%, 2.17%,
11.90% , 16.67% and 46.67% , respectively. CONCLUSIONS: The plasma concentration of Risperidone dispersible tablets is
affected by age, daily dose and other factors, and there are great individual differences. It is recommended that patients are treated
at a plasma concentration of 20-60 ng/mL.
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Y 34 R 12.5~200 ng/mL, % 5t BRI 4 2 ng/mL, F| 15
il 4y [ U5 R y=355.54x (+=0.999 8,y MR , x
AR ) K B B RSD 4 2.19% (n=3) , [al It Z&h
(99.81 +4.86) % (n=3) ; 9-J2 I 55 i i) [ )1 )5 72 Ky y=
390.291x(r=0.999 9, y M UETHFR , x N ) G5
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Tab 1 Distribution of the plasma concentration in pa-

tients

259 B ng/mL n G, %
<20 15 735
20~<30 23 1127
30~<45 45 22.06
45~<60 46 22.55
60~<90 42 20.59
90~<120 18 8.82
2120 15 735
jests 204 100
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Tab 2 Monitoring results of the plasma concentration

among different genders

5 n 5, % MR PR GER)  ng/mL
b 68 3333 52.45(34.95~75.75)
'S 136 66.67 49.85(33.63~71.83)
it 204 100 50.55(34.83~73.50)
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19451], 43 A i SR 9.31% o 19~40 8 BFE I EZ , N
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Tab 3 Monitoring results of the plasma concentration
among different ages

B, % n G, % M2 AR GER) , ng/mL
<18 19 931 39.10(27.90~49.30)
19~40 104 50.98 53.65(33.60~78.30)
41~60 62 3039 47.00(35.88~72.23)
>60 19 931 57.40(34.90~82.30)
Bt 204 100 50.55(34.83~73.50)
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Tab 4 Monitoring results of the plasma concentration
among different daily doses

A, mg  n MR EE AR (ER)  ng/mL MR-
1 2 19.95 19.95
15 1 57.40 3827
2 33 24.90(17.95~32.15) 1245
3 16 46.95(32.43~60.78) 15.65
4 74 47.35(36.53~60.43) 11.84
45 1 44,40 9.87
5 21 68.60(41.70~90.50) 1372
6 56 76.80(60.48~113.60) 12.80
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Tab 6 Efficacy of schizophrenic patients receiving

Risperidone dispersible tablets

- H1A EylE| H3H 4

n Hit, % n Hit, % n HH, % no L%
Tk 153 75.00 104 5098 6 37125 60 2941
i 40 1961 68 3333 33578 62 3039
BEEE 1 5.39 29 142 45 2206 58 2843
WA 0 0 3 147 10 490 241176

SRS 51 25.00 100 49.02 128 62.75 144 70.59
TRITES 4 T B S5 5 R |, 144 BIVAYT A S0 B 37
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HH-1 H R 22 S ge A L (P=0.767) . 1RYT
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Tab 7 Clinical efficacies of patients at the 4 week af-

ter medication

BiH HH T t P
n 144 60

FEHAE(s),mg 4234146 4174133 0.297 0.767
25 PR () ,ng/mL 50.30(3443~75.60)  51.6(35.00~72.00) 0.991
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0 FEL PN Y AR 22 ), X JE) G R 2, o 9 X TR Y
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60~ <90 ng/mL 1 F8 35 th AN R g 9 43 514 3 49l
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Tab 8 Distribution of the number of PANSS score re-
duction rate >49% in patients and the occur-

rence of ADR at the 4 week after medication
under different plasma concentrations

25k, 454 JH PANSS /5 >499% KHEARR D
ng/mL n/ BRI I B XA LH, % n IXJal LA, %
<20 215 1333 0 0
20~<30 8/23 3478 0 0
30~<45 24/45 53.33 1 20
45~<60 20/46 4783 1 217
60~ <90 16/42 38.10 5 11.90
90~<120 7/18 38.89 3 16.67
=120 315 20.00 7 46.67
it 82/204 40.20 17 8.33
3 it
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- 2410 - China Pharmacy 2018 Vol. 29 No. 17

Fr 25k S 25 (EFE R H]1T 0 20~60 ng/mL, ik &

120 ng/mL. FEASBFFE LGN AR 204 (10K #53 BLAE &

o, I 25 B AE 20~60 ng/mL Y B B9 3t 114 i)

JIt o5 EE 811 55.88% o AL, 754 i A R AR AR AT

IO B I M 0 S M 2 B SR A B A AT

BT o

DA R LR B AR, IR REAR X HL AL

AT TS SN AR B B . ABFSE R R AR A

XF AT H(12~T72 %) , b <18 5 F1>60 % 1 ¥

/b, 19~40 ¥ A I 2 5 <18 % JUH 1Y I 24 e ¥ e

i, >60 % A B 259 BE fe e o A AR I BL I 245k 32

M2 AR L, P <182 519~40 % 41~60

%\ >60% BEMILMAWERNZF AL FEL. 7o

PraL s A - (D) AR <18 8 BE AR 12~18

B HIHE AN B IEAE T HERE Y, SRS T U

A, B i ARJBERR B AL 3 B R R O, A AR

UG B Bt , it A2 ) S A< AH A 2 AR Y

Bl R I 236 B2 e HAAR % B Be A A 2241 5 (2)°&

AR N B A A I 14 O, A BRI RE AN 208 1 RE ) 18 4F 3

IR, HLASHT 25 B R 3 I BR AR FH I RRAE (75259

THERFZESE A, R 4R A I 249 e s

AHEFE L2 H R R L SC R (Hl A

AR 22 5, PRTHCTE I AR Ph A R 5 791 e f 3 L1 B 1 245 v

JEE PR AR, IO K o A 0 A6 2 K PN ) I 24k B, 278 E b

P JEE 0 R W 7R R T i B

SR IR R B 0 53 IR i 4 25 Jo 1) gl A 7288 2%

FAGEH AR o B PR RS R 2 HO AU,

NIRRT 1.2 R B BRI 7R, 2 (8 B B 2 A A

RS, F ISR A PRI I 24 9% B AR bvie B 3 Rl A Y

A ARSI 2N 2 4 A J5 PRI AL

AWFFE RIS AN FE S B 2 RIS 24 0 8
HHIML R JE 22 R TG 27 8 S KT X A5
R, AT RFEA R E— 2D I

25 PRI R B R S HOR T SRS P 0 2808 i RAE

AR EAMEZE SR ARTTRCRA — M 2459 B2 7T 32 5%

BRI H R AR R A2, DRI PR 0 % ek

Foa 254 B, ARy 7 58 AR S BRI 2 o ) B 1

it CYP2D6 I, 1) 35 1 F1 9- 5 K ) K i 1l 25 9k 2 5

CYP2D6 LA 22 M4 M, FEJR et st AT

ZH 47 A T AIE T S A R D B )5 I A 9358 R M) 5% A ot

AT ST A AR A , DA i PR S BLAR B RS TR T

BEE TR LA

Sk

[1] &S, . & B o 5L 58 B 04 28 d [M]. 2 Wiz b
A RAREE A T R A, 20150 1-5,65.

[2] FIJAL K,POPIK P,NIKIFORUK A. Co-administration of
5-HTs receptor antagonists with clozapine, risperidone,
and a 5-HT:, receptor antagonist: effects on prepulse inhi-
bition in rats[J]. Psychopharmacology, 2014, 231 (1) :
269—-281.

FPEZG 2018455 29 4555 173



T Sk
249 A 25 350 RS Y SR A

BV RERLERRL ZIWL AALL RER V(LELPEAAFHFR, AN 430065;2. A % T
KEEHEHGETRSR AN 4300233 0L FEL AERBEE A 430065)

hESHEE  RI32;R969.3 XERFRERS A XEHE  1001-0408(2018)17-2411-05
DOI  10.6039/j.issn.1001-0408.2018.17.25

B E Be @i mn PSR R RS 6 AR AT RIS, A A E RN R TSR ARG WA T AREAE Tk
AEREAF R ATERNR2014FEFG 101 FAREHAPHEALM R TEER 75 HIE EERNFHREOEERE
2017412 B AR X Sk R W A P A SR B R o9 B oL (A R G340t (TIARR RO AR ® A P 2 st R
FHLRE AR RRRAE-BERGEEIIA ERREREER BN XER L, FRHTRT M. SR RELHK
5154, /£ 101 AP 2h TR 25 P A A6 FP3RGE T R B R, 5 Bmfl 1 707 4], 2o B M 81745 b 767 ) 32 3 R 123 45) ; S
A0~19 % & % (86541, & 50.67% ) ; AL IR T R 12754, 5 74.69% . 465k ¥ 25 b F- 5 R B R 4] 48 % 4952 & R (595
B, b 34.86% ) A= & 23 (51241, 5 29.99% ). EFAE T L AERRRMMAA 6154 (& 36.03% ), 1 4% A 69 A 436 61 (&
25.54% ), A FE; R ARG A 24 hZ B ILR B R AA 12014 (5 70.36% ) ; 257 A P 25 55069 R B RS R A A G A4
RA A MERE AZRABET A FHRE ABRRLIRHERE FRAGREE S, 16 REI S H; R (45341/59541] , A =
TR R ABR BOR AR 4, TR L BB (10541/512460 ) K JRA= (94 41/170 4] ) A= Ly 45 (85451 /1 1849 ) 51 A2 6 /= & R BR 249
HE % 9336 BFARTHIY AL G BILR B R, 7254 2 25 B % XA& B e IR BORCRL , 49 46) A 4 fik )5 3B LR BR R 5 2
725450 25 A K A 69 R BB P, 441400 (& 60.83% ) S — A 2h | A ah R BB R A& F R L6 2 e N AR IR (51T 6], &

[3] KOLASA M,SOLICH J,FARON-GORECKA A,et al. following repeat-dose administration in healthy Chinese
Paroxetine and low-dose risperidone induce serotonin volunteers[J]. Clin Pharm Drug Dev,2018.DOI: 10.1002/
5-HT 1A, and dopamine D2 receptor heteromerization in cpdd.449.
the mouse prefrontal cortex[J]. Neuroscience, 2018.DOI: [9] FEEAM, EFF, 5 EAER, 5 FIREER O I ARA Y550
10.1016/j.neuroscience.2018.03.004. PR B ERzh 54 & ,2015,35(12) :1092-1095.

[4] WANG S,CHE T,LEVIT A, et al. Structure of the D2 do- [10] HUANG M, SHENTU J, HU X, et al. Comparative fast-
pamine receptor bound to the atypical antipsychotic drug ing bioavailability of dispersible and conventional tablets
risperidone[J]. Nature,2018.DOI:10.1038/nature25758. of risperidone: a single-dose, randomized-sequence, open-

[5] ALLADI CG,MOHAN A,SHEWADE DG, et al. Risperi- label, two-period crossover study in healthy male Chinese
done-induced adverse drug reactions and role of DRD2 volunteers[J]. Clin Ther,2012,34(6):1432-1439.

(-141 C ins/del) and 5SHTR2C (-759 C>T) genetic poly- [11]  FU, Kis or, DM, 5 B Ao 05 e o sy
morphisms in patients with schizophrenia[J]. J Pharmaol PRI R BORIFSE 0], B 25 5 4 &,2017,52(10) :871-879.
Pharmacother,2017,8(1) :28-32. [12] X5, 2k, F 8 BT —4RRORH G & A i ey 37 Wi

[6] VANDENBERGHE F,GUIDI M,CHOONG E,et al. Ge- WA LT, o ) 25 4 R B4 22 76,2018, 24(3) : 150—153.
netics-based population pharmacokinetics and pharmaco- [13] IR, xIgal, s, Kol 2400 & 57 2h Ak ) %
dynamics of risperidone in a psychiatric cohort[J]. Clin € PANSS 1 W H M [I]. B 8 B 52 4 &,2009,4(4)
Pharmacokinet,2015,54(12) :1259-1272. 508-509.

[7] BEIT, ™, £WI, 5. LC-MS/MS ¥ 5E N3 A1 [14] PUANGPETCH A, VANWONG N, NUNTAMOOL N,
] Kz Q-3 5 | 155 ) (%) e BE [T]. P B 25 5, 2017,28(26) + et al. CYP2D6 polymorphisms and their influence on ris-
3197-3140. peridone treatment[J]. Pharmgenomics Pers Med, 2016.

[8] LIY,ZHANG F,XU Y, et al. Pharmacokinetics, safety, DOI:10.2147/PGPM.S107772.
and tolerability of lamotrigine chewable/dispersible tablet (Wi H 401:2018-03-28 {101 H 1]: 2018-07-16)

(Dl - AR TRGE )

% %% % % A FEETIH ¢ B 5 P R 2545 BRI H [No.ZY'YS-2016(0003)]

EERETNRZBGINFRELST * P LWETE A o WESETT 1] - rP 24 24 20 T il % 2 Wl )
E-mail: fzhi@whpu.edu.cn

#OBAFVEH B2, Wik BFSE T 1]« 2 R A2 7 2 380 ik
fili E-mail: chyzh6204@126.com

Hidlk . ERTH A T ERZH/REZHE 1682
BB % : 023-67893732 B4 : 401520

T EHE 2013FEF20FE1TE China Pharmacy 2018 Vol. 29 No. 17 - 2411 -



