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Cohort Study on the Effectiveness and Safety of Tiapride Combined with Clonidine versus Tiapride and
Clonidine Alone for Children with Tic Disorders

YANG Chunsong" *, ZHANG Lingli"*, YU Dan’, YANG Yaya" *, WU Xiaofang" * (1. Dept. of Pharmacy/
Evidence-based Pharmacy Center, West China Second Hospital, Sichuan University, Chengdu 610041, China;
2. Key Laboratory of Birth Defects and Related Diseases of Women and Children, Sichuan University, Ministry
of Education, Chengdu 610041, China; 3. Dept. of Genetics, Metabolism and Endocrinology, West China
Second Hospital, Sichuan University, Chengdu 610041, China)

ABSTRACT OBIJECTIVE: To compare the effectiveness and safety of three regimens of tiapride, clonidine and tiapride
combined with clonidine in the treatment of tic disorder (TD) in children. METHODS: A sequential collection of 312 children with
TD from the outpatient department of West China Second Hospital of Sichuan University were conducted during Jan.-Dec. 2019.

They were divided into clonidine group, tiapride group, tiapride combined with clonidine group, with 104 cases in each group.

- — Tiapride group was given Tiapride hydrochloride tablets with
A FERIH - 5 TR A BOR VAR B 290 2 PO s _—
initial dose of 50-100 mg per day, and the dose was gradually

Iﬁﬁ*i%éﬁﬂﬂi,ﬁic BRI 2R 252 i increased to 150-500 mg per day according to tolerance and
028-88573059, E-mail: yangchunsong_123@126.com clinical experience. Clonidine group was given Clonidine

AR FARZ0W 1 DEGYr i ABIE 22 Rk S transdermal patches, once a week, with initial dose of 1 mg
BB, LT :028-85503220, E-mail: zhlingli@sina.com each week, maintenance dose of 1-2 mg each week, once a
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week. Tiapride combined with clonidine group was given Tiapride hydrochloride tablets (same usage and dosage as tiapride group)+
Clonidine transdermal patches (same usage and dosage as clonidine group). The treatment course of 3 groups was 3 months. After
the treatment, they were followed up every 3 months (the following were expressed as 24, 36 and 48 weeks after treatment). Yale
global tie severity scale (YGTSS) scores of 3 groups were observed before treatment, after 4, 8, 12, 24, 36, 48 weeks of
treatment, and the occurrence of ADR was recorded at different follow up time points. RESULTS: Before treatment, there was no
statistical significance in YGTSS scores among 3 groups (P>0.05). After 4, 8, 12, 24, 36 and 48 weeks of treatment, YGTSS
scores of 3 groups were significantly lower than those before treatment (P<<0.05). After 4, 8 and 12 weeks of treatment, YGTSS
scores of tiapride combined with clonidine group were significantly lower than tiapride group and clonidine group (P<<0.05), while
there was no statistical significance between tiapride group and clonidine group (P>0.05). At 24 weeks of treatment, YGTSS score
of children in tiopride combined with clonidine group was significantly lower than tiopride group (P<C0.05), but there were no
significant differences between tiopride combined with clonidine group and tiopride group, and between tiopride group and
clonidine group (P>>0.05). After 36 and 48 weeks of treatment, there was no significant difference in YGTSS scores among 3
groups (P>0.05). After 12 weeks of treatment, the results of P value corrected by Bonferroni method showed that YGTSS score
of tiopride combined with clonidine group was significantly lower than those of tiopride group and clonidine group (P<<0.016 7),
while there was no statistical significance in the difference between tiopride group and clonidine group (P>0.016 7). There was no

statistically significant difference in the total incidence of ADR among 3 groups (P>0.05). CONCLUSIONS: Clonidine, tiapride

and tiapride combined with clonidine can significantly improve the tic symptoms of TD children with good safety.
KEYWORDS Tic disorder; Children; Clonidine; Tiapride; Efficacy; Safety; Cohort study

fih a8 B A (tic disorder, TD ) & —F i F LB A
AR T P A A PR , O — 2 PR R B Y
iR , FERMA—A IO LN Z B Mk
RN, BA AN B R P T B SRR R
5527 Ml 2 [ A5 (transient tic disorder, TTD) (32514 (&
) Fh s % 6% (chronic tic disorder, CTD) | I & 4F4E Sk
(Tourette syndrome, TS) FIH AL AL~ HHy, 48K H
TD K520 5.37% , K IH 292 6.10% Him T [F bk
S

Y)IEIRYT TD I FEFB BT 1 F 2 H 12 %
A B A, ek /g %o LA T B 52—, TD
() VBT 2790 BURIORS Mo 259 CLnsslR e B ) L
HLFYATORE A 25 1) (CanBg N7 WR e 1) 35 B ) 4 e R 2t
251 (AN ) Lo B F R 2R BB AZ AR S 7] (U] 2R g )
FBUIGR 259 CANFERLRER ) % (HHFIOCT TDIRYTZ
VIR JC G — A BRERME , 2y S i 4Pl 480
T PR PRI S UE s AT PR A F 2236

BAZ I 5 S b o — R AT I 75 28 8 T AT B
PRI 2R Bl R g AR A AN R B4 B B I SR T 45 R
W RGO, LA 4 Z [ 25 )7 kAR 22 55, AT #)
JE 7 5% R R 5145 R 2Z 8] A8 TG AR DRI B G B AR B2 1Y)
— LA SR i, AT T 25 K R ORn 4
AR, RIRE BRI RS E AT L TD 192y
Yo T AP SEIRGT T RRE B F] s A A
Al AR E S 3RV 2 )7 2 T )L TD A s PEfiig 4>
PE, BTENIRIK 28t 27%

FEZEE 2021 FE 0 ERE0H

1 #EMERZE
L1 MANEHERRRE

NARRHEALSS : (D BIFFAS el 55t T
W 5 /) ) (DSM- V) A G2 bR EY s (2) 4E 1 <
184 ; ()Wt N2 SAM Y, JF 4% 1 JE A
A5 (D IETENR A TDVRYT 259, G dd B O 808 — B
TENRA

HEBRPR AL - (1) IRE IR 2 3B F KB
J& WEHUE ERREE SR CEAENLIC ) IR RHE LA S
flph 2 B L s (2) R EERE R A e i A8 Lo
12 #HEREMHit

JIT s FEAS 5 525l ST AR A 4 8 2 R AR A T
Zi—o/2+Z—p ., .

UL ) K
W na e FORAN R AL REA I, Z A Gt i Z (6, K R
P FEA LU, o PR 5 IE PR UEZE , U R, a=
0.05,5=0.20,K=1", i WHEAREESH T kKE
FISCHER[10 — 117, Bt KAE n=83, % J& 20 % I 4L 5 %
PRSP T EE A A T 104 451, 3 2 Hhit 312471
1.3 HHRIR

BRI 2019 41— 12 A F U1 K2F AR5 —
BE Bl 1232 14 312 45 TD H LAY ek, Horp 53 ¢4 229
B | L P 83 il 5 S ¥ A Y (8.32 + 2.54) % 5 - ¥y A2
(1.95+ 1.72)4F, 31245 LA, 91 441(29.17% ) N TTD,
11441 (36.54% ) A CTD, 107 51 (34.29% ) 5 TS ; A 51 14
(16.35% ) AL 1 BB 2 s ) o

//_\\ﬁﬁ‘%i:m:knﬂ,na:(Hl?)(

China Pharmacy 2021 Vol. 32 No. 2C - 2515 -«



i FH 245 B9 A [R) K B A7 S8 Lo A B R 4L AT 2R g
A B RIS TR E A, A4 104 )0 3 R LI AR
i A BDIEAR h SR S REA TR LU, 25 R JESE T
FRSL(P>0.05) {HHAER] e A7 TCH B M A, 22
S G L (P<0.05) . 32 HLEEA R He A
W 1o AT R BB R 8 I bl 2t il ik
BRI 2019 /8 LSS (008 5 ) .

F1 3EMESBILERZTHILER

Tab 1 Comparison of baseline data among 3 groups
of children with tic disorders
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Fig 1 Change trend of YGTSS scores of children with
tic disorders in 3 groups at each treatment time
point compared with corresponding group be-
fore treatment (x + s,score)
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Tab 3 Changes of YGTSS scores of children with tic

disorders after 12 weeks of treatment com-

pared with corresponding group before treat-
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Tab 5 Changes of YGTSS scores after 4, 8, 24, 36
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- 2518+ China Pharmacy 2021 Vol. 32 No. 20

2.5 ZEMEMH

b FIAL L BRI 3 ] g HE 3 ] k2t 1 91
WANTR 10 SR 1) 0K 101, A RSN Bk A R
9.62% . A ARELLE L BN 24 4k K7 ket 4 10 1) g Bk
L) g 1) ok 18] RO 1B R RN B R AR
F13.46% o BRSO AR e 4L Bk 22 6 ] R
ok 3:F R 5 1) WERE 3 461 IR 3 ) K RS 2 B 1
FORE 2 41 T L) S 100, R BN R AR Ny
22.11% . 3HLBILA RN SRR AL, 22 5 L8t 1 T
2 X (y*=3.467,P=0.177) ; [al i}, 3 4 f JLE oK D ™
AR KA.
3 iFig

ARG T VU R X — R LB B Be i TD f2 L
ST TSR BRI PR T AT AR E B B
A TSR SE 3P 7 2 FH T LEE TD WA Bk e 4
Mo S5 EOR BEAIRYT IR P E K, 3 41 BRI Sl AE
ARG RNA e, FARLA RIS T AR 241 197 34
RF AR A A SRED . JRYT 4.8 J8ET, 34 B ILIY
JPRCSIRYT 12 AR, AFL Bl A IR Y7 ) ) F) A 4 %
FIBRA 0] R 2 4 SRR AL R AL AT SR 8 4L AT 3025 S %
A/ 3697 36 A8 JRIT, 341 LAY T AL LA 25 R TS
TeEE S ey, 3 4L LY R W E A B
N RA: , BARBRAL R G T SR g 4R LA RN SR
A 2R 1R T B A AR AT AR A, A 3 4L IA] E A 22 5
TG =R Lo BEHTINA (1) BILIES A5
{14 T LR B R R R B 2 B 25 T T I ] 1) S 4 T A
PE , RRAL AT b SZ IR T O SO MR (2) R A N Yy
YGRS BV 5/ (A Bl 67 B[R] e Wﬁ‘”’i
e Ja 5 R I AS R RN R A 255 F I 2 B i i 5
LS AR A 24 e 32 AR A PRI

A A0 A5 SR AR B AL BRI IR A0 A T 107 451 TD
FEL, P T BRI 1T AR TR, 5 SR o B
FZAAEIRYT 2.4 8 BB YGTSS ¥4 B & i
P, $En G 2R R 7 888, A IE R 45 2R
B FARPZAECTEAL T ] SR AR TS UL

RO 2RI A 58 B /L, IR 12 T2 R i
N, AURGE RS T RR e o TRARSE SR I BEHLXT B

IS T BRI AT R] AR 2 1697 TD BLIYIT Rk, 25
5 EAE AR SEA RARML. DuE S T R E
75 B2 W)X 22 BRI R T TD /LIS, 1R YT 4 A I
(25 R /R AR 3 B W 791 R A 2808 il il 3l 4 AR
Song SEUISR B B BRIE DA AT AR i R A
IBTT 12 JE I A7 R, AR R IR G B AT R G
i’%iﬁcﬁ?o BB ARSI, 16T 12 A5, Al AR E TR
WA T TD LB LB 22 S 0 g2 7 o i

FEZEE 2021 FEE 2 EE 08



Yang S5 R FHWEAE R S0 105 PEAT T A] SR 38 e I
T IRE A A LK B R BRI T AT AR 5 3 24 5 %8
P JLEE TD BRCR b7 28 A 150 61 L, Fob i
WA ZH 94 5] | FT AR AE 14 1) BRAL R R 5 R] AR A 42 131, 25
RN 0T 12 5 3B LK) YGTSS ¥4 LU 22 5+
TCGETH27 38 S, X ] e SAEA I RN A S R A
IA-HTA G, IR SCERA I TR 45 R S A B9 25 R 28
ALL, LI SRS A BE D5 I [F] X 0, REA R B0, H
REEVHRTT G BRI

25 ErR ATURGE B ab ) BRI G AT AR E 5 3
il 24 5 S ¥ Bk (B 25 00 TD LR sk, B2 4
PEBLF ; IR, BEAE VR 7 I ) B 424, 3 FH 24 5 22 997
BolaT—2. AR R RGNS - (1) i T ILE %y
SRFZGHER , FE IR BRI BRI A — e MERE , iR X TD
BILHEATRERL AT 20 , 45 37T REAFAE D 1o, [H 5 T ABIE S
Xof e 2 AN A 1) 745 49 A MMRM BEF R A 74307, AR
WRSEAE SFUHT —SE 09 5% (15 (2) LA R LBV
Yok P T LI AR RS, Bl = A S Y BR 27 G A 25
R, BA BRI, A SRR E5e A
BRI — RS
[1] YANG C S,CHENG X,ZHANG Q Y R,et al. Interven-
tions for tic disorders: an updated overview of systematic
reviews and meta analyses[J]. Psychiatry Res, 2020, 287
112905.
SCAHILL L,SPECHT M, PAGE C. The prevalence of
tic disorders and clinical characteristics in children[J]. J
Obsessive Compuls Relat Disord,2014,3(4) : 394-400.
[3] YANGCS,ZHANG L L,ZHU P, et al. The prevalence of
tic disorders for children in China: a systematic review
and meta-analysis[J]. Medicine (Baltimore) , 2016,95(30) :
e4354.
KNIGHT T, STEEVES T, DAY L, et al. Prevalence of tic
disorders: a systematic review and meta-analysis[J]. Pediatr
Neurol,2012,47(2) : 77-90.
ESSOE J K,GRADOS M A, SINGER H S, et al. Evi-
dence-based treatment of Tourette’s disorder and chronic
tic disorders[J]. Expert Rev Neurother, 2019, 19 (11) .
1103-1115.
(6] XUSEE,XR . )L sl B hs 25 W16 T WF S BUIR [T, o

A5 FURHIR R A4, 2020, 35(12) : 948-951.

[8]

[10]

(11]

[12]

[13]

[16]

[17]

(18]

[19]

FRE FEHE, FAMSA , 55 25 A T b i Bt
5 J5 3 A 9] 25 W AT e 24 Ak, 2021, 30(5)
291-295.
ROESSNER V,HOEKSTRA P J,ROTHENBERGER A.
Tourette’ s disorder and other tic disorders in DSM-5: a
comment[J]. Eur Child Adolesc Psychiatry, 2011, 20
(2):71-74.
RN R A G F M. 4 WG = S B R
2020:202.
TRELGE ML, XS0, 55 T AR E SRR YT LB i 3
fek R PRAIEFE (1] LR 24225, 2006, 12(6) : 8-9, 16.
SRETULE. AT SR R W 5 R R A 0o A I 1 FH A R R B A
F6 97 Hih 2l B8 A5 1 I DR G A2 0] £ BR =2 8%, 2018, 17
(11):124.
FEEAR 24607 Bt IR, 25 0] AR 8 B2 7R 7 fil Sl
RN AUE 22 R0 B 2 o i RS [ 7], i
KM, 2006,18(4) : 193-198.
G, FBAEIN, X2 AT AR 35 B W RV HK A R R A A
FNIETT LT 3 Sl A5 197 2800 A7 (D] 1% 5l 28 50 A
#,2017,25(6):376-378.
FAE, tRibe e, e Rl R E % KRR YT 58 i JL 28
Tourette Z5 A fiF 19 Ilf R WF 5% [J]. A [ )L 22 R fd 24 =5
2016,24(9):1002-1005.
SKAE XSO, F LR BRI 5 AR E 15 B W IR
il 3y B Al RS T R PSR S [0 Il R 45 BT 25 2%
2019,12(30):77-78
DU Y S,LI H F, VANCE A, et al. Randomized double-
blind multicentre placebo-controlled clinical trial of the
clonidine adhesive patch for the treatment of tic disor-
ders[J]. Aust N Z J Psychiatry,2008,42(9):807-813.
SONG P P,JIANG L, LI X J, et al. The efficacy and tole-
rability of the clonidine transdermal patch in the treatment
for children with tic disorders: a prospective, open, single-
group, self-controlled study[J]. Front Neurol,2017,8:32.
EVIE TR 75 B W AR R A VA 7 4 20 e 14 %o
FEBIFFE[D]. 35 bR AR, 2015,
YANG C S ,KANG BY ,YU D, et al. Effectiveness and
safety of a clonidine adhesive patch for children with tic
disorders: study in a real-world practice[J]. Front Neurol,
2020,11:361.

(ki H 1:2021-05-03 &[] H 18- 2021-08-17)

(€ )

(PEZRRE) RE—EEHE) (CA) WRET, RidiHs . 1T

FEZEE 2021 FE 0 ERE0H

China Pharmacy 2021 Vol. 32 No. 2C - 2519 -



