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Retrospective Analyses of Long-Term Use of SSRI in Children and Adolescents
with Autism Spectrum Disorder
Ae-Jin Goo, MD,' Jin-Park Park, MD,' Jong-II Lee, MD,' Hye-Kyung Jhin, MD,” Yeni Kim, MD?®

'Department of Mental Health, Seoul National Hospital, Seoul, Korea
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Objectives  The purpose of this study was to investigate clinical profile, efficacy, and safety of long-term treatment with selective se-
rotonin reuptake inhibitors (SSRIs) in Korean autism spectrum disorders (ASDs) patients.

Methods Effectiveness was assessed through a retrospective review of self-reported target symptom improvement at the last follow-
up visit. Changes in illness severity and improvement were measured using the Clinical Global Impression-Severity (CGI-S) of illness
and Clinical Global Impression-Improvement (CGI-I) Scales. Tolerability was assessed through a review of the reason for discontinu-
ation of SSRI and documented adverse events.

Results A total of 21 ASDs patients (aged 9 to 19 years) treated with SSRI during July 2010 to July 2011 in department of child and
adolescent psychiatry of Seoul National Hospital were identified. The mean duration of SSRI treatment was 47.9 (standard deviation =
36.9) months (range 0.7—114.5), and the mean fluoxetine equivalent dosage of SSRIs was 27.1 + 10.8 mg. Nineteen (90.5%) patients were
using concomitant medication. We found that SSRIs were prescribed for symptoms of agitation, stereotyped behavior, aggression, de-
pression, impulsivity and self-injury in ASDs. Ten patients (47.6%) reported improvement in their target symptom after SSRI treatment
based on CGI-I scores (CGI-I < 2). The side effects were reported in 5 patients (23.8%) ; vomiting (n = 2, 9.5%), excessive mood eleva-
tion (n = 1, 4.8%), insomnia (n = 1, 4.8%), somnolence (n = 1, 4.8%) and decreased appetite (n = 1, 4.8%). Self-injurious behavior was re-
ported in one patient (4.8%).

Conclusions  The results of this study suggest that SSRIs may be used effectively in children and adolescents diagnosed with ASDs.
However, safety issues need to be considered carefully when choosing SSRIs for treatment. Future controlled trials are needed to con-
firm these findings.
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A =2 off 2k 9 A He Al4TH(Diagnostic and Statistical Man-

ual of Mental Disorders, Fourth Edition, Text Revision, ©]5}

A4S (autism) AR ARE]F TAIF QAo F5 DSM-IV-TR)Ol= Aol 2e] 5] ¢k ek
Aol Wl HHESYE FL AAEFES ExJo g sl Aslolrt)  wAof(pervasive developmental disorder not otherwise spe-

u]=+ A A19]8}5|(American Psychiatric Association)®] “JA1%  cified, ©|3} PDD-NOS), o}~ Aofi(Asperger’s disorder),
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Y E Aol|(Rett's disorder), 20F7] EIA Zoli(childhood disi-
ntegrative disorden@t &7 W& Fhe|ae]o)A Atz dgt
o2 Zetstarl ek Aw % (autism)©] AHHR ol autistic
disorden®} Y3t oJn|2 ALRE]7 | SH= Hh zj|tol, of
2 A Ao, D] BEREA] g2 ANk ol S &g A
#HEY Abofl(autism spectrum disorders, ©]5} ASDs)Eal 4
g7 = g}’

ARk Aol axof 2ha} 2007S o= 7k = At
At FEds, s AdE, FelERS FAE A
A 59 TS 2 WERE Bl 9J9ltk? Yoo 572 FNk
2 drggoll s A= Haigboll A Aofje] A Ee T4t =
M gheol, Fube WeJas, ool s Aelet
FEdE B, Fese AT w2 e o o

ARt dof/de] Aol vlsl oFEA® aulrt vl o4
o] ek? whEyE 28] 2)AvelE(risperidone), ©}]w]
Ze}Z(aripiprazole)©| H]=+2] 212k (Food and Drug Admi-
nistration, 0|3} FDA) 491 o} 2| 20| o]-g-5]11 9)1,%” 7]
H2AAE AHgShe ol digt 9= WagE| s ek’
McDougle 572 A2 & A|A|Q] 537} Ajw| Fof A HHE:
A5 999 54 FET Aol oS 7HeAE dFt]
T oot AR EY AAIR] EYETS] T4 £4lo] 2|
% ol A E3] 35| (whirling), E2{o]7](flapping), &
2]7](pacing), T-F72]7](banging), F5517(hitting) 2t 2=
HHE 58 oFshAIZTkL 2 15t3ick Hollander 57 5%
A2 B =842 Wit} Aol 1] ST ¥
£ 99 Azte e} ko] AAZE 9SS st
t}, o]egh A A5 v|Fo] & uf selective serotonin reu-
ptake inhibitor(®]5} SSRI)+= ASDs ZA}Fo| A4 HIHS] LEl
U= WS AfaLel g 8o a3t 9k 7Hs/do] itk

2 % gk

2 oo

S wokRx BA, Ae), WMEAE, Rudig
XA ZAo 2 Z2 9 A€ (fluoxetine),? A EZ(sertra-
line),” A& & Zg(citalopram)”” & AMg-31e] thoFet SA4F
o] ¢k8}2 1313 HE QIek Cook 572 239 thAA} % 652
%oA AU 71%50] AL B 15193, DeLong 5-& 374
Ot 5 59.5%0A4 3B, Ao, QIA], 8, ARl dell
A TS Btk B usgih Fatemi 599 9JF7)2 24}
AL (chart review study)ollAle RS 219904 E2H5AY
O] 34, 377004 -5/ T, 27704 REESE2] ©4,
21%0 A -2 1oj9] TS Helrkal K arskgit) Buch-

sbaum 579] o]F w7 WA (double-blind cross study)
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ol A= thAFRFe] 50%0014 CGI-T F4=9] 4L Helal, E3
B} AlE Ee] Zhae] a3t Igiokal B ket De-
Long 579 Z2-2AEl /YA $3F2] $170open label re-
trospective study) A1} 2~8A4] 129752] A~o}oll A 69%7}F =4+
3L Btk 51, Namerow S0 AJgh2 gk 7l
Aol M= SSRIZF Al SAF A2l A5 Herial Bl
shoiet.

" SSRI9] fsoll theh FA44Q1 A+
McDougle 598 125 05 W7 AFLE A3l
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9| 712 ASLAF A7) SSRI AFg-o]| tht = FojlA] oFE A}
£ 7|17 Henry 579] AollA= 78 + 7670%, Namerow
o] A Lol A= 2188 + 167.2%, Fatemi 592 21of|A]
L1804 + 103971L=, SSRI A7|7F AFg-ol T3t ok of
Lol oFE 9] 7]710] 39S WA eekth, T, ASDs
2%10] 749 AopAd7ollA AJR17]of| o] 2717FA] 717k oF
= AHEE AR sh= 540 Jlenr E A= ¢
et 2o and SR04 A7 17bol| 2% SSRIS| AFE- A
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8 20114 771 YA R FolAL ol BANR 22 8
xje] oj517| 20| tiet AES 3] AWEGITE DSM-IV-TRe
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o= ZIehTRAaL SSRI oF =5 =l Q= A i

T ol A Alelstairt. okE Tk Aldel| 194] olstel 21789]
AR Z Aol = 11(524%), ok A Aol 678(28.6%),
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23] (Institutional Review Board HZ : 2011-7)2] 521
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2HE- 5= FRlskdint. oF= vhe H7HE ffal of = Fof AR

ZuEd Ak QIAF-A174% (Clinical Global Impression—Se-
D1 = 2= Y A 3=
Eol W 4=55E i 5=473 6= 1 AR

= =98] Azt ) At A T ARG ANk o <l
Ar-% 7% (Clinical Global Impression-Improvement, ©]5}
CGIH 5 1 = ot @o] 4 ;2 =Wo] 54 ; 3=t 54 ;
4="13} G5 1 5= 2 F 5} 6 = o] ¢35t 7= tids] @
o] ofg}) & Foto] & 3]
CGI-T A7} 27 okl 79 5-42] o] ikl 17} 519
AL, 3~57%1 7S /0] Wsk) qlrkar Brsglom, 64 o]

Normality test®] Aatoll LA o 71 H]ulE $Jsfo] v
= B vl Mann-Whitney U 38 (Mann-Whitney U test)
7} Fisher®] 42+t 734 (Fisher exact test)= AAI5H.0H, &
W A2 flsto] At A (correlation analysis), 2]+24]
(regression analysis)= A13Y3FATt 2 A5l 4 SSRI AE2]
ofe] SFA|I7F AREEIS AL, 8O ER] AR F
7EARGEIQI O BB oF -8 -S HRFotet

. of EAE Ak
o EF5A, AEEE, EFZAY, o2
&

p

B gz s g
2 BRAE 71RO R §F WS Stol BUsgO

= = Y =
o, YA OFE-© risperidone -§%0 2 TAslsHT

O O—
SSRI &3} CGI-I 42 A 4517 Ysto], SSRI

AeFold g2 SWQl, CCI-1 Aeg 4510 2 359
A4S AAlsITL B8otEe] avtE SAlskaLA), 83t 3
BAAlgorEe] Agshe &5 W ARE HEoFEl e
W= Lebste] TA 42 AAESITE A4 folaE
= 005 PRke =2 33l om 5A 412 SPSS version 13.0
AH-&-5F3T:

2179 GAL 5 17H(81.0%)°] GRS om, Ach-S g
AL 86 + 4.8MI(n = 21, range 2~18)310 1, SSRI E-&- A]
2 A1 9] BAE-2 13.8 + 3.24(n = 21, range 9~19)%Ich
(Table 1). 76.2%(16/21)14 ZZAIAA|7} ERE=]o] 9191aL, 71Ek
SEATe 2 FolHAY By et 17, 27t 1
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W QIAck Hat A5 X|4=(intelligence quotient, |3} 1Q)+=
51.8 + 25.6(n = 13, range 29~94)0|} o1, Ht AlS|Al<=E
HAKSocial Maturity Scale) A= 361 + 247(n = 13, range
16.8~970), °F57| A5 72 =(Childhood Autism Rating
Scale, 0|3} CARS)= 36.2 + 6.8(n = 11, range 27.5~53.5)9]
Stk oF & ok A1 AIHQ] CGI-S Bt A= 49 £ 0.801%
on, At Fw A CGIH Btk 29 + 110]3itk SSRI
A 7178 Hat 479 + 36.97K L (range 0.7~114.5714)° ]3]tk
SSRI 4] 717k} CGI-T 4= 7He] At Al At oAl
-0458 59 4HAE B tHp = 0.046).

2179 ER} ol 4] Bt (agitation)(10/21 ; 47.6%), A5y
2 (stereotyped behavior)(10/21 ; 47.6%), 52 (aggression)
(2/21 ; 95%), S-&Z*Hdepression)(2/21 ; 9.5%), =53(m-
pulsivity)(1/21 1 4.8%), AFai38-5-(self-injury)(1/21 ; 4.8%)
=0 2 WIS HAFARS B USR] 579 Shrjol A 27}
SSRIZF A= aL, U A] 16959 2
Zpe] 74 o 714 S4E J3E 2 SSRIZF A= 9Ic) CCI-I

S Hresponden) 2. & A&k uf, 10H47.6%)
9] g} whg-<tol| siatRlaL, LHA| & 1078U7.6%)2] 2At
7} B]EhE-(non-responder)oll @3t oM, 18- A B
o] =4 Tk A= A|QJ=QIct. SSRI #2450l whet vF
Table 1. Demographic and clinical characteristics
Subjects (n = 21)

;(] FRZ=ALS =i

O
r

Sex (%)

Male 17 (81.0)

Female 4(19.0)
Age af diagnosis, years

Mean =+ SD 8.6 + 438

Range 2-18
Age aft starting drug, years

Mean £ SD 13.8 + 3.2

Range 9-19
Diagnosis (%)

Autistic disorder 11 (52.4)

Asperger's disorder 6(28.6)

PDD-NOS 4(19.0)
Comorbid diagnosis (%)

Mental retardation 16 (76.2)

ADHD 1(4.8)

Depressive disorder 1( 4.8)
Concomitant medications (%)

Atypical antipsychotics* 18 (85.7)

Mood stabilizers’ 12 (57.1)

Anxiolytics 4(19.0)

Psychostimulants? 2(9.5)

| risperidone, haloperidol, T : topiramate, valproate, cabarma-
zepine, T : lorazepam, diazepam, clonazepam, § : methylpheni-
date. SD : standard deviation, PDD-NOS : pervasive developmen-
tal disorder not otherwise specified, ADHD : attention deficit/
hyperactivity disorder
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Fig. 1. The percentage of responders and non-responders for each
target symptom based on Clinical Global Impression-Improvement
scores.
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SSRI Bt AHE- 8L EFSAE 7102 A 271
10.8 mgo|ich Zehd AME-H SSRI 432 ZREAE 7]
© 2 IRl A 273 + 117 mgh = 11), g2] & &
29k whegoll 267 + 75 mg(n = 6), okAHA Ao 27,
15.0 mg(n = 401310, CGI-I H4== Al gofjol A 2.6+07,
o] BRI o AINEA ool ] 40 + 1.6, b A
ool A 2.5 + 0.801%ck FAFAE A SSRI S
Ch2a 2} 5 891255 + 114 mg, 45335 290 + 10.8 mg,
F24 300 + 141 mg, $-2FA4 250 + 212 mg, 354 30
mg, AsHEHE 20 mg. 21792] S} 5 1170] ZFEAPS A}
2319031 Ho 892 1136 + 552 mg, Hak AHE 7171 652
+ 36,1711 901l om 54.5%(6/11)0 A F4F T8-S Bk A
EGAL 7oA AHSSIAL Hat S 714 + 36.6 mg,
AR 7I7E2 210 + 28070012 14.3%(1/ DN A 4
THE WHArh EFSAEE 2ol AHS-SIYaL Bt 85
2300 £ 141 mg, Bt AR 717 383 + 2377l Hol8l o
2 W S TS BT o AR R RS [9ollA] AL

B G oge
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SSRI Al o]¢]e] HgoFaS AMESIL Q= Bk ZA|
21% F 19%90.5%)0130c). B-goF=2] Wt 7H4= 17 £ 09
Fom, 19 FollA SSRI o|<]o] gt 71A] H-goFES A8-st
L Q= 3= 5, 7] e8RS 9= 11W, Al 7
HEFES AFESE 9= 3olqlt) AR A 21
g SollA 189(85.7%)°] -8 S0l 2l 2] =(rispe-
ridone)= 18%g°] M5 8513l 91%)al, T2 #|2]i5 (halope-
ridol) 3o gjag|ElEe]| F7ste] B4 Folqltt I3
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AlerEol Wt S5k glagEs 7|E0 2 3HIA] 29 +
1.6 mgo| it} 712 EA = AA| 217 SollAl 1270] 283}
1! Rler, EvjetH|o] Etopiramate)”’} 74, TEEZJAF (val-
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