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Objectives: Very early-onset schizophrenia (VEOS) is a type of psychosis having a low frequency, insidious onset, and devastating clinical
outcome. In this study, the demographic features, information on medication, clinical outcomes, and intellectual capability of patients diag-
nosed with VEOS in a hospital were analyzed to provide therapeutic strategies for this type of schizophrenia.

Methods: Using the electronic medical records of the National Center for Mental Health, 69 patients with VEOS were identified based on
the DSM-5 criteria of schizophrenia. The data were summarized and analyzed according to the demographic characteristics, medications
used, intellectual strength measured by the full intelligence quotient (FIQ) score, and current clinical status measured by the Clinical Glob-
al Impression-Severity (CGI-S) and various combinations of these parameters.

Results: The screened study group contained similar numbers of males and females. The younger the onset of psychosis, the lower the fre-
quency. The study population included a significantly higher proportion of births in the winter season than that of the general population.
The 3 most frequently used antipsychotic medications were risperidone and its derivatives, clozapine and olanzapine. Valproic acid and di-
valproex sodium were the most commonly added drugs for outcome augmentation. 53.5% of the study population had received benzodi-
azepines and/or hypnotics. The average FIQ of the study population was 69.4, which is quite low compared to previous Korean studies with
similar populations. There was a weak negative correlation between FIQ and CGI-S, but it was not statistically significant. The average CGI-S
score was 4.2, which meant that the patients were moderately ill.

Conclusion: This study demonstrated that patients with VEOS showed more frequent intellectual deficits at baseline and poorer outcomes
than the control group. Risperidone, clozapine, valproic acid and their combinations were the most preferred medications for the treatment
of psychosis. Benzodiazepines were quite commonly added for various reasons.
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Table 1. Demographic of the study population with the very early-onset schizophrenia

Variable Age Male, n (%) Female, n (%) Total, n (%)
Age of onset 6 1(2.6) 0(0) 1(1.4)
7 1(2.6) 00 1(1.4)
8 2(5.1) 0(0) 2(2.9)
9 0(0) 2(6.7) 2(2.9)
10 1(2.6) 2(6.7) 3(4.3)
1 2(5.1) 4(13.3) 6(8.7)
12 13 (33.3) 6 (20.0) 19 (27.5)
13 19 (48.7) 16 (53.3) 35 (50.7)
Total 39 (56.5) 30 (43.5) 69 (100)
160 — Table 2. Frquencie§ of used antipsychotics and mood stabiliz-
. General population ers to the patients with VEOS
140 7 * —— Pafient group Medication Frequency  Percent (%)
120 7 Conventional antipsychotics
- 100 ~ Haloperidol 9 13.0
% 80 4 Chlorpromazine 7 10.1
S 60 Levomepromazine 2 238
40 - Perphenazine 1 1.4
20 4 Atypical antipsychotics
00 ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ Risperidone 30 43.5
12 3 4 5 6 7 8 9 10 11 12 Clozapine 17 24.6
Month Olanzapine 15 21.7
Fig. 1. Distribution of the birth-month of the very early-onset schizo- Quetiapine 12 174
phrenia and 6-year average (2010—2015) of general population. Paliperidone 1 15.9
*p=0.021 (one proportion test), 1p=0.016 (one proportion test). Sulpiride 8 11.6
Aripiprazole 7 10.1
3] £2%5 AA|SHL) 2o 2 HHS 4H(6.8%), A Amisulpiride 3 4.3
H A Eg Aol 21, 2ol A TP Aol 2 ol Blonanserin 2 2.8
ZA 9y Bx 19 SA0] 14.5%, 2% Ao 13%= 7} Ziprasidone 1 1.4
A 24 9 I, A4 24 9 e odeomat 7Y otepine 1 4
AN Fig. D, o] FHLLE FAFATYbtphosis. o
o ~ Divalproex sodium 25 36.2
kr/)ollA] F2E3 201087 201597k A AREHEQ) ol Valproic acid 8 1.6
& FHt 2 A Bxe) v|wEldk o] £ BExl Y & Topiramate 6 8.7
e 4w QA Bl 5-(one proportion test) Lithium 4 58
o w3t pgko] 002101903, 699 BAVES HAbyp  Corbomazepine 3 43
Lamotrigine 1 1.4

ATAEE WlmSH pgto] 0016 He] BAHOR folt
#olS BT Aok AZEE 1220971 BT
Q1T J3) 37% €] & BB HYom, 709 A
ololi MQITY] EAEo] BTl ulah 4.1% ek

AtEetE A
SHYAIHORS ALZHIE

714 gro] ARE-SE Al OFE-2 30W 2] BRrfof|A] AFE-SE
A ALY risperidone®|QaL, 71 th2-C 2= clozapine
(17%), olanzapine(158), quetiapine(129), paliperidone(11

134

Each patient has been prescribed of polypharmacy, summa-
fion of percentage exceeds 100%. VEOS: very early-onset schizo-
phrenia

) <=o|3ick 692 AE3 oF =2 Y AY k=2 haloperi-
dol(9g)°]3Jtk Risperidone™} risperidone®] THARA|21 pali-
peridones &k 7Hx] AGR Zrbd 4179 Satol|A| AF-g-E|o]f
AmA 0 &2 o] AF83H59%) AGe] oFEo|let rgAlrek
B9 51} S3& 8l AHg-E oFE-& 285, divalproex
sodium®] 259N A| AFEEIR)AT valproic acid”} 8HO. &2 o]
=2 YA 33olA A&} HA| 2hxke] ARt 717t (48%)
oAl valproic acid A182] 71EFgA7} 3} &5l(augmenta-



tion) 2] 0 2 AFE-E|ITH(Table 2).

AUAA cheFet 232 7]8}17] 215+ risperidone} pali-
peridone< 3o oFE= £a1, divalproex sodium} valproic
acidE ¢t oFE= Fgste] Felgt FAl e AYE &9
Z9R2 fj-- theFsFATHTable 3). 21 o dollAl AHE-H 441
okl 7] EQPYA| o] 23k 137HX| 2, & 43759] Aol
T =L U R] 1679] ShRb= oA gt 137F4] &9ttt
T ggon g g FU%k Zgto| itk 7MY W 23S
AF8-3F S} olanzapine, aripiprazole, amisulpiride, car-
bamazepine, topiramate?] 57HX& AFE31L Q= FEAIT
SPAAIRHOFE-S THE 0 &2 AL-86F Algl+= risperidone 9%, clo-
zapine 3%, haloperidol 2%, olanzapine 1% & % 15H(21.7%)
°o]rk

2| Z A3} A7 9] ¥F °FAl= clozapine©]t) &
T Ao 1% Dé‘«l BRH24.6%)F] clozapine T &2
ofe] oFA| 9] 2ghe A HHEQTH(Table 4). Clozapine™ 714
A 5% FE-L valproic acid AlEQ] oFE=2, 17H9] clozapine

F_E’.

Table 3. List of antipsychotic medications as monotherapy or
combination used more than 2 patients with VEOS

Medication Frequency Percent (%)
Risperidone 9 13.0
Risperidone+valproate 8 11.6
Clozapine 3 4.3
Clozapine+valproate 3 4.3
Olanzapine+valproate 3 4.3
Risperidone+quetiapine 3 4.3
Haloperidol 2 2.9
Olanzapine+quetiapinettopiramate 2 2.9
Risperidone+aripiprazole+valproate 2 2.9
Risperidone+haloperidol 2 2.9
Risperidone+olanzapine+valproate 2 2.9
Risperidone+quetiapine+valproate 2 2.9
Risperidone+sulpiride+valproate 2 2.9

VEOS: very early-onset schizophrenia
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ARE R 2 THE1.2%)°] oH FEEE valproic acid &2

divalproex sodium= A=tc

Benzodiazepine A€ £ hypnotics AF2

Benzodiazepine AGQ] oFE-2- 3770 Shxfol|A] 2|4 O
& ARgE|o] AHl o/H(53.6%)9] EA17t benzodiazepine AH-§-
o] FEARG UM 19 of ) A-g-E Zste] st 2
7} o149 benzodiazepine Al OFE-S AHPES St 7
°]it}. Benzodiazepine A€ °F&2
A8 ohs B} Ktk Abo]e] CGI-SE H]aL
AR Oz oIt Zfo| & HolA] 9 QITH(Table 5).

S=2I|2 propranolole| At
3879] 2EAF7} benztropine<, 1782} €27} trihexyphenidyl
S AHproba] AA| A1) 56.5%7 FEHUAS AL
Propranolol 229 (31.9%)2] 2EAp7| A wrekgtct

Table 4. Frequencies of clozapine or its combination with other
antipsychotics and/or mood stabilizers used to the patients with
VEOS

Combination Frequency

Clozapine

Monotherapy

+Valproate

+Valproate+aripiprazole 1
+Valproatet+quetiapine 1
+Valproate+sulpiride 1
+Valproate-+trisperidone 1
+Valproate+amisulpiride 1
+Valproate-trisperidone+sulpiride 1
+Risperidone 2
+Risperidone+olanzapine 1
+Risperidone+olanzapine+sulpiride 1
+Aripiprazole 1

VEOS: very early-onset schizophrenia

Table 5. Analysis of clinical outcome comparison between patients prescribed benzodiazepines and hypnotics or not

Benzodiazepine Frequency Percent (%) CGI-S (mean+SD) p-value

Benzodiazepine user Lorazepam 13 18.8 4.46+1.48 0.096

Clonazepam 12 17.4

Diazepam 5 7.2

Clonazepam+zolpidem 3 4.3

Lorazepam+clonazepam 2 2.9

Lorazepam+diazepam 1 1.4

Lorazepam+diazepam-+zolpidem 1 1.4

Total 37 53.6
Benzodiazepine non-user 32 46.4 3.91+1.2

t-test: F=2.57, dF=67, p-value=0.096 (2-sided test), 96% confidence interval=-0.1-1.2. CGI-S: Clinical Global Impression-Severity
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Fig. 2. Correlation between full inteligence quotients (FIQs) and
clinical outcomes measured by CGI-S. Pearson’s correlation co-
efficient: -0.256: p-value=0.073 (2-sided test). CGI-S: Clinical
Global Impression-Severity.
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9] 309% Arelal A5}
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BEx}E0] clozapine©ll €3t Hh-& Hol= A
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O‘E} o] 7% clozapine®] HIH5 F7HA717] I3k Q.
& 3tk 20119 5Y S0l A Aldiek Sk el wham
clozapme A 2R} 84.5%7) T2 oFA|o] e v
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WAL E *16’40}“‘3}2‘” A w2 2EY FfollA]
I} Y of oFE-S v wakgl=t, ﬂ% i
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AP 28 SRS olAE clozapine®] 7P A aFA0] oF

%34
] clozapine®| X EAZE 714 A%
.
=)

H22 AsEch= A8 2ojF8In) Clozapined} 714 wol H
A E FE-2 sodium valproate, lithium, amisulpiride,
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= Hol7| ¢h= AtollA] o A7} Eo| Eli=Aof| gt A
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