Use of anti-psychotic medication in
children and adolescents

Recapitulating evidence and
reflecting on current practice



Review of prescribing practices in UK
adolescent mental health settings

A postal survey of UK in-patient adolescent
mental health settings

Second generation antipsychotics drug of first
choice

Dose ranges for all medication within BNF limits

Lower dose ranges used for non-psychotic
conditions more often



Table 1. Clinicians’ response rates for antipsychotic of first choice

Risper | Olanza | Quetiap | Aripipra | Haloperi | Chlorprom | Clopix
idone | pine ine zole dol azine ol
% % % % % % Acupha
Se
%
54.5 27.3 6.1 3.0 6.1 0 0
Schizophrenia
& psychoses
Affective psychoses 24.2 394 15.2 0 6.1 0 0
RT in schizophrenia & 3 36.4 3 0 30.3 0 3
psychoses ' '
RT in affective psychoses 0 394 3 0 27.3 0 0
RT in acute behavioural 3 15.2 0 0 21.2 3 0
disturbance
Avrousal states in LD 42.4 3 0 0 6.1 0 0
Avrousal states in ASD 57.6 6.1 0 3 9.1 0 0
Adjunct to OCD treatment 39.4 3 6.1 6.1 0 0 0
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Recapitulating evidence

In the past decade

* |ncrease in the use of antipsychotic
medication in C & A (Vitiello et al., 2009)

e A switch from first line use of FGA to SGA

(UK: Clark, 2004, Otasowie et al., 2010 & US:
Patel et al., 2005)

* 90% SGA prescriptions shown in the recent
POMH-UK study of antipsychotic medication
in C & A (Prescribing Observatory for Mental
Health, 2010).



Recapitulating evidence

Presumed better tolerability, concordance &
outcome of SGAs being challenged

Supported by CATIE, CUtLASS & then TEOSS
Cardio-metabolic concerns raised by SATIETY

Recent meta-analysis of RCTs in early psychosis
concluded efficacy no different between FGAs
and SGAs, clear difference in side-effect profile
evident (Crossley et al., 2010).



RCTs on Antipsychotic medications

Childhood onset schizophrenia
Adolescents with psychosis

Typical vs atypical
Atypical vs atypical
Dosage

Others



Childhood onset Schizophrenia: Atypical vs
Typical Antipsychotic Medications

Atypical Typical Mean Difference Mean Difference
Studyor Subgroup  Mean 5D Total Mean SD Total Weight [V, Figed, 95% C IV, Fized, 95% CI
kumra 14946 525 126 10 B47 181 11 19% 12202544 1.04] ¢
Aiong 2004 05 48 30 322 88 0 ITTR -1T0[4.641.24] i
an 2003 1782 324 N1 192 435 M 604%  -1.39F3.71,0.43] L]
Total (95% Clj 61 62 1000% -1.71[-3.51,0.10] L
Heterogeneity ChiF= 248 df=2 (P =0.29) F=19% 54 IE'_ ! é i

Testfor overall effect £=1.86 (F = 0.06)

Kumra (1996) Clozapine vs Haloperidol

Yao (2003) Risperidone vs Haloperidol
Xiong (2004) Risperidone vs Cholrpromazine

Favours atypical Favours typical

(Cochrane Review by Kennedy et al 2007)



Adolescents with psychosis: Atypical vs Typicals

Atypical antipsychotic Typical antipsychotic Mean Difference Mean Difference
Study or Subgroup Mean 5D  Total Mean 5D Total Weight I, Fixed, 95% Cl IV, Fixed, 95% Cl
Huo 2007 2626 4 46 0 2549 A36 003V A%  -023[F3.29, 287 ——
Kumra 1996 h2.4 126 1M 647 181 11 2.0% -1220[25.44,1.04]
Sikich 2004 (1) 27 20 19 33 19 19 2.0% -BO0F1917,717] *
Sikich 2004 (2 22 12 16 33 14 15 2.8% -11.00F2227,027] *
Sikich 2008 (3 4.7 11.3 W\ 2850 144 40 103%  -0.80[6.62, 5.07) T
Sikich 2008 (4) 296 23.2 41 285 144 40 50%  410[4.29,12.49)
Hiong 2004 0.5 h.8 w3z h.8 30 406%  -1.70[4.64,1.24)] —i
Total (95% CI) 171 171 100.0%  -1.32[-3.19, 0.55] .‘

Heterogeneity: Chif=8.10 df=6(F=023); F= 26% '

o A q0 -5 0 & 10
Testioroverall effect 2=1.38 (F=017) Favolrs expetimental  Favours contral

1
2
3
4

Sikich 2004
Sikich 2004
Sikich 2006
Sikich 20083

Data for Risperidone vs Haloperidol)
Data for Dlanzapine ws Haloperidol
Data for Malidone ws Qlanzaping)
Diata for Malidone ws Risperidong)

—— ——
e e e et
e e, e,

Huo (2007) Risperidone vs Perphenazine
Kumra (1996) Clozapine vs Haloperidol
Sikich (2004) Risperidone vs Olanzapipne vs Haloperidol
Sikich (2008) Risperidone vs Olanzapine vs Molindone
Xiong (2004) Risperidone vs Cholrpromazine



Atypical Antipsychotics in Adolescents:
Lower vs Higher Dose

High dose Low dose Mean Difference Mean Difference
Studyor Subgroup  Mean  SD Total Mean 5D Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
Finedling 2008 25 04y 87 27 098 8% 00% -020F048,0.08
Haas 2009 28128 124 32 140 131 1000% -060[093,-0.27]
Total {95% Cl) 124 131 100.0% -0.60[-093,.0.27) =
Heterogeneity: Not applicalile — —
Testfor overall effect 7= 3.56 (P = 0.0004) 15 4% 0 0% 03

Favaurs experimental Favaurs control



Standard dose Low dose Risk Ratio Risk Ratio
Study or Subgroup Events Total Evenis Total YWeight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
321 Ay
Haas 20049 4 124 13 130 23.58% 3.21 [1.86, 5.87] — =
Subtotal {95% Cl) 124 130 23.5% 3.31 [1.86, 5.87] -
Total events 41 13
Heterogeneity: Mot applicahle
Test for overall effect: Z=4.09 {F = 0.0001)
3.12.2 Dystonia
Findling 2002 2 102 4 100 T.5% 0.449 [0.09, 2.62]
Haas 20049 23 1245 g 132 14.4% 3.04 [1.41, 5.93] e
Subtotal (95% Cl) 227 232 21.9% 217 [1.12, 4.18] -
Total events 25 12
Heterogeneity: Chi== 3.77, df=1 (P =0.05); F=73%
Testfor overall effect: Z2=2.31 (P = 0.02)
3.12.3 Tremor
Findling 2008 12 102 2 100 3.7% 588 [1.35, 25.67]
Haas 2004 13 125 4 132 F.2% 343 [1.15,10.24] e —
Subtotal {95% Cl}) 227 232 10.9% 4.27F [1.78, 10.24] -~
Total events 25 &
Heterogeneity: Chi*=0.34, df=1 (F = 0.596), F= 0%
Testfor overall effect: £= 32.25 (P = 0.001)
3.12.14 Akathisia
Findling 2002 12 102 & 100 11.2% 1.96 [0.77F, 5.02] T
Haas 20049 11 125 2 132 3.6% 5.81 [1.21, 25.68]
Subtotal {95% Cl) 227 232 14.8% 2.90[1.33, 6.30] ~ei-
Total events 23 2
Heterogeneity: Thit= 1490, df=1{F =022} F= 33%
Test for overall effect: £= 2. 68 (F =0.007)
J3. 125 Parkinsonism
Findling 2002 a1 102 145 100 28.0% 203117, 2.592] — -
Haas 20049 L 1245 a 132 0.9% 11.61 [0.65, 207.84]
Subtotal (95% Cl) 227 232 28.0% 2.32 [1.36, 3.98] i
Total events 36 15
Heterogeneity: Chi==1.43 df=1{P =023, F=320%
Testfor overall effect: Z= 3.08 (P = 0.002)
Total {95% CI) 1032 1058 100.0% 2.82[2.11,3.771 <
Total events 1450 a4
Heterogeneity: ChifF=9.39, df=8({(P=0.31); F=15% IZI.iIIE sz é 2'|:|

Test for overall effect: £=6.93 (F = 0.000012)

Testfor subgroup differences; Chif= 227, dif= 4 (F = 0.69), IF= 0%

Favours experimental

Favours control



Take home messages

Survey:

1. Atypicals are being used more often

2. For RT, HPDL and Olanzapine are popular
RCTs:

3. Atypicals (except Clozapine) has very little
evidence to show better clinical efficacy.

4. Side effect profile of typical and atypical
antipsychotic medications are different.



