
Sta~i~tical Revie~ and Eva:~~~i::--

ttLh!: '0-272/C:ass 1-P ' ' 
l:__c;::l_i~_M_~: J":>nssen Research foun'ia':ion 

:--:edical Office-c: Andrew· Mosholder, M.D., HFD-120 

The S?onsor has sub~itted 3 rando~ized, co~trol:ed, d~ub:e-~:l~d. 

t:"Ulticenter trials (201: 6 weeks; 20~: 8 ·wee:--:s, 024: E' '~·eo>::='• i_r, 
support of risperidone aq a safe and cffr;ctiv'2 trr:-,,'lt;--c:lt •c-:-­
schizophrcniu. Trials 201 and 204 are placel:o contrcl:.ed, ·~·:~:._1., :::2~ 

:_s a foreig;, dose-ranging study with 1 mg risFeridon-'3 as '.::~'"' l·:Y .. ;es':: 
dose. 

This :::-eview su-:c.:r:larizes '::he results .of these trials •,..•it:., res;;e::'::. to 
four clinical enC.points, -which measured cban·-;re from bos"'line; ~) 

Total BPRS {Brief Psychiatric Rating Scale), 2) the f:J:dO".·<i.r-::; ':<e_'-' 
subse.t of the BPRS scales: hallucinatory behavior, ::::c-.ccp::.ue. ~ 
disorganization, suspiciousness and unusual '::.l1ou~ht contert. 
negative S'yl1lptors (T.otal SANS in 201 and :'otal negati,:e p,\hSS ir, 
204, 02-4), and 4) clinical global ir.Pres'sion of severity (CGI). 

In addition, the resul:t's for BPRS and its Key scbset are 
illustrated using time-to-event techniques. These estirate t:ce 
duration of 'response', d~fined in terms of rispcrido~e pat~ents' 
'per:crmar.ce relative t¢:,:., the natu:::-al coul-se of tl-:e i:lr:.-css 
le.sL::1ated by the experiEiO~e of 'placebo patict::::s; over the lc~gUJ 
cf the st:.:dies. 'Non-respOnders' are also exe.m~ned. 

SW7:71F!rv cf Studies·· 

Patient. Numbers··,and 
.. <:-; :·--,:-.;-, ' 

!:!rop '·outs . 
.:· 

Table 1 displaYs the number of patients ranC::c~.ized to each 
t:-eat;ren+::. for each study, to9ether with the ;.ember- cf obser\·s~ 
patients a:. ea-Ch .tiine P91nt.· In study 20'1, patie:-'.ts cou~ d Ce 
titrated cp to 10 mg.):-isperidane and 20 I:lg ha:;_operichl d·-.:ring t~.e 
first t~c we~k£. In ~tudies 204 and 02(, patients wer~ titr?tcd \:~ 
to thCi:r- assigned dose group dui-'ing the. first ;.•eek. 

Table 2 ar·.d Fiqur''" 1 to .3 illu~trate the probabil.:ty o: r<?rcai r.:.:-:g 
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J'' ~1-<::'. T.'lc p-valu~s less 
i~cl~ca~e that in studie~ 

c~t at rates statistically 
7.01 a~d ::} 
sig:-'.i:ic~-.:1.· 

.,-, t'r.c-s~ ;..\.-.,; ·..,;8::e takin~ risperidone. Appr-ox.:._matc~y 5~-·­

r.~~~rl~cn~ p~~~ents carpleted studies 201 a~d 204. 

::-.:ts fo:- eilc"'. s+:-_,_:J.y·. Insu!f~cient response and 7!-:::!VE>r·o·<c rc'.--.-· c; 

a~==~n~ :a:- ~he ~ajcrity o! drop outs. 

sec1:::ary Analyses- Completer, Last Observation Carried Fo:::-ward 
(L8CF) and the Role or Drop outs 

T-)'.:;lc.' J S'.Jmr.cri::es the cc.::::J;)_Le_t.§rs' mean changes fro;n basc:ln-? 2.n:~ 

p-·.·a~u~s (in parentheses) associated with COTI'.parisons to p2_i1C'O'.bc 1:-: 
st~~1es 701 a~d 204 and risperidone 1 ~gin study 024. ~cte that 1~ 

s~\2:~ies 7C4 ar_d 024, increasi!"lg_ the dose does not lr'.'El 
l!'C:Ceas'.-; effec':. <:. 

::"n :::'":e LOCF ar.alyses, a:l p-values were s':atist.!ca·~:ly sic:;rif'.:::.?.nt 
:~:: risperidone gro~ps with respect to Total BP~s. Key E?~~ 3~j 
CGI. See ~ed1cal officer's review. 

Tcb:._e 4 d::,splays Mea:~ changes fror\ baseli:le for 7ctal ~:e·-:Jilti'~e 

Ficures 4-9 display the so~eti~es dra~atic effect of drop a·~ts ~~ 
':~~ conve=sion of rarginal o~ non-statistically s'._grifica~t 

cc~pleter group comparisons to hi~hly statis':ically s'.~~'._f'._c~nt 

:oc? co~pari.sons. Note that the first four groups of tars ind'._cate 
the chcnqe frc:7~ baselir.e at7!.ong drop outs, v;hereas t:-,e last t'-·o 
g:-o·.J.ps of bars r'efer to the last week. completer ar.d LOCF 
20~parisons, respectively. In studies 201 and 204, place~c dro~ 
o~ts fared worse than active d~ug d~op outs nearly crifo~~ly C\'~~ 
~~~e for all ~our clinical endpoints. fhere is a mixed ~espc~se :n 
5-'::.'.._:dy 024. 

Patient's Baseline as RespoMe ·Criterion 

The p-:::-ecedir.g results indicate that, on t::e ...,.:,ole, p,1.tie~::s '.·!~~_) 

took cispo:::ridone experienc-ed greater remissio:1 of S')Jn;Jtorns th3r. 
':_~.ose 0:1 placebo. However, due to the substantial numbc!:" o:: 
~0tients who left the study prem~turely, it is difficult to assign 
2 't.::e""1trnent effect'. a·fk alternative 'is simply to co:-:-.p•J::e 'Jle 
~".Jrber: of ;YJ.tients •,.:ho VAre at least 'minir:1ally i'm;:-:>rovod' O'l ::he 
c:~: sc;C~.:..e at the end of the .study and divide that nurrlwr. bY -::.r,e 
ru-.ber vf pati.ents in the intent-to-treat cohort (eiti'".cr i6e-.ti::2.l 
too" clos.:>. to the n•..Jmber, of randomized patients)_ The differc--:::e 
t.ctweer-1 the percentages ,(drug--placebO) estimates the fractior. o[ 
pa_tientg who'receive a benefit attributable to the drug, given all 
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j:::at:"'n'~s to whot:l it ha~ teen ll.~:ninistere~. This assurres, o:' 
-1~ r~tir·~~s ~~ t~0 "::~ia: are reason~bly rcprese~"::ati~r> o: 
-,~? ~!1c w1:1 receive t~e drug and that the reasons A~j 

.'o ·--~- -.:~c'<:c:rtir·.;~rq use of the drug in the trial rcpreser.~ ·,:!-'.c.:. 
·,I' ~n rc:::;>_::a:· clir.ical practice. For ins-tance, 1n s':·<J]~.· 

~rr:ert~q~s ~re :Jt ~rd 26% for risperidsn0 an~ r:3cebo, 
·.-"::-~~.-.·~.. In study :2~)4, t!-'.ey are 53%, 47%, ·1S'l;, 2r.d 2P; fo:.--

~'~. lS, c.nd placebo, respectively. Pool::.:-',g results :'rs;­
,~ tel~~~ p::-cJides an esti'"'1ate of 27% with a 95% confidcr.cr:" 

;:-·:eo: o: :iS':,-:161: for t~e 'a::tributable frcction' . 

. -,,-~i'ltivcly, we can ask the question: "Given ':he PGt:ents ·":;-:::; 
· __ i_:' ___ :_n____; __ ~ ''-----_f·_t_•; d__y_u r. t i___l___t h <2.__.g_nsL ""'!ia t is the fraction o: p ~ t __ -L c ;, t s 
.~ ~-~,;ov~~cnt is attributable to risperidone (conditional 
c.·:--~:i:.·/· ' 7 I:-'. this case, the denominators are the n·..;r;1be:--s o: 
e~t.-, ·..;hc cor:1ple'::.ed the study. Pooling patients from the t•,.;o 

1ls cr~d..;ces 65% for placebo and Bl% for risperidone, resul~:~g 
,~ ~t~~:~~t~ble fraction of 16\. Since the number o;' patients lS 
~,t;::t:c.:.J.f' reduced by the end of the t__rials, the 95\ confidence 

··r-~·.-.l. is ·wi.C:e: 1%-31~. 

lJ::--: -~"so~ i':1'prcvere-nt categori"" ('minimally improved', '.r.uc'l 
:-·-=-··>'eJ' 2nd 'very ~uch improve-::1') are also instructive. For 

·:et-:- p~tients, the ratios are ·2:5:4, whereas those fo~ 
-2e~~~~~e 2:-e 2:S:5. Thus, risperidone patients have a greater 
-·-Jll re·:o;=:o-,se ·w:Jich i_s d:.fferentlally ·..,oeigt:ted toward 'r:~lc!-, 

-:: ,··-:-•1' . 

'.:·.Jr'!l Course of Illness as Response Criterioii 

-·':"',·?': apCJco:c.ch considers· three features not i:r.cluded 1n t'le 
-"'q-::·.···::! ~:--rl:_ysis: 1) it allows statemen-ts about the. probability 
:~c:r,.--: l';:.~~g over the tine course of th-e trials in the presence of 
~ - ~~ 2) 1t defines the treatment group comparison by 

-=~rl·'·l ~~e experience of those on drug air~ctly to the 
cc':.rib·..;t.'--on of placebo patients' exPerience over til:le_, thus 
-~2~ring cxperie~ce of l:;eing on drug to the natural course of the 

_ness, and J) i': offers an approach to describing 'clinicCJ.l 
:e.ct' '..;he:-J the outco::-:re is essentially con':inuous in r.ature. 

,-he:r the,:. de.fining a 'responder' as ,cne who achieves an 
i"::r::J:::-~ly deteriT'.ined change from hisjher owri __ baseline, we define 

'r":-:::>c---r:CP.:::-' os a pcttient whose;. for instance, Total BPRS cl-'.a:-J::_:re 
---~ t'--1cc:: ;n~ is _s_r~atcr tt",_an th~:tacebo arot.J,p 1s ;n""dian at •...,_:._e_e__s__l 
-~~,_,, ___ ·._::_t_0-'=.· We then ask the question: "Wh<J-t is tr_e p:::-obabi :i<;:.y 
t ,, <;:.y;::col patient will remain 'in response' for lengths :< 

-,-_. .-:lr;·f~r!cd by tr.e visit schedule?" Such·a 'life table' 3pproach 
the r-:cef2rced method in mortality __ -Studies. HOY:ever, in the 

---s0nt c.~s._,_, we measure the tir:1e to. the, first failurE- to be in 

J 



. ,_ 

i;Jt­
:~-c-',_ 

T~.fl E::'tec::t or Non-randon Dro.~:C·out'~ 

-:t ~~;·c::::- o~r.s i'l t!-Jese tr~als had been ~ando:-,, then s·,:---:::~ 8n --;~.::;:-._;:-:::~, 

~o.;:J yield !·clatively ~nbiased estimates of t~e p~O~d~i: -~.c~ ~~ 

:=.ee•:. !Co""e·.-e::-, t~e s:..tstantia.l loss of pa.tients :c:r'r:sc::-~nq:· l:~ 
~ OJ.:::-qely due ':c lacl:. of effectiveness of t)---,e treat-,c;n:. , dr.J(_! -:-:;:­
placebo). T~us, as the trial progresses, the pat~ents ~~o 'sc~v1ve' 

are not necessarily representative of the entire origina.l cohort. 
Si:-1ce pe.tier1ts on all treatments are dropping ou":., the t:.2s •.:".s~~c:s 
cut sone· .. ·hat; ~c·,.;eve:::-, the sc:bstantially greatec d:-cp -:::ut ~·atcs 

a:-o~g placebo patients con":.ributes to the conservat~ve~ess o~ ~~Q 

;:r0c!"d'~re. ·";'.,•o o'.::her :'ea'.::ures •,..rhich make the proc'"d·.;::<c. CO'l:=:ec,·ati·_.e 
are the ~ol:owing: 

1) By far the more i:-,portant is the likelihood th."\'.:: p>1cct.'o 
ratients who drop out are in worse condition than pl~cebo patients 
who re~ain in the trial. 7his means that the placebo ~edi~~ ~~0~0e 
from baseline is overestimated (in terms of benefit) at each time 
pain'.::. Thus the standard for the drug patient is like:y rc:-e 
difficult to :1eet than if the placebo patient-~ had C::c-ppcj c~t 
rando!".ly. 

2) ~~e patient can 'respond' subsequent to 'f~iling' 

Consequent:y, the resulting probabilities of being in better 
condition than at least half the placebo patients (natural course) 
are l.oo,..·er bounds on the true prObabilities . 

Results 

~~ble 5 displ~ys the placebo groups' median changes fro7 bas~:~~e 
for Total EPRS and Key B?R~. 

Table 6 displays the percentage of responders in eac~ risrer:jone 
group. 

';able 7 displays (loo,..·e::: bound) pro:Jabilit"ies for being :n res;=-::-;,se 
for Total B?RS .and Key 8PRS. Only the 3 highest dose sr:::oups in 
study 204 are included. In an attempt to use all rele\'i'.nt 
infor~ation in the two studies, data have been pooled in the 
follo•,...ing way: 1) in Study 204, life talHe estimates have beer. 
poOled over the 3 risperido'n·e gi-oups and 2) that eo;timate a!l::l those 
fran stu1y 201 have 'been pooled. The fact that the tr1a!s'· 
durations were slightly different is unlikeiy to af~cct '.::he gc~0ral 
conclusion. For· Total BPRS, ·a 95% confide:-1ce intervc.:.. for ~~E 

probn.bility of maintaining a condition better t:--:an the ~-,aE -of 
these not taking the drug throughout the entire studv is cer.tenc:-; 
at 54% ""ith a .:ange o( _% .... while th~t for Key BF?S is ccl:':e:::-e---1 
at 6fi% w.i.th " r-ange of. ,-%. 

-------......... 
As stated earlier, these es~i~~tes suffer fro~ the ~ac': that ~P ~r~ 

4 



,--_-.-:: •, y-.:es+:'..c:-, ab\JUt the lik~·iv fate of a '~Y?i::::a:• ;-,:::".i€n':: ~;r1 
-~!~-J'::jt".:'~ ·~·~,r; ~;'::_?.:c":.ed the trial (i.e., 2;bout an :OJ:.:,::-:cr·:~~'::-.c:T,'l: 

;.,'"ell l.:k<:>2.ib . .-Jcd of ter-::cintlting pre~at.Jr<?ly is n::<:_ ~CJ:-,C::::-:-.. r~ 

,,~r,a~ive qua,'::it; is the condition~: probabilit; of !alli·-~ c-~ 

re.,;:-·'J'lse 9._'-.\"cr ::;-._a':: a "'"'atien': has 'suc:i_vc:d' t::J a ___ _:;:.~,,T_t_~_:::·,,_,, 
---·--- '..!: ':::'le '::r1a:. This perspec":.i'.'e co;,trols for rispet·:-Jcne 
pat.ents drop9ing out, but is still subject to the underes~:ma'::e c~ 
response ~ue to the worse ccndition of placebo drop outs rcl~'::~·:~ 

":.o ccntinui~g placebo patients. 

Csi~g infor~ation necessary for the calculation of thF 
u'ccnditicral probabilities, we can esti~ate t~e cc~di~ic~~l 

!)~:cbabilities of :alling out Of response. ':'hey are rcL'lti'.·el. 
:::';"nstiln':: over tir,e i:-1 the range of %. Thus, gl\/<O>n t:~.c.':: il 
:::n+:.ie.nt is still in the trial at any particu:Car \'isit, '::.hcc 
~raaability of ~e/s~e renaining in response at least u~til the ~ex":. 
visit is between %. 

Responders Who Failed and Non-Responders Who Responded 

It is oE i:--,terest t·o ntJte that over 
t~e pooled analysis, only 

"r0s~o~ded' subsequent to failing. 

the· 4 ri·spe:::-idone grou;::>s '.Jsed 
% of the original responders 

:::n cdclit:a.,, 45% o: those who did not respond at ...,.eelc 1 ncc·,·er 
respor1ded in the trial. Equal numbers of 'never~respc1'.aer-s' l~ft 

t~e tr:al at weeks 1, 2 and at the last visit. Very ~e~ patients 
lef":. the trial bctw·een these timeS . 

• 
Finally, of those who did not respond at weelc 1 who eventually 
re~ponded, very fe·,.,: attained a sustained response. 

;_ :-::,:._::: 1 '~1 s ~ 0 :--.s 

'7'-:e results of <:::--.ese trials ind.i.Ca~e that risperidone ~rod--Jc-es 
s+:.a'::.istic"!lly significantly greater anelioration of se-lected 
s·f'1:1~toms of sc:--.izop~~enia. Due to sUbstantial non-rando:tl ce:-1soring, 
1'::. is dlfficult to assi~n a partiCUldr 'treat~ent effect'. Hcwcver, 
t'.·.'·-:J approaches to esti~ating clinical prognosis suggest thi1t: 

l) On tl'-e basis of CGI severity, approxirr.ately % of pat~e~''::,s 
s+:.~~ted o~ risperidone will e~perience at least minimal irproycrnent 
a'::.-:.ributabJ.e t;::, tr.e drug within 8 weeks. This esti~ate assu:--cs that 
cli_n_ical p.--;;>.ct.ice app::-oxirnat~ly reflects the treatnen': reqimc:1s i'l 
':::Oe +:.rii'l.;s. 

2) Gn t~e basis of the natural CoUrse of 
by T0ta l ;:: nd Key BPRS items over a period 
g-co•.1p, 60% is a conservative e·s'timate of 
\<.'~0 de- better than half of thos'e 'Who 
(:---ea~ir'lg the placebo median). 

the illness, 
of s weeks in 
'the fractio:-1 
do not take 

2s ~.easure::: 

t!le place!-<: 
of patie.:--~--::s 

ri~-:.::er iCcile 
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Table 1 

Study 201 

R::.md Rase Wk I Wk 2 Wk 3 Wk 4 \\'k 6 ', 

RISP 53 50 49 36 40 33 28 
HAL 53 52 52 40 3" ) 26 23 

' PRO 54 51' 51 40 26 21 16 ' ~' 
f 
' 

' t Study 204 -¥ 
,i 

!' Wk ' Rand Base Wk 2 Wk 4 Wk 6 Wk 8 .i. 

' .. '<I 

RISP 2m a 87 87 87 75 55 42 ,. ', -~ 
, ,0 ,1 

RISP 6mg 86 84 84 79 67 53 54 ''I 
R!SP !Omg 87 82 80 72 59 53 47 ' '· ~: 
RISP 16mg 88 84 83, 74 68 56 55 ': ,. 
HAL 20mg 87 85 85 72 S,2 41 37 
PW 88 83 82 67 48 34 26 

Study 024 

Rand Base Wk1 Wk 2· Wk4 Wk 6 \ \'!-> 8 

RISP lmg 229 224 219 . 204 186 ., 167 167 
RISP 4mg 227 225 219 212 188 179' 178 
R!SP 8m·g 230 227 222 207 187 171 l 7 l 
R!SP 12mg 226 224 .222 210 183 160 160 
RISP l6mg 224 219 216 201 173 158 155 
HAL lOmg 226 223 217 200 179 165 162 



':.'\ELE 2 

Scrv1V3.! A.r.Jlv~IS 

T.'T1e :- D_;v:. Fnm E"tn' :n ~r-ou: h' All P~.1s::-~< 
Ecn"'~~:~s 

'•I 
_ Haloperidol 

Ir:~n'.·IC"-To-eat 
SJ.ITDI~ 

53 

53 

Number 
Compktcd 

17 

22 

•Pairwio..e coiT'pari.sons to placebo using the logrank ~st 
•· At 42 dav<i 

Risperidone Srudy 204 

'I 
Treat:r:"e~t ' lmem-to-Treat I Numlxr 

' Group Sample Completed 

I' 
' 27 
' 

Pi:~::~bo 88 

!I R" -~-
I R7 36 ~-- ~ 

1: R1s. 6mg 36 53 

'I Rj, 10-mg 87 I 48 

:1 R1s i,£,'T1g 8R <4 

~fbj 2('.mg 87 36 

"Palrwtse compari.••.ons :o placeOO u~ing the togranl test 
""At 'h bv'> 

' I 

Risp=rido~ Srudv 024 
--

' I i 

II 
-:-:-e-8L'T'~nt lr11ent-to-Treat Number 
Group 

i 
Sa:nple Completed 

I 
I 

II 
R1s. lmg ' 

229 I 171 I 
182 ' ' Ris. Jmg 1:27 

! ' ' 
' 

Ris_ 8mg 230 ' . ' 174 
I 

164 

II 
Ri~- 12m~ 226 ' 

R.iS. lbmf 
I 224 i 165 I 
' 

-~ I I fbj: iClnf': 
__j 

226 163 
. 

' "P;:illwi<~ com:nfis..."lrls 10 pLlceOO using tll~ logrank tt:st 
.. A.l 56 dJ.ys . 

31 0 

52 8 

43_4 

Esoma':'e•• 

30.7 

~ 1.2 

0<'U 

5 5.2 

6 )_.! 

41. I 
. 

/ c 
' ' 

Esom~te** 

"6.3 

80.5 

76.0 

73.3 

7~ J 

72j 

~----~-----·····--

' 
I 

""--I P-v~•w• 

I .. 

C· r;:c 

1 < J. ::D'.'' I 

' I}C.:C(1 

I <0 X(!: 

n. ):Js-~, 
' 

' ) t> 
' ' ) ' ' 

' 
-----1 

! ' 
' 

I p.,:d·Jc" 
i ' 

' 

I .. I 
I 0. 15('4 

(1},;:; I' 
I 0.5614 

I J.'~O_<; 

i o-~~49 

----- . -

c 0 
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TA3:..,!' 2A 

Number (%) of Patients Prematurely Discontinued From Study 
201 

" 

Reason Placebo Risperidone Haloperdol 

Adverse Event ' 7 (13%) 6 (1L3%) I 7 (13.2%) 

lack of 20 (37%) 8 (15.1%) ! 6(11.3%) 
Response I 

I 
. 

I Withdrew 2 (3.7%) 2 (3.8%) 5 (9A%) 
Consent 

Uncooperative 4 (7.4%) 9 (17%) 11 (20.8%) 

Lost to 2 (3.7%) 0 2 (3.8%) 
Followup 

Ineligible 1 (1.9%) 0 0 

Other 1 (1.9%) 1 (1.9%) I 0 

Total 37 (68.5%) 26(49.1%) 31 (58.5%) 
' 

. ' ..... 

.. 

I 

" I 

' 



PATG::'ITS PREMATURELY DrSCONTI~iUED ffiOM STUDY 104 
-~··-~--~~~~~~~~~~-c--~~~~~~ 
j' Rv:;;.on 

I 
I P1a;H>o j Ris 2 mg \ R.H'6 m.g Ri:s 10 mg Ris 16 m_;-T H.aJ --" 
l n=&S - ll=S7 n=86· n=87 n=SS r 

fi Insumc~nt 
~ R"'P"= 

:i Withd~w 
li Coo:.<:ent 

I 3 (3.4%J 

I, s1 css.o%J 

3 (3.4%) 

~ Uocooper:atiYe ] 4 (4.5%) 

~' Lost to follow I 0 
up . 

I Other I 0 

2 (2.3%) 9 (10.5%) 

41 (47.1%) 12 (14.0%) 

5 (5.7%) 4 (4.7%) 

3 (3.4%) 6 (7.0%) 

0 1 (1.2%) 

0 2 (2.3%) 

-, -;\ 

• -- t.' 

' 

: .,-.,. 
'._,.-·, 

' ', ' i-: .... ' __ ,·" ''- ', ' ' 

4 (4.6%) 

25 (28.7%) 

3 (3.4%) 

4 (4.6%) 

0 

3 (3.4%) 

9 (10.2%) 6 (6: 

HI (20.5%) I 36 (4 

2 (2.3%) 1 2 12.'~ 
I 

2 (2.3%) 6 (65 

I (!.1%) [1 (l.L 

2 (2.3%) 

'" . • . 

'i 



TABLE 2': 

Num~er of ~rcpout1 by tre•t~ent aroup in Study 024 

I ' 
.(~1110:-t "' 1 R lo 4 Rlo ' ll• l2 "' 16 Ho1 10 

I 
To':c' 

II I mg ., mg ., ., ., 
n-2 2 9 n-227 n-230 n-226 n-224 n-226 

!J ACv~rs~ 18 I 11 l7 22 ll 23 
I 

L 
e'•:rerl.~r.ce 

)~&th 0 0 0 0 1 0 ' 
' ' Suicidal 2 1 1 ' 3 0 2 

Insufficient 40 16 24 32 ,20 22 1' 

' 
re.1ponse 

I' 
Intercurrent 2 0 0 1 1 

I 
0 I di••ume 

; 
2 2 2 2 ' Intercurrent 0 0 

I event 

' ., 
I:-ttercurrent 0 0 0 0 ' 1 2 

' 
treatment '' 
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