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rocl  r .ecover .y  f r -or t i  de l t ress iye i l lness rv i th  t r ic l 'c l ic  ant ic lepressant  nredicat iorr  der ive ar ly  benef i t

onr  cont inuat i t . ru  of  t i rerapy r i , i th  the sante c l rug at  a lo tvet '  dose level .  Of  the 92 pat ier t ts  rvho

I terec l  the t l ia l  s igni f icant ly- ferver  orr  act ive t reatnre l r t  re lapsecl  dur ing the s ix- lnol l th  t l ia l  per iod:

l ' i , ;  as corrparecl  rv i th  -5Q'1, ,  o f  pai ients leceiv i r rg p lacebo.  Pat ients rv i th  res idual  syt r lp tot . t . ts  ot t

I t ry  to  the t l ia l  t ler ivecJ urr t re benef i t  f r 'onr  cont inLrat iorr  therapy than pat ients rv l ro.had. l i rade a

rn ip lete recovery.  The f inc l ings re late to a s ix-nront l t  t l ia l  per iod onl l ' ,  nn,1 any possib le advar t tage
'cont int tat ion 

t l teraDv over  i r  lo l lget '  L tet ' ioc l  re l t t l t i l ts  L l l lue l t i l i l l .

r t ien ts  rv l to  have respor tdec l  t t ' e l l  to  t re i r t l l l e t l t

r  a  depress ive  t l i so l r le r ' .  t r  l i r ' t l te r  r r  i i i r  dLu-gs  or
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Although t l re  ef l i tacy of  t r - icyc l ic  arr t idefres-

s ln is  in  the l real t r ret l t  o f  c lepressive i l lness ts

es tab l i shed  tMed ica l  Resea l ch  Cou r r c i l .  1965 ;

Wechsler .  Urosser ,  a i lc l  Greenblat t ,  1965),  r 'ery

t 'eu,st t rc l ies l tave assessed the benef i t  o f  therapy
al ier  the d isappearal lce o l  sy l l lp to lns Strch

therapy o l ' ten consists  of  the cont inuat ion,  r rsual ly
at  a lower dcse,  of  a d l ' t lg  wl . l ich has proved

efTect ive i r r  the t leatr l lent  phase.  This t1 'pe of
fLrr ther  t reatn. )er t t  tv i l l  be referred to as 'co11-

l inr - rat ion therapy ' .  fh is  rvas chosen as a des-

cr.ipli i ,c phrrtse u,lt ich cat'r ' ies l l() assLll l lptiorls as

to t l . re  lnechalr isr r ls  involved,  and is  for  th is
reasol l  to  be pLefer fed to the l l lore comnlo l l ly
used term, ' t l l l l in tenauce therapy ' ,  rvh ich is  a lso
used in ot l ter  nredical  s i tuat iorrs  rv i th  a var iety  of

cor lnotat io l ls .
The t r ia l  repor ted here tvas designed tLr  assess

rv l ie ther '  r  s ix- rnol l th  course of  cor l t inuat ion
therapy \\ 'oLllcl prevellt 3 l 'ecLlt r(i lce of s) tnptoms
in pat ients s t lccessf t t l ly  t leated tbr  a deplessive
episode \ \ ' l th  o l le  of  t \ \ 'o  t r ic l 'c l ic  a l l t idepressal l ts
-nanrely .  imipranr ine and anr i t l ip ty l ine.

The fe lv  prev iot is  s tudies o l l  these l ines rv i l l  Lre

referred tc- ,  i r t  moL€ deta i l  la ter .  Holver 'er"  in  a l l
, - r f  t l renr  e lect ro-cr) r t \  t r ls i i  e  ther  l lpy \vas usL'd as

i in  in t rgra i  p l r t  o f  the or ig in l i !  t reat lnent  of  the
ciepressive episoLle.  the fLrr ther  therapy being by

dr .us a lor te.  St l ic t ly  speaki r lg .  therefore.  they
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i i re  not  s tLrd ies of  c t r ; r l i r r rn i ior r  ther l rpy"  s i r rce the
or ig inrr l  fespol ise n- i r i ] ,  have beerr  dLre tc ,  the
electro-convuls ive t l reranv rather  t l i t rn  to the
r l r ug  t rea tn ie l l t .

I t  rvas decidecl  that  there was a t leed fbr  arr
assessnleut  of  cont i r iLrat ion therapy,  i r r  the
abserrce of  other  fornts of  t reatrnel t t .  The d is-
t inguishing features of  the present  t r ia l  are
therefore that  ( l )  i t  rvas conf ined to pat ients
whose depressive episodes hrrd sholn complete,
or  near ly  complete resolut ion,  uuder t reat tnent
u,it lr a particr-rlar tricyclic antidepressallt; and
(2) i t  a t ternpts to answer the qr- rest ion whether .  i f
t reat lnent  rv i th  that  dnlg a l ' lne resul ts  i r r  t l re
virtual disappearance of symptorns, there is any
value in  the cont inuat ion cf  therapy v, , i th  the
sante drug at a lovrer dosiige

t , lE  lHo l )

The t l ial  r .r 'as conducted irr eight dif t 'elent centres iu
dif ferent parts of Great Bri tain.

DEFINITION OF DEPRESSI ' 'E  ILLNESS

The study was confinei l  1o p;rt ierrts whose i l lness had
rei,ealed, as i ts primari,  mar-r i festat ion, a persistent
a l te ra t io r - r  in  mood ( i v i th  o r  w i thor - r i  d iu rna l  var ra -
t ion) r, ,hich u,a: evident 1o the exantiner, wl-r ich

"^s66J,:d 
normal sadness, and rvhicl"r consti tuted a

nra,ior symptom, Trr is rvas supported by one or more
of tlr': follorving lr),nrl)toms: self-clepr"eciatior-r w'ith a
nrorbid sense (or delLrsional ideas) of gui i t ;  sleep
disturbance ; hypochonilr iasis, retaldation of thougl.rt
and action; agitated bel.ravio' .u' .  The depression rvas
the primary i l lness and did uot consti tute merely a
ser;ondery manifestat ior-r of sr:me other ;rsychiatrrc
i l l r ress  ( :uch  as  sch izophrer i ia  o r  obsess iona l  s ta tes) .
This def,nit ion was ir l tentiorral ly the same as that
used ir-,  i [ .re previous tr ial  (N' ledical Research Courrci l ,
1965)  s i . i ch  had shown imipran t ine  to  be  o f  thera-
peu l ic  \c i lF  i r r  s t rch  casc . .

.L IGIBLE PAI  tEN ' I  S

Patierrts were *l igible lor the stLrr ly i f  t l . rey had been
strff-eririg fi-onr a depr':ssive illness ivhich fr.rlfillecl {he
above cri telra :rnd i f  they had shown a 'rraximal

response'-nar.nely, unequivocal and sustained sr-rb-
ject ive and objective ir ' ' rprovement with no room for
further r-r-rajor inr; irover:telt  t- to the in i t ial  treatment.
T l r i s  in i t ia l  t rea tment  had to  cor rs is t  o f  e i ther  aur i -
t r i l r t y l i r te  o r  in r ip rami ; i c  in  a  c lo : ; i ige  o f  a t  leas t  150
nrg dai ly fot ' tr '* tween three and l0 r. , ,eeks. The patient
cou ld  have been t rea ted  in  hosp i t r l  o r  . . s  an  oL l t -
patient. or botlr .  In addit ion to t i tese rrrair-r cr i ter ia"

t)- l t ients should rro: l  l r l ' 'e received arr,v other psyc|s.
tropic dru,e treri tment (apart fronr night sedation:
during the f inal three weeks, nor electro-convulsivr
therapy dr,rr ing the previous trvo nronths. Patienri
of either sex between the ages of 25 and 69 inclusrv6
rvere el igible. No pal i ' :nt sulTering from an associa.
ted progressive disease, or rvi th any indication o1
structural cerebral disease, or v; i th a prhysical diseasg
rvhiclr would preclude the use of amitr iptyl ine or
inripranrine rvas considered tbr the study. (Benign
r-rrrconrpl icated lryperterrsion was not a contra.
i r rd ica t ion . )

GENERAL PLAN ( )F  SI  UDY

The el igible patients n,ere al located by an essential lr
random procedure to one of t lvo regimens of con.
t irrr:at ion therap'ry-namely, the sanre drug in a
dosage ol '75-150 mg dai ly. or a placebo of identical
appe;rrance, for a period of six months. The patieni
and t lre psychiatr ist rvere both kept unarvare ofrvhicl
reginren had been al locaied.

I 'at ienls wrre assessed at the start ol continuation
therapy and cn six subsequent occasions at interval i
of abor,rt  a month. I f  a patier.rt  had a further depres,
sive episode dtir ing this period, lvlr ich in the opinion
of the p:rvchiatr ist reqLl ired specif ic treatment, the
continuaticn t lrerapy was stopped and the psychia.
t l ist started the t leatnrent of his choice. Tbe cri terior
of the effcct iveness of continuation therapy was thi
relat ive frequer-rcy of such relapses in the two series,

C O N I  I N U A T I C I N  1 H E R A P Y

When the psychiatr ist in charge was satisf ied that thr
patient had sho'uvn a nraxirnal response to the drug.
and that the other cri ter ia for el igibi l i ty were fulf i l led.
he took the decision to change to continuation
therapy, and the patient u,as admitted to the tr iai
The day of this decision was referred to as tht
'r 'esponse date'.

Each centre held tu'o series of nuurbered boxes oi
tablets for continuation therap1,, one series for
patients $,ho had been treated r ' , , i tLr amitr iptyl irr
preparatory to t lre tr ial ,  and t lre oiher for patienl)
rvho had been treated with imipranrine. Each bol
conia ined the individual supply of continuatior
therapy for one patient. In each series aborrt half  th(
boxes  conta i r led  tab le ts . , f  the  ac t ive  drug ;  th i
renraindei corrtained ta.bl i : ts of a placelto of identical
appearanie to the active tablets. The al location o1
active ancl placebo tatrlets to the nrrurbered boxes hal
been nrade joint ly by the manufacturers and th;
MRC Statist ical Res:arcl i  and Sen,ices Unit,  i t1
accordance *, i th a pr"earranged l ist based upor
landonr sanrpl ing nunibe rs. As patients rvere admitted
tcr the t l ial  they \\ ,ere assigned to the next avai lablc
nunrber in the appropriate sequence (amitr iptyl int
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rr inr ipramine) and their continuatior-r t l rerapy v,,as
rrescribed or-rly fi oln the box bearir-rg the correspond-
rrg Leference number.

Tl ie key to the al locations rvas retained in cor-r-
idence by the rnanrifacturers and the IvIRC Statistr-
al Research and Services Unit,  and rvas r-rot
vai lable to the coordinator or anyone else connec-
:d with the treatnrent of patients in the t l ial .  The
rsychiatr ist in charge was, however, enti t led to have
his information on request, but orr ly for a patient

"ho 
had relapsed.

The prescribed dosage of the contir-rr-rat ion therapy
ould be variecl betrveen thlee and six tablets dai lv.
, ,hich corresponded to 75 to 150 rrg of the active
r ug dai ly, at the psychiatr ist 's discret ion; ir .r  practice,
re dose was nearly alrvays lower than during the
ri t ial  treirtment period. To n-r inimize the r isk of
recipitat ing depressive syn-rptoms by a sudden drop
r dosage of act ive drug on entry to the t l ial ,  i t  tvas
:rggested that the dosage be gradually reduced duri ng
1e la t te r  par t  o f  the  in i t ia l  t rea tment  per iod .
at ients normally received t l-reir continuation therapy
r outpatients. Tlre psychiatr ist supplied the patier.rt ,
'om the appropriate stock, rvi th suff icient tablets to
Lst a ful l  month at the prescribed dosage, and the
atient was inst[ucted to return any unr,rsed tablets
r  the  nex t  exanr ina f io r r .  No add i t iona l  n red ica t icu
rpart frorn night sedation and aperients) was to be
r\ 'en. The patient 's general practi t ioner was in-
rnned of this requirenrent, and rvas asked to noti fy
ry recuri 'elrce of depressive symptolrs"

'SESSNIENTS

t  the start of t l re ini t ial  treatntent and on the
:sponse date the psychiatr ist assessed t lre severity of
gl.r t  indiviclual symptoms (see Table l) ,  and n.rade ar.r
reral l  rat ing of the severity of i l lness on a six-point
ale. Or.r the response date, t l re patiei i t  assessed his

orvu condit ion on a four-point scale. Inquiry was also
made about seven unwanted effects (see Table 5)
during the precedir-rg week. A note was rnade of the
dosage of contiuuation therapy, and any pern"r i t ted
addit ional medication prescribed fol the fol lou,ing
rnonth. Sin-r i lar assessments, together with a count of
returned tablets, were made at subsequent examina-
t ions  o f  the  pa t ien t ,  a t  in te rva ls  o f  about  a  month
(these rvele usually four or f ive rveeks, and sonretir-nes
six weeks). I f  a patient relapsed between set examina-
t ions, an extra progress assessmeut rvas r lade at the
tinre of t l re relapse.

CRITERIA OF RELAPSE

I f  syrrptonrs of depressive i l lness developed during
cont inuat ion  the lapy  wh ich ,  in  the  op in ion  o f  the
psychiatr ist in charge, required specif ic treatmerlt ,
the patient was regarded as having relapsed. Irr this
context, specif ic treatnlent meant amitr iptyl ine or
ir-nipramine in a dosage greater than 150 nrg per day
or the introduction of another psycl.rotropic drug, or
ECT, or adrnission to hospital wit l-r  depr-essive
synrptoms. The psvchiatr ist was free to treat a
relapsed patient as i ' . :  sarv f i t .

Psychiat l ists ivere urged not to remove patieirts
from the tr ial  in this way unless their condit ion gave
rise to real cr lrcern! but i t  u'as emphasized t lrat the
decisior.r i r .r  respect of any part icular patient lay
r-r l t inrately rvi t l r  the psychiatr ist in clrarge.

RESULTS OF CONTINUATION ' I 'HERAPY

PAI'IENTS IN TRIAL

Betrveen Novernber 1968 and December: 1970
a total of 92 patients lulf i l led t l ie adrnission
cl ' i ter ia. Table 1 presel l ts the frequency of the
indiviclual syl l lptonrs and their severity, both at
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the i : : t r t  o f  the i r i i t ia l  l reatrne I r l  ar ' l ( l  a t  the res-
porir: date, and silo\\ 's that irrrprroveurenls took
plac, :  in  a l l  o l  t l ie  ind iv ic lual  synr l r tour ! .  The
psyi i , ia t r is ts '  o \ , , r ra l i  ra t ing of  seVer i ty  (on a 0--5
scal .  \ 'ary ing f ionr  \ \ 'e l l  to  ext femelV seVe[e)
averaged 3 '2 at  the s iar t  o f  the in i t ia l  t ! 'eatn lent
and 0 6 at  the respor lse date.

COT{PAF.ISON OF ACTIVE TREAT]I IENT AND PLACEIJO

SERIES AT START OF C]ONT'INUATION THERAPY

Oi the 92 pat ients.  50 r .vere a l located to cor . l -
t inuat io l t  i l rerapl ,  wi th the act ive dr t tg  and 42
feceived ttre placeb,o. Tlie backgroLrnd charac-
te l is t ics of  i i re  act ive t reatnrent  and p lacebo
ser ies at  the star t  o f  cont inuat ion therapy are
srrmmar izeJ i r ;  Table 2.  T l i is  compar ison col l -
f i r rns that  t i ie  rarrdom al locat ion procedLlre
res l r l ted in  c lose s imi lar i ty  of  the two ser ies in
ternrs of  age" sex,  h is tory of  r . r i i rer  depressive
episodes.  ancl  in  the in i t ia l  seve r i ty  and t reatrnent
of  the present  depressive episode.  Horvever ,  by
char lce,  a h igher  proport ion of  those a l located to
the active treiltr lrent series wefe rated *,ell at the

respollse date (64'),,) thar.r for the placebo series
(43 ' l i , )  I r r  near ly  a l l  the leura in ing pat ients (28,0
and 45 -1,1 lespectively) the se\rerity of i l lness was
nrininrirl. Because of this dispar-rty, the results
for the patients who were rrlted 'well '  alrd 'n01

completely well '  are exanrined separately belo\r,

f {ELAPSJES DURING I 'ERIOD OF CON'I INUATION

THERAPY

By the end of the per iod ofcont inuat ion therap)
l l  (22." ' , )  o f  the pat ients on act iv i  t reatment  had
relapsed,  compared wi t l i  2 l  r ,50:4)  of  those
receiviug the placebo. This cli lTerence is sig'
n;ficant at the I '2. level (corrected X2:6'70 witlt
r d . l . ) .

The p.:rcentages of parients renraining fi 'ee o[
relapse in the two sel' ies at four-weekly intervals
are showl'r irr the Figure. In this FigLrre the data
are p leser l ted in ' l i fe- table '  form, a l iowance
having been made for the differing intervais
between exanrinations and the consequent exten'
sion of the follol-up bryond 26 weeks for some f,"r.,,
subjects. The advantage sho\\ 'r ' l  to the active . D| rI
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reatrnent series throttghout the rvhole period is
r lso s igni f icant  at  the I  l l (  level  ( log rank test -
reto irncl Peto, 1972).

i ELAPSE RATFS IN  D IFFERENT SUBGROUPS OF

'AT IENTS

fab le 3 shotvs the re lapse rates i l l  the t ivo ser ies
lLrr ing the per iod of  cor t t inuat iou therapy for
r r r ioLrs sLrbgroLrps of  1.a1ig111 ; .

'REATN1ENT CENTRES The resporlse to colrtintta-
ion therapy rvas less nrarked in the pat ie t t ts
c l r i t ted to t l ie  Glasgorv centre thar l  in  the
rat ier ' r ts  adnt i t ted to o lher  cel l t les,  bLr t  not  to  a
ta t i s l i ca l l y  s i gn i l i can t  ex ten t .

EX Both sexes benef i ted l ior l t  cor l t inuat ion
herapy;  the apparer . r t  advanta lge to t r ta les does
o t  a t t a i n  s ta t i s t i ca l  s i gn i f i cance .

tricl'clic autitlepressants irt depressive illuess 9

EARLIETI DEPRESSIVE EPISODES TITC bCTTCfi t  TOM

cont inuat ion therapy is  apparent ly  l rnre lated to
the occur lence or  sever i ty  of  ear l ier  c lepressive
episodes.

INITIAt ,  SEVERITY AND TREATI\ ' IENT OF PRESENT

DEPRESSIVE  EP ISODE Con t i nua t i on  t he rapy  was

of  benef i t  bot l t  to  those rated as severely  i l l  and
those not sevet'ely i l l  at the start of the peliod of
in i t ia l  t reatnrent .  I t  was of  benef i t  both to those
treated ent i re ly  as outpat ients and to t l . rose who
rvere adnr i t ted as inpat ients for  par t  or  a l l  o f
thei r  t reatr lent .  For  both character is t ics the
differeuces in benefit shorvn in Table 3 coLrld rvell
be due to c l rar tce.

TYPE oF ACTIvE TREATI\ , IENT The pat ients receiv-
iug cr ln t inuat iorr  thelapy rv i th  ami t r ip ty l ine
shorvecl a very nruch lower relapse rate (2il:,;)
than those in the corresponding p lacebo grotrp
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sub_ie(ts
R e lopsed

No.  Z

A l l p a t i e n t s
Tr ! ' . l tment  cen i res

L o n d o n
C lasgorv
E l  servhe rc

Sex
Male
Female

Ear l ie r  depress ive  ep isoc lcs
N o n e
A s  o u t p a t i e n t  o n l y
W i t h  h o s p i t a l  a d m i s s i o n

Present  depress ive  ep isode
I  n i t i a l  s e v e r i t y  ( p s y c h i a t r i s t )

S e v e r e l y  i l l  ( r a t i n g  4  o r  5 )
N o t  s e v e r e l l  i l l

Wl r : re  t rea ted
A s  o l r t p a t j e n t
W i t h  h o s p i t a l  a d m i s s i o r .

Ac t  rve  t rea tmen t
Ami t r ip ty l ine
l m  i p r a m i n e

S e v e r i t y  a t  r e s p o n s e  d a t e  { p s y c h i r t i l s t )
\Ve l l  ( ra t ing  0)
Not  comple te ly  rve l l

S ' 'mptoms a t  respo i . l sc  da te  (pa t icn t )

No s l inp toms
Synrp tcms
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(6 i ' ) ' , , )  Horvever ,  the re lapse rate in  pat ients
rece!,./ ing continuation therapy with imipramine
(19 i ; )  ivas a lmost  the same as i11 the correspond-
ing p laeebo group (20%).  Thr"rs ,  cont inuat ior l
therapr' lvith amitriptyline appeared to be more
effectiv,: than continuation therapy witl, imipra-
mine. l jecause the contrast does not attain
stat is t ica l  s igni f icance {P:0 '08 in  the analys is
outl ir led below3), this r,voLrlc' l normally be regar-
ded as a rather large chance fluctuation and not
as indicating ,.r real differeuce in elhcacy of con-
ilnuation ther;rpy.

It must. lrcrvever, be rernernbered that init ial

: J ; ; i ca l tse  o f  the  d ispar i ty  be t r reen ihe  ac t ive  and p lacebo

! . r { ,  rps  tha t  \ \ ,as  no ted  above-namel i , ,  the  d i f fe r ing  numbers
o :  L ,a t ien ts  rvho *ere  r . l t€d  \ \ 'e l l  b l  th :  p :ych ia t r i s f  a t  the
res f ia ,nse  da te- re lapse ra tes  were  ca l ' : r ; la ted  separ ; I te ly  fo r
the  ' , , re l l '  and  'no t  comple te ly  we l l '  suL . : foups  o f  a r r , i t r ip ty -
l in :  rnd  im ipramine pa t ien ts .  The ang, - r l xp  t rans format ion
was app l ied  to  the  e igh t  percentages ,  and thc  appropr ia te
rve igh ied  l inear  cont ras t  o f  the  t raus formed i - r * fcen tages  w; rs
t e s t e i . r  i l s  a  n o r m a l  d e v i a t e  ( A r m i t a g e ,  1 9 7 1 ,  p .  l 7 - 5 ) .

treatmellt lvas not allocated at random. The
psychiatrist had a free choice between amitripty-
l ine and inripramine for the init ial treatment, and
that, as a consequence, the two series ofpatients
may have been dissimilar at the start of continua-
tion therapy. The patients selected for init ial
treatment with in-ripramine may have been
clinically different from those selected for
amit r ip ty l ine t reatment ;  or  the i l lness nay have
been more eft-ectively treated with imipramine
than rvith amitriptyline, so that the imipramine
patierlts were less in need of continuation therapy.
These possible differences could have either
exaggere!ed or obscured a contrast in the effects
of continuation therapy rvith the trvo drugs.

Relevant comparative information for the
anritriptyline and inlipranrine patients is sum'
marized in Table 4. There are no important
differences between the tlvo series of patients in
terms of sex, age, history of earlier depressive
episodes, and in the init ial severity, treatment,
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An eyaltntiatr of cotrtinualion thetapy u'ith tricr,clic anlidepressatrl,s itt depres,stve illtte.ss I I

Relapsec)

2 l  - r l

qrr ;  response to t realn lent  o l -  I  he present

] " " '=rr iu .  episocle.  T l tere is  thus t lo  ev idence

Jit 'n.r of cliniclrl diffel 'errces betiveert the trvcr

ornupr of  pat ients or  ( r l ' ( l i f fer i l lg  e l l lcacy of  the

i*t arogt during-the periocl of init ial treattrrent.

As far  as can be seen,  the rnt i t r ip ty l ine and

imipramir.re series were closely sin-ri lar at the

start of continuatioll therapy. This analysis,

therefore, does not help to decicle ivhether tl.re

observed advantage of arnitriptvline over ir. l i i-
pramine is a result of a rather' lar-qe chance

iluctuation or a real difference irr the ell icacy o[

continuation therapy with the trvo th'ugs.

RESPONSE TO INITIAL TREATMENT

In addition to the classification of patienls as
'rvell '  or 'not completely rvell '  at the resportse
date, from the psychiatrist 's latings, the patients
were also classified, according to their o\'vn assess-
ment, as having 'no syntptoms' of 'synrptonrs'.

The relapse rates are showu Icr both sub-
groupings in Table 3.

Taking the psychiatrist 's ratirigs, there is l i tt le
evidence of a difference in benefit from active
treatment between those rated 'w,ell '  aricl 'not

conrple le ly  wel l ' .  Horvever ,  when the pat ients '  own
assessnrent  is  considered,  i t  is  apparerr t  that  thosc '
rvho repor ter l  syr t tp tonrs at  the response date r "e-
ceived consic lerable benef i t  l ionr  act ive t reatnrent ,
ivhereas those ,,vit l.rout sylrlptoms derived l itt le
benefit. This diffelence is signil icant at the I o/n

level  ( in  an analys is  s i rn i lar  to  that  descr ibed in
the footnote o11 page 000). The difference arises
because pat ients repor t ing no res idual  symptonls
had a relirt ively lorv subsequent relcpse rate
(about one quarter), which was rrot reduced by
arctive continuation therapy, while, on the other
hand,  t l iose repor t ing res idual  synrptorns re lap-
sed at  a much h igher  rate (about  two th i rds)
unless g iven cont inuat ion therapy.

ln vierv of t lr is {urding, the possibil i ty was con-
s idereci  that  the s l ight ly  lower re lapse rates at  the
Clasgorv centre might be dr"re to a pr:eponderallce
of  pat ients rv i thout  res idual  syrnptonrs,  but  th is
does not  seern to be t l re  explanat ion.

UNWANTED EFFECTS OF I 'ONTINUATION THERAPY

Unrvarr ted ef fects at t r ibuted to the t reatment  for
the depressive episode were recorded for the week
preceding the chi inge to cont inuat ion therapy"  A
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simil.rr le{,-crJ 1,vas made ilt each monthly
--{;l r)t i  n ati,-rr J r i" i i i l t  r--on tin uilr i on t hera py. Prtr-
t i r - ru la l  in te i "es l  i r i tae hes to a compar ison of  the
f i r r , - l ings inrmediate Iy  prer :eding.  and one mont l . r
: r f ter .  t l ie  chan-{e.  s ince h l l i  t l re  pat ients changet l
f ronr  ln  act ivr -  d lug t r . r  a  p lacebo w' i thoLr t  being
f,lvrlre tl- lal t l i is htcl occr.rlreci, and most of the
pat ients had i r  ledLr i : t ion in  the r ru l t tbel  of  tablets
prescr ibed These f ind ings are shown in Table 5.

Of  3 l  pat ients lepor t ing a r i ry  nrouth in  the
weel i  p feceding the respcnse c late,  6 l  ) "  s t i l l
repor ted a dry nrouth af ter  a nrorr t l i  o f  act i le
cont inuat io!1 t l rerapy.  Of  28 s in i i lar  pat ients
w'ho changed to the p lacebo,  32 i ,  s t i l l  repor i t :d  a
dry nrouth af ter  a mont l r  o f -act ive cont i r lLr : r t ion
therapy. The ciifference is l ignificant .rt the .5 9;,
level l  T ' ' :  - -  -1 '91 wi th I  d .  f .  ) .  l t  iv i l l  a lso be I rotec l  that
anrong those rvho ha, l  not  repor tec l  a dr ' ;  tnout l i
before the change {o ront inuat ion th; rapy.  th is
rn i ivautec l  ef fect  rvas repor tec l  by s i rn i la l  p fopor-
i ions of  act i r "e d rug i rnc i  p lacebo pat ients a
rnonth la ter .  l t  rv t l r . r l r i .  there lo le.  s-en1 that  few.
i l  ar ry ,  of  t l re  dry r i , r ruths lepor teJ rv i ih  act ive
dlug in  t l rese pat ien,s c , . ru l t l  ha i 'e  beer t  dLre t t t  the
. l ; 'Ug .

A: regarc ls  l l l  t l ic  ot l ter  unr ' , 'n t r ted ef } 'ects
l is le( l  ,  the pronorf ions repof l ing these at ler  a
n lo r , i l l  o f  con t i r r i , a t i on  t he rapv  i r l e  s i n r i l a l  i r r  t he
acl i  : '  and p la, ' ,bo p i r t ients n(r t  re l r ( r l t i r tq  the
efia' ' i  eii l ' l iet-.

t l R. 11. J. \litulltant. C. l-lotyland. urul l.licltarl Slrt,L'lterd

PAT IENIS  \V I IO  D ID  i \OT  QUAL IFY  TOR ADI \4 ISS ION

T O  I  H E  T R I A L .

The organizat iou r r f  t l ie  t r ia l  lvas conrpl icated
because arrangerr . . i l ts  h3i l  to  be ntac ie for  the
pr ior  ident i f icat ion , r i  su i table pat ients and for
thei r  appropr iate l r i , r tment ,  wi th a r , ' ierv  to thei r
eventual  e l ig ib i l i ty  1 ' . . r  th is  t r ia l  o f  cont inuat ion
t l ierapy.  l i r  to t i i i ,  2 l l  pat ienls  rv i t l i  depressive
i l lness as def iueci  above werc so selected and
s ta r ted  t rea tmer l t  r i , i t h  am i t l i p t i l i r r e  ( l 4 l )  o r
irripranrine (70), althoLrgh only 92 t43 i j of the r
;rrrrit l ipt_vline and 44:,:, ol lhe imipramine
pat ients)  u l t imate ly  qLra l ihed fo l  adnr iss ion to
t h e  l l i a l .

The reasons for  the norr-adur iss ion of  the other
l l9  pat ierr ts  are shorvn in  T lb le 6.  ln  49 (23" , i
o f  the tota l )  the drug t reatment  u 'as c l iscont inued
bl , t l ie  physic ian,  in  3"1 (161, , ) i t  ra ,as t l iscont inued'
by the patierrt. irnd in 36 ( 17 l,\ t l 're patient i l id
not  sat is ly  r lne of  lhe other  adnr iss ion cr i ter ia .
The propol t ion of  f -er la les in  lvhom t reatment
was c l iscont jnuecl  by the physic ian (28 ' l i , )  rvas
nrucl r  la lger  than the corresporrc l inu proport ion
l i r l  rnales (  13 " , , ) .

DISC 'USSION

Tlre f inc l ing that  1he t t ' icyc l ic  i rn t idepressants arc
effective in the treatrlent of depressive i l lness
has  l ed  t o  muc l r  specu la t i on  abou t  t he i r  r l ode  o [

I
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: t ion.  The var ious b ioc l ieur ica l  and pharmaco-
)g ical  theor ies (Shepherd,  Lader,  and Rodnight ,
)68)  are beyond the scope of  the present  paper,
Llt lnentioll mLrst [-.e lnade c]f the trvo major'
in ica l  contr ibut ions to th is  quest ion.  The
rst is the hypothesis that the drr.rgs suppress the
i lnptours of  depressio l l  wi t l . lout  a l ter ing the
)urse of  a postL l la ted undef ly ing d isor t ler  of
r ' )known aet io logy (Post ,  i959) ;  as a coro l lary
ithis hypothesis, medicatiou r11ust be cor-rtinued
ntil the underlying i lhress has coure to a natural
'so lut ior l .  A l though th is  suggest ion has gained
,any adhereuts,  thele has been l i t t le  f i r r r  ev i -
lnce to s l lppor t  i t .  Secondly i t  has been sug-
)sted that the effect of ar.r antidepressant drug
ay be to cure the rnorbid process iespollsible
)r  the depressive synrptou. ls ,  in  th is  c lse,  con-
nued medication after the conplete remissiol.!
'  symptor.us eau be regaxled as prophylactic
as lnoch as ihe a im is  to prevent  the r ievelop-
ellt of fresh r-iept'essive episocles.

(EVIOUS CONTROLLED STUDIFS CTF CONTI}JUATION

{ERAPY

here have been ferv prev ious contro l l r .d  s tudies'  
cont inuat io l l  therapy.  Seager and Bird (  1 962)

lected a series of . l3 cr,epressecl in;ratients
litable fof electrc)-cLrrtvulsive tl. iet 'apy (ECT) :
ey \\ 'ere allocated at r;rr.rdtrnr and rr,ithout thr
torv ledge of  the pat ients or  i loc lors.  to  iwo
oLtps which received eithei ir.nipran-rine 50 nrg

D

t .d .s .  or  a p lacebo idenl ica l  in  appearance.  Af ter
orle week on this r*gime, ECT was given unti l an
aclequate c l in ica l  lesponse had been achieved.
Seven days la ter  the pat ients were d ischarged
and seen nrcllthly for the next six morlths, con-
tinuing their medication throughout this period.
Half the fratieuts in each group were switched to
the opposi te drug t reatrnent  to  that  rvh i , . 'h  they
had received in hospital, so that there u,eie four
t reatment  reginrens in  a l l .  Among 28 pat ients who
c-ompleted the six month follolv-up, relapse was
recorded in t rvo of  the l2  on imipramine , : lur ing
the fo l lo ' . , ' -up per iod,  and I  I  o f  the l6  on p lacebo.

Imlah.  Ryan,  and HaLl ington (1965) repor ted
a study in rvli ich the treatrlent of depression by
ECT rvas combined rvith either irnipranrine,
phenelzirre, or a placebo administered by
landom allocation" At the time of discharge from
hoslrital the patients on drugs were instnlcted to
cont inue tak ing the same dmg in the same dosage
lor  s i r  months (a l though not  a l l  o f  them did) ;
those on placebo were discharged without medi-
cat ion.  Six  months la ter  the re lapse rate among
pat ients rvhcr  had cont iuLred to take thei r  lnedica-
t ion lvas s igni f icant l ,v  lor .ver  than among those
gi\ 'en no rrredication in the follow-up period.
Hoile i 'er', r. lssessnreut Of picigres:, wars not rnade
wi thout  pr io l  k l lo$ ' ledge cf  th :  t reatntent  regi -
lu le l ls  to  rvh ich the pat ier :1s harJ been a l loeated.

Kav.  Fal iy ,  i l i i r . i  Gr ;s ide {1970) repor ted a
study i i i  wl i ic i r  deprc: :ed pat ients were t reated
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?i
rv i ih  e ler t ro-corr r  r , r ls ive therupv anel  e i ther
an' i i t r ip ty l ine i r  d iaz-pant .  Af te l  lecovery the
put ients cor l t i l . iued on the sar-ne drug t reatnte l t t
1'or a frri 'rher 5s\sri rnonths and u'ere assessed at
in terv i ' t ls  of  one month,  foLrr  rnonths,  and seven
rnont l is  respect ive ly  af ie f  the cor t rp let ion of
t le l lurent  rv i th  ECT. A large l tL tmber o l  pat ients
was lost  to  the study for  l  var iety  of  reasons,  brr t
amoi lg those cont inuing under observat ion,  the
re lapse rate in  those recei i ing anr i t r ip t t ' l ine u 'as
ntarkedly low'er  than in those on d iazeparr t
Hou'el,er, since diazepant ciir l exert a depressant
act ion in  i ts  orvn r ight ,  i1s use as a corr t ro l
substiurce in such a stucll is inappltrpr-iale.

In 1968 a stur ly  rvAS t re.q i ' r r rv l r ich r i 'as designed
to compare the ef fects of  lmi t r ip ty l ine,  p lacebo,
arrd no r redicat ion ovel  a per iod of  s i : r  months
anrong inpat ients rvhLr  have l lade I  good re-
r(rvery fronr a depressir. 'e i l lness n'lr i;h has been
treated in i t ia l ly  w' i th  ami t r ip ty l in ;  fh is  s tudy
zrlso ainrs to comprfr-' the effect of trvice lveekly
psychotherapy rv i th  i r  reginren invoIr ' ing rn in imaI
contact  t retu 'een the pal ient  anci  1)re psychiat l ic
teal r .  and these 1r , i 'o  a l ternai ive tnethocls  of
t ranagement are super imposed on the genela l
c les ign of  the: t r . r , -11 ' .  The s i r  po:s ib le regin. rens
ri ' i l l  [; : comprl ed for theil el] 'ectiveness in prer ent-
ing ,, recurreri,, '  of 'depl'essive episode s as showt.)
by t i te  re lat ive f i  equency of  re lapse in l l ie  var ious
giorrps.  r 'a t i i rg :  of  depression,  anr l  the socia l
1,J .1 Lrstnrent  of  the p: : t ients.  A pre l in t iur i i 'y  repor t
of  t l i is  s tLrdy is  in  ihe p less (P:rykel ,  K ierman.
Di inascic . r ,  Weissmai i ,  and PrLrsof f ,  1972).

Al l  the completec ' l  s tudies srrggest  that  the
tl icl ' ! ' l ic an'ridepressants uray be partirLlly effec-
t ive i r ,  prevent ing re lapse in pat ients rvho have
been t reated for  depressive i l lness.  However,
that  o l  Seagel  and Bi ld  (1962) was on a very
snral l  scale,  the assessnrenis of  lnr lah er  a l .  (1965)
were not  'b l ind ' ,  and thele are object ions to t l re
'cotr t ro l '  d lLrg usecl  b1,  K31'  et  a l .  (1970).  More-
over ,  in  a l I  these three t r ia ls  the or ig i r ra l  t reat-
ntent  inc lLr" led e lect ro-convuls ive therapy,  so
that  in  noni -  has i t  been possib le to s tudy t l re
effect of continLraiion thera,py tvith exactly the
sarne t reatment  , ts  wi ts  e f lect ive in  the t leatnreut
of  the depressivc :p isot le .

INITIAL TREATMENT

The present sttrdy w'rrs noi t lesignetl to evaluate
ol '  co lnpare the in i t ia i  t reatnrents.  T l ie  psSighis-

trist l izirl a free choice fl om trvo establisheu
tr icyc l ic  ant idepressant  drLrgs,  the onlv s t ipu la.
t ion *  as that  the dai ly  dosage shor"r ld  be 1 50 nLg a
day t ' r i  more.  l t  rvas st r ik ing that  so large 1
proportion of patients iailecl to shor,v satisfacton
response to treit i l .uent: approxinrately 40':
wele g iven a l ternat i l 'e  t realn lent ,  and another  2, \
pat ients (about  l4) ; , )  respondecl  bLr t  were not
sLrll iciently rvell at the er.rd of l0 rveeks' treatmenr
to be e l ig ib le for  cont inuat ion t l ier t rpy in  th i5
t r ia l .  fhe fa i l r - r le  of  a substant ia l  proport ion ot
pat ients to respond wel l  to  ant ideplessants i5
rvell documented. The proporiion in the preseni
se r ies is  s imi lar  to  the proport ion of  non.
responders to i rn iprarr i r re in  the MRC tr ra l
(1965). in which 29 oi 63 pzrtier.rrs (469;) failed
to respond to inriprantine atier four tveeks and.
leqt i i red a l ternat ive t l 'eatment .

EFFECTI \ ' [NESS OF  CONTINUATION THERAPY

Taking the frequency of relapse as the criterion
of  the efTect iveness of  corr t inuat ion therapy,  the
resul ls  of  th is  l r ia l  c lear ly  shou,  that  those
paiients rvho received tl. ie active dlr"rgs had an
advantage over those u'ho leceived placebo.

The  i t c tua l  consump. iou  o l  d rugs  i s  o f  some
inrpor t r rnce in  th is  context .  I t  has t reen shoun
that patients frequently fail to talce their medica.
t ion (Wi lcox,  Gi l lan,  and Hare,  1965;  Wi lson
atrd Errc.rch, 1967), and attention has been dra*n
to t l re  need to ensure that  t leatment  is  taken a:
p lescr ibed i f  the resLr l is  of  a t r ia l  are to be
val id  (Por ter ,  )970:  Lef fancl  Wing,  1971).  In  the
preseut stLrdy, it i l 'as unfo|tr-rnately not possiblc
to obia in sLrppl ies of  tablets rv i th  an added t racer
substance such as riboffavin, because the safett
of  sr -Lch a conrbinat ion would have had to be
tested beforehanc[. thereby considelably delay. ,
ing the staf t  o f  the t r ia l .  For  th is  reason a les i
satisfactoly technique-namely, a count of the
tablets retumeci to the clinic each mouth-wai
enrployed but yielded too ferv data for usefrrl
analys is .  FIad the t r ia l  shown no advantage to
pat ients on the act ive drug.  t l - re possib i l i ty  thr t
the f ind ing rvas due to a fa i lure to take medica-
t ion woLr ld l rave been a major  considerat io l l  i i r
the in terp letat ion of  resul ts .  In  the event ,  horr -
ever, although any failure to take the treatment
may have underestimated the value of continur'
t ion therapy at  the prescr ibed dosage,  i t  cannot
have obscLrrecl its benetrts.
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Whereas these findings cotrfirnl the suggestive

evidence from earliel strrdies, it shoLrld also be

,nted that  many pat ie l l ts  lvho received the act ive
j iug re lupsed.and that  a substant ia I  proport ion

of ittor. patients who received the placebo

remained well '

The h igh rates of  re l r lpse,  evetr  i t r  those pat ients

receiving contil luatioll t l ierapy rvith active drugs,

may be expla ined iu ra i ' ious rvays.  F i ls t ,  t l iey

misht reflect the existence of discrete forrrs of

me-ntal disorder witl.r in the hetelogerleotls group

of 
'depressive i lh.resses', sol.ne of tvhich are trrore

responsive to drug treattnellt. SLrch a hypothesis

cannot be tested directly by a stLrdy of this type"

Secondly, they could be l ield to suppor:t the

hvoothesis that the effect of the drLrgs is n.rerely

toiuppress depressive svnlp';olrs, rirt l ier thau to
relieve an underlying disorr.ler, and that this is
shown by the reappearance ol' synlptoms when
the drugs are withdrawrl or t l-re <iosage t'edr"rced.
This study provides no dilect evi' lettce of the
existence of  an under ly i t rg c l isordel  of  th is  k ind.
Finally, relapse nright be lelrrted to such non-
specific factors as the social circurirstances of
patients, the quality of care. the personalit ies
of patients and staff, and othel therapeutic
factors unrelated to the phalnracolouical effects
of  the drugs used.  The var ia i ion in  the resul ts
furnished by the several centles in the iuvestiga-
tion could be taken to support this notiorr.

The observatiotrs that so l1.trl l1y patients ie-
mained well on the placebo and the possibil i t_v
that prolonged administlation of a tricyclic anti-
depressant may carry a datige| of serioLrs toxic
effects (Coull, b.ookr, Dingrvall-Forclyce, Scott,
and Weir ,  1970;  Boston Col laborat ive Drug
Surveil lance Progranr. 1972) serve as reminclers
tnat  cont inuat ion therapy shorr ld  not  bc Lrr rc ler-
taken unless there are eood indications for it.
Ideally, it would have bJen desirable to it lentifv
those patients l ikely to benefit frout continuatiorr
therapy,  but  in  the event  i t  \ \ ,as uot  possib le to
speci fy  any par t icu lar  syrrdrorr res in  ivh ic l r  con-
ttnuation therapy *ut oi value. On tlre evidence
oI  th ls  s tudy,  a l l  that  can be sta led is  that  the
pat lents who show most  benef i t  f ronr  corr t inun,
tton therapy are those who have rnacle an in-
complete recovery from a depressire i l lness ancl
cont lnue to show a few l i r rger ing s)  t lp tonls .
_.  

I  he apparent  d i f ferenr ie l  e t lec i  u i  cout i r ruu-I lon therapy wi th amit r ip ty l ine and in ipramine

is surpr is ing and cal ls  for  comrreut .  I t  has a l -
ready been pointed oLrt that no significant
differerrces betlveen patient-groups \vere demon-
strable before the start of continuation therapy,
and that arl uuusual chance fluctuation could
account for the differences shown in Table 3.
On the other  hand,  in  v ierv of  t l ie  possib i l i ty
that the efficacy of the two drugs may have
differed during the phase of continuation treat-
ment, it is perhaps worth recall ing the suggestion
nr i ide by several  workers that  much of  the thera-
per.rt ic value of the antidepressants is non-
specific, their nrain action being due to sedative
ol relirted effects (Holl ister, Overall, Shelton,
Perrn ington,  Kimbel l ,  and Johnson,  1967l-
Paykel  er  a l . ,  1968).  Fur thel  to  th is  argument ,
imipramine has been reported as havil lg very
l i t t le  ef fect  in  contro l l ing anxiety (Por ter ,  1970),
rvhereas amitriptyline has a nrarked sedative
act ion (Blas l rk i .  Mowbray,  and Davies,  l97 l )  and
has beeu shorvt.t to have a marginal advantage irr
the treatnlent of the terlse or agitirted patient
(Bi r r t ,  Gordon,  Hol t ,  and Hordern,  1962).  l t1
acldit iorr, the antidepressant effect of the trvo
tricl 'cl ic antidepressarrts, dothiepin and arlitr ip-
tyline, has been shoivn to be closely related to
their eflect in controll ing ar.ixiety (Lipsedg":, Rees,
and Pike,  l97 l ) .  I t  is  possib le,  therefore,  that  any
ar ivantage to amit r ip ty l ine in  col t i r r r ia t ion
therapy could be Iargely attributable to its
sedat ive ef l -ects rat l ier  than to i ts  aut idepiessant
properties" Tl.rere is, ltoweler, no way of
exarnin ing t l r is  p loposi t ion fur ther  on t l .e  basis
of  the data avai lable.

I t  shoLr ld be empl ias ized that  a l l  the pat ier- r ts
studied had a l ready shown a response to the
drug g i , , 'en in  cont inuat ion therapy and that  the
present  s tudy lurn ishes in format ion on only the
six months inrnrediately follolving rernission
of  syrrpto ixs.  I t  does not  uecessar i ly  fo l lorv.
therefore,  that  cont inuat ion t l rerapy wi th t r icy-
c l ic  ant idepressants wonld be ef f -ect ive in  pat ients
in i t ia l l i i  t reated by othel  methods,  or  for  longer
per iods.

UNWANTED EFFECTS OF IVIEDICATION

The study has provided interest ing data on the
tunrvantetl effects of amitl iptyline and imipra-
nrine. Many unrvanted effects rvele reported,
bot l i  in  the iveek betore the respouse date r i r rd in
the f i rs t  r .uonth of  coni inuat ion thelapv.  Horv-
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evef ,  the in , , ' idenc;  , . r f  u tost  o l  the uur i 'anted
effecls was as l-rigl 'r aulong the patients receiving

;rlacebtr l ls a ri long those receiv ing tlre- i icti l 'e
drugs, ar.icl so cnilrot be attribLrted directly to
the act ive d l t rg.  The excepl ion lvas 'dry mout l . t ' ,
rvh ich d id occLl r  lnore f requent ly  in  the f i rs t
rnonth of  cont inuai ion theiapy in  pat ients con-
t inu ing on act ive I reatr .nel r t  rvho hacl  prev iously
noted this unwanterl effect.

Thesc- r 'esults hi.rve a bealing on the assertion
t h a t  t h e ' b l i n d n e s s ' o f  m a n y  t r i a l s  o f  a n t i -
depressant drugs may be vit iated by a difference
betiveen the unrv;inted etl"ects of the drLrg anC the
contro l  t reatn lent  (Leyburn,  1967,  Elkes,  1969;
Porter ,  1970).  In  the prese,r t  s tudy,  the t r ' rsychia-
t l is t  could not  have d iscor ,e red the nature of  the
tablets, with any degree of consistency, fron.r
observiit ions of unx'irrrted effects. This finding
sLrpports the valr:e atta,:hing to the 'blindness' of
the assessrnents of  r r lapse and so the v i i l id i ty  of
the compar isons of  l i ie  act ive drug ant l  p lacebo.

I \ IULTI-CENTRE IVI  ETHt. . ] i )  OF INVESTI GATION

The cornplex nature lrf t l ie present irrvestigation
should be enrphzrsizecl. It r 'vas cor.rducted by
nlerr i rs  of  a n iLr l t i -ecr , i le  co l labor ' . : t ive appt  oach,
as in  t l ie  MRC tr ia l  o f  t reatments of  depressive
i l l i i : is  (1965) lh is  approach r 'vas adopted here
bei.rlrse of tt ie ireed to identity a relatively large
ruurnber of  pai ie l i ts  at  the star t  o f  in i t ia l  t reat-
nrnt  in  order  to y i : ld  an ac lequate r tumber of
paLients eligible f,.rr the trial of continuation
t l rer 'apy.  This n. reant  that  i t  was necessary to
record the relevairt details and assessinents for
all prtients rvho might becorne eligible for the
tl ial. There have been ferv. if any. plevious trials
ir.r rvhictr this pleliminary step has l iad to be built
i r r t o  t l r e  s t ruc tu re  o f  l l r e  i r r r es i i ga t i on .

A fLrl l-t inre coortl in;rtr-rl ivas appointecl to deal
rvith the administraLive aspects of the study over a
tota l  per ioc l  of  about  for i r  years.  In  addi t ion,
regional olg;rnisers rvrre appointed in the eight
centres to rnake local  a l rangements and over  100
constrltant p: ychiatri;ts were approached rvith a
view to pafricipation. Forty-trvo psychiatrists
reportec l  on pr t ier r ts  receiv ing the in i t ia l  t reat-
ment and 34 of them entered patie nts in the tri:r l
o f  cont inuat ion therapy.  Horvever ,  in  the c i r -
cLlmstall.es of the preserlt study, there is no
alternative to a r.nulti-centre trial rvith an
elaborate coordinat i :  ig  s t r l lc ture.

R. H. S. i\lirrdhtntr, C. Hox'lutttl, ard IIichuel Shepherd

The  Con rn r i i t ee  i :  g l ea r l l  i nde l r t ed  t o  t he  t o l l o * i ng :  t h ,  p r r
yrsychiatr is ts , "a,ho acln i i t ted pat ients to the t r ia l  and fo l .  

' - i ,

iorred t l ie i r  pfogress:  the psychiatr is ts rv l to reported sn p
pa t i en t s  r i ho  d i d  no t  subsequen t l y  en te r  t he  t r i a l ;  t h r  P
pharmacists ivho disp 'ensed the t r ia l  t reatments;  to Petr
Merck,  Sharp and Dohi le Ltd.  and Geigy Pharmaceu. i :

t icals,  rvho suplr l ied ar i , j  packed al l  the ta l : lets;  to l r , ls ,  - :
Al ice Snr i th and l \ ' l iss Carol  Tenlr ' ick for  assistance ui th ru

the records and stat is t ic i r l  analysis:  and to a l l  those wl6 ;
assisted \ \ i th the t r ia l  in rnany other ua1,s-  R.H.S.M. was por
supported by a grant  f rom the Medical  Research Counci l  B
The authors are especia l lS '  gratefu l  to Dr-  Ian Suther land,  pos
Directol '  o l  the MRC St: r t is t ical  Research and Servicei  Jr
Uni t ,  for  h is guidance at  a l l  s tages of  the invest igat io6 Seal
and for  h is advice in the preparat ion of  the manuscr ipt
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