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Clinical review

Efficacy and saf'ety of antidepressants for children and
adolescents
.f on N.furt'idini, Christophcr.J l)<ieckt:, Pctr:r R N{ans{ielcl, },Iidrellc \,1 I [:rbl', l)avict B ],lnnk<:s,
Arrnc L'lirrr.kin

Hon, sale ancl ell-ective a"re anticleDr-essants irr childrr:n lurd adolerst--ents? I'lre atithors of t.his levierr-
ltave lbr-trrcl clistr-rrbing slrorlconrirrss ir thc rrrctlrods arrcl rcporting of rrials of ncncl antideprcss:urt-s
irr this paticrrt srotrp

r\nticlepr<:ssunt-s intt.rduccd sincc l!19(), cspccialh'
sclt'-ctivc srlotonin rcuy;takc irrhibit.ols ancl velrlafix-
ine. hal'e been used increasirrgly' ls iir.st line treailrent
firr dcprcssion in childrcn.' ''l'h<: saf'etr of ltlcsr:ribing
:ur ti <lcprt:ssan Ls to r:hil<lrc'r r (irrr:h-rtliug adolt:sccr r ts) has
beett i,he sulliect ol irrcreasirrg t:onceln in dre c()nllnr.l-
rtitv arrd the nredical protessicrrr, le;tding to lt'cornnren-
cla.tions ;rg;linst theil usc fir>nr govctnrnent irnd
intlustr',v (lrox 1). [n this Jrapcr-, r\ic r(\,ic\\: thc ltulllished
lileretule r>rr the elficucv arrrl saletv ol nerrer'
ar rtideplcssants in cJrildr:or.

N'Iethocls

l laving critit.iscd tlrc wi.l in rvfrich Kcllo ct ll
intcrprctr:tl tltc lesults <>f t.hcil stud,v,' ' u,c sr,trght rrr

Box l: Warnings about antidepressans in

children

June 2l)ll3--Ixtter fi'on Glrxr:Smithl{line to all
ttteclir.al 1:ractitiotrrrs irr t}re I.Irriterl Kirrg<lour ar tivelr'
tfistrrrrrz$iug tlre rrsc olparoxctine in patients lcrs
than 18 1'cars of age, on the basis of rccentlv cliscltrsecl
trial results shorriug tnacceptable risk nf serious
adve.rse e$-erls, including hosrilitr- arxl sui<:idalitr'.
r*-wr:r'eseiu cl4rnrter:tit'ln,orgzti.sls./ PrxilRis ks{ Xi 0.er.h trnl
(aceersc(l I 7 \lar' :20{t.l}

Jurre 2{Xl3--Walning fionr rhe UK Corunittee ''
Safetl.-of l{edic-incs against the use of paroxetine irr
r I tildret r. rrrvu:tt r I rril.gor,.r rk.r rervsi'lt t()3
ser<r>:rt I0(i0l'r.pdl {acr:essed I }lar 2t)(i4)

,\ugust lU(ll3--\\arrrings abour renl:rfaxjnr',
prurnulgated Lry the rnarlrlacrtrrrer. llrrrrie-ftbx()r.(orn/
prii,:Wy.eth Ht)P.1xl{ (acces.sed 13t) l)cc 2003)

l]ctcmbcr 2t)t)3-t-K Comnritfcc on Safctr ol
\lc<iicincs balrs all rcmainin( sclccrivc scrotonjn
rcuptalie iuhillitors. except fluoxetine, firr use in
patients ruxler I 8,r'ears ol a11e. metlir:ittes"nltr':r.gor,.uV
o urx'or"k'monitorsafequalnccVsafctl'messagcs/
ssriorretrien'_10 I 903pcif (accesrecl S0 Dec ?003)

\'{arcjr ?{-}1]4-}'flA i,ssues. Publir: Helilt}r Ath'isorr trn
<eutiour lirr use ol turlidel)rcs\:ults itt acltrlls art<t
tiilc{ren. r*n'n:lcla. gol',zhbs.r topics.;AlriS l'f[R 5,,!tX }.1,/
ANS0l!S3.l:tml (accessed ?7 lr'Iar 2lXl4)

Summary points

Ittve.tigators' ct,rrtlrt siot r.s .,rl tl,. .trr' ua', of lrcl er
antidepre$sants iu childhcxrd depression have
cxagg'crated their bcnefi lr

Irrrprovcmt:r'r( in contrnl groups is strong:
additional trenefit lrorn drl5;s is of doul"rtlirl
clinical sigrificancc

;\dverse e{fectr hal'e been dortnpla,v-ed

Antidepressant drugs cannr:t conficlently bc
rcconrrnendcd a-r a treatment t:ption firr
ctrildlr<xxl rleprcssion

A more ritic:rl;ipproach trr <nsuring the validiq,
of putrlishecl data is neerled

check the rp:rlit,l,' ol methods arrd lcportine erl other
published trials of n(jrvc'r allti(lcprcss:tnts in <:lrildren
(rox 2). ()f s<:r'<:rr q;rrblishtrl r-:trrckrrnist:tl i'oulrrrllcd
triuls <if rle\vel' lntidepress;u)ts for depresserl chilclren

1;ublished iu reiereed .jorrrnllls. s.ir ust-d ir placebo
c:onfrol.r:1-r \Ve analvse..l cach study's mcthods and ther
extent h) rvhi<:lt aul.lr0rs' con<lusioDs rv<r'c supportcrl
bl data. The scvt'nth sttrch'. rvhich corrp:ued 1r ne\\'er
;urd(lq)r('jssant. rvi th a trir:r'r:lic irntidcprcssal)t rr'itltout
lintiing sigrrifi<:ant. <lift-crt:n<:e," r\:as n()1. in<:lutlt<1 in thc
arralvsis trut appe:rls irr dre tal,rle on brtrj.cr-rnr.

l'unding 0f trials

Pharnraccntical corripanies paid lbr t}c tlials artd
othcnvisc retnur.r<:ratccl the arrthols olat le:rst thrce of
tlrc four largtx studi<:s (tairlc).
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Box 2: Search strategies

Medline (1989 to February 2004i and Embase (1988
to 20(X week 04)
t"l)r'prcsrive Disortler'IJ\leSH l) ,{\D ("Str ( )t(x)in
Llptake Inhibitors"ftvleSlll OR "Anticlcpressivc
Agents"[MeSH] OR. "Anticlepressive Af{ent$,
St:cond-(]ener;rtiorr"ll\{eSH.l OR "Anti<leprcssive
Agents.'lric,vr:lir:"[]\,teSHl ()R citrilopranr OR
ctuloxetine OR escitzlopram OR fluoxctine OR
flnr<rxrmine OR nrilnaciprzur OR miltirzzrpine OR
rncxJobernitle ()R netazudclne ()R trinrxetine (JR
t clx rxelitte ( )R s('l Ir.tline ( )R f r.rzcxltx rt. ( )R
venl;if lrri nc ),L\ l) (mr rdorr r irt'r l <r rrrt rr rlkxI
trial[Ftrblicatirrn ly'pc1) AIrD {"Child"i}teS}11 OR
''Adolc.scent"l NleSl l l)

PsycLIT {1985 to February *.eek 3 ?004)
(cxp Serotonin Rcuptakc hhibitnrs.; or cxp
.,\ntideplessiurt Drugs,/ or exp Nlaior l)eplession.' or
cxp PAR()Xt. |INE or cx'1: FI.[ ()X]. I'lN]1, r>r exlr
SliI{I)t {LINlli' {)r e'xp Iv10{ll-OBEI'IlDE./ or exp
FLL1'OK{\{II\iLI or exp CI]ALOPR{}vIr' rrr esp
TRAT-ADONE,/ or exp Inipranine,/'or cxp
Artidepresszurt I)nrgs,z' or exp'IRICYCI,KI
AN flDEPRTSSAN'I' DRU { J S,/ or exp l)es\rnrmine./
cx (kcwvords) l'enlilfariine or dnlo:ctine <x
esciuloprarn ot lnilnacipriul ()r nlil ' i lrzal)iue ()r
lrxxlobeurjde or neflzrxlone or relxrxetirre) r\lill extr
( ]HI I"D PS\I ,Hl \ I  R\"

[fficacy
'I 'he 

tiJrkr ()I) l)nri.r{.)n) surruralisrs t.lt: tr-ials rcr:icu,trl.
;\ ronl of 4,77 l)itttcnts in tht- six studies rr,o'e reaterl
\ritIr par'{}setiuc, flnoxclillc, sc-rtr-alin('. or vflrlttlaxiuc
( > 2:l't ' i, drLlp()uL\), arrd .164 !\:ere tte:rted rvith placebo
(z2it'\' dropouts). ()f 4,2 rePorted nre:rsures, onlv l4

shorved a statisti(ral ldr'anngc Lirr an antirJeprcssi-tnt.
Nort of *rt: 

.l{) 
rnc:rsrur:s rclying ()lt l}ationt lt1>ortt<l

()r l)arerl| reporttrl oul(:()ules slrorr,ed sig-uiiicant
acivalltaqe fbr lrrr ;Irtitlei)rcssllrrt. so tlrzrt cliririls lor'
cfli:ctjvtr'ncss l't:rc l>as<:d entirdy on rutines by <lo<:tcx's.
)io rtudv Inesented (lata ()n r:rtes ()f al.lerr\)ted self
hartn, p|esentations t.J ellrcrgency Or nteutal he;rlth

s<:n'iccs, or s(:h ()ol ir.ttclrdilncc.
-l\r'o 

srrrirll stu(lics ft)urrd n{} statjsti(::ilh, sip3rilir:ant

:t<lr:urrtarte 1bl antirlepressants o\,c:l Placebrr on any o[

thc oulcorne nrcirslrrcs lt-1ror'ted." ' ' ()f thc lt'rnaining

f'r>ul pap<:rs, Fr<r tlirl ' 
' 
and tq.o did nor.'" ,qlrorl, stl.rtjsti-

t:all1, siolilll '11rt :l(lviurlnges for' ;-ur1i<ic1>r'css:lnts ovcr'

pla<:ebo crn plitntu\' ()Lrtcorne lrlcasLlles.

lVe rrteta-anal]'scd the Iive publistrcd studics .rr

sr':l<r'(ivc scrotonirr l 'cul)t1rkc inlrilritols bv usinu t.trc

standaldiserl rrreau dillererrr t-' (Hrrlges' g) ns drc

r|leasrrre of el'lect.' t " \\b avclased rclevaIlt outcc)r'nc

Funding sources for

Tfial

Simeon i:i ar ftss0i'
rvlanrl0ki eJ ar {1997)'
Emst re  e l  a l  (1997) '

(erei eiar lioo r ir

t r ia ls of  ant idepressants

Sou199 of lundins
l'loL dlscloscd
tu.r1 Cr5r.lo''.J
ln,'oLreo io |rrjiioi.i ifstrtLnd 0t \lerat rrejiii, or,r ron
dala sng:v lflal stl{r}l ulil i??rTpd bI Ell Lllllil
Glai0SnrithKline; l!,r'o auth0rs empl0_vees 0l
GlaxoSnithKline

tmslie el al (20021 Eli Lil y: all aulhors empl0yed by or olherwise
contracled t0 [] i L.i l ly

wiq.; tr l i  20031- otrzej. it 'ut:rlr: paid by Ptrle'. r!;0 Prr,er erDto,/pes.
' 'sludy s[perv sor" lreid slock Optr0rs in Pi lef

lneasures n'ithin str"r<lics uncl then poolecl tlienr acloss
studics bl using ir r'rlndoln c-l cts rn<.rdel. \Ve iuclLrded
illl < ontinrrotts ()ufc()lnt tn(:asll't1,s lt:llttrxl l()
rl<1>rt:ssion iill(l l)c'irlIh r<:latc<l qualitv o1'lifr:. 1'hc cJfi'r't
s ize was srnal l  0.20 (( | i r ' l i r  i1111l ldg1rte intc lval  0.13 t<r
0.4()). Assurnirrg la st:urdarcl deviation oI scores ol' I I to
.14 on the rr"visccl childrcrr's <lcpl'ession ratirg scalc
in tlcplesst:tl <:lril<ilcn, an clTert. sizc of(l.9ti is ct|rir,el-
crnt to a lerv rnoclest 3 At 4 pornt dillb|trrcc olr thc
st :a l t : .  t r ' l t ich has a r :urge of  possib l<:  sc( l rcs 1 l ' ( )m I7 t ( )
I  1 3 .

,\s regalds unl)ul)lished str-rdies, \ve u()lc li-orn u
reporl liorn dre LIS Food and Drlrg ,\dlrrirristlltiorr
(lcnt<:r tor l)nre !-valuarion :rnd R<:scarr:h that orrli '
or-rc <>f rrinc' sho'lvc<l a sndstical a<lr,:tnt;lgt' for dnrst
ovcr placebo. "

r\dverse eff'ects of treatment

I!-calrse the lirllow up peliod lirl dre larrdonrised c:orr-

trollr:d tri:rls \\'as short, and nunrl>c'rs rve-r'c rcladr.civ

sm:rll, scr-iorrs a(hcrsc r:l rts rr'elc likcli' to lrt l-crr:

\1'lielt drey (io (x(rrr', u'e lould therclole rxper:t.

:lrrthors ter tllar'r :rttentir)ll to thern. alorrq rrith d;rtn

rrr,irilablc tionr oth<'r sollr(:es that suggcst thl-rt scliorrs

a(i\:ersc ef{i:<:ts rrriql}t r><rlr. (){'!)li I):tticnrs trt:at.ccl rr,ith

p:['oxetine b1' Kellcr- r]t al, I I had scrious advcrst-

citnts, c(rnparcd rvidl 2,'87 in thc plac<:bo eroup."'[-hc
;rtrtlxrrs [)r'cscr]te(1 n() sl;rtistici.ll analvsi), llrt tlrc rlillcr-
c'rr( c lv:rs sigrrif-rcant (Pe:rlson's /.:' ..'. (i.i)9, df ..., l .

P, , ' .0.0 l ) .  hr  spi tc o{  rh is st r ik ing ct i l l i : ' r 'encc i r r  :c l iorr"
(:r'cnn hcfir,ccn Paroxctinc itnd pl:rcclx), Kt:llt:r' ct. al

condudc'cl 1hal, "1>aroxctirr<: \\iils goncrll h' l.cll

1()Ifl 'ated in tliis a(lolescent p()pulati(rn, uud rrrosl

advelse ell'ects lr,e|t' nr,rt se|ir..rrts," t-verr thorrgh sei,crr

I)aticnts lverr: aclnrittccl to hospit;rl <lurinq trcal.rnr'rrt

lr,itlr Paroxeline.' I:ultlrernx-u'e, desJ)itc lii 'e oi t.hese

lrat icrr ts  beir rg adrni t tcd to hospi ta l  rv i t l r  cvents krrorvrr

t.() ()cnlr lr'ith thc rrst: ol s<'l<r'ctivc scr()tonilr r<ruPt:rkr:

inhibitols. inclurlins srricirl;rliti ', onlv r>rrt: sc'rious c\'cnt
(headar:he) rr.as judged lrt' the treatinu iuvestigatr)r lo

be lclatecl to p:rroxrtirle trertlnent. Tlre o ittlia lirr

<lett:rmining causat.i()n ol ser-ious cvr-nts \{(il-c not

sliu c(I.

Anroug 37li paiicnts il the lr i;rl br \Vagncl et a]., 1)rrl
(I7,'I89) trcatc(l \rith scltl"alinc rvithdrr:rr' bccausc trl'

a(ilcrse cvcnts, (:()rnp:I'ed $-it.h ilrlr' (ir,/184) in dr<:

platebo group.lr I'hese :trthols als<.i qxtl-llisltetl n<r

stllti:jtical anal-vsis ol' this <-rutcornr- c)r det^ails of tfr.

advclsr: c{Ibcts. but tlrc cliflcrence irr rvitlr<lralval lrrtr:s

rr , :Ls s igni t icarr l  ( l ) t ' ; lsotr 's  X! : t i . ( ) : ,  < l f -  l .  l ' - (1.{ ) I l .

Wrgner et al r'e1)(r-ted severr;xh'el'se cllert.s ilraL

r.tccrrr-red irr at lc;rst 5ili ' of the sertl'alinc s.:fouJ). at l(-ast

r'rvicc: as ofi<:n as in tlrc placcbo. I)<:spitr: tltes<: r-r:srrlts

*rer- concluded that, "seltrerline is rn elfcctive, sali. arr<l

rrcll lolerated sholt-tel'rr) il 'cr,rtlrlcnt fi.rr childrcrr ;rnci

:tdolt:sccnts."
( ) thcl  soru '<.e;s of  r l ; r t : r  sul ) lx)r t  t l t t :  r ' i t : rv  t . lur t

ldvclse e{Tects r r r ig l r t  Lre rnolc l i 'equert t  t l tan t i rc

:lrthors oJ thcsc sttrdics irnJrh,. F<,u' c'xarnpic. childlcrr

and adolcscents \'vith otlscssive comprtlsi'i 'c disot-rll:r'

cxhil>it. a variet)' of tlcirtrnent e-mcl'!{enl. t:flc<:ts o1'

lluoxetine, irrt h,rding an "acti\r:rtion sl'ndrolrre" aller l -

ing up to half r>1'1<xrng patisrts; self injrn-ious idc;rtion

or ll<:tritviour \v;is sc('ll ilr ti, ',12 l)irticnts.r' 
' l 'hc 

laih,uc

oi  t i rug cornpanies t<> t i is t i rse iu i : rcasecl  sui t i t ln l  nct i r -
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i lv setondan to llrese dmgs is :rlstr rhe subject ol-
nruch debatt : . "

Studv nethocls

Withdrawals

Iligh r':rtcs of iuirhdlatval occlurctl in all thc strrdics,
rangilrg liorn l7t|,ir to lJ2% tirr 1t:rdents tlr:atcd rvitlr

seler:tive serolorrirr lerrptalie iirhibitols arrd ftorn I7'i,i,
to 40'Lir firr placcbo tr<:irtr:d p:rticnrs. Suclr high raics .)t
rt il h<lral'al 6r'e1 lrl:rrjvely sh6r't str,irh' pcriods (t1'pi<:all1.'

S-il) s'ecks) raisc c()rr(errls al-r()ul the possiltle
.irrtlotluction ol bias bv thc :'rnalvticitl lnelllod chosen.
llosf of' thcsr stud.ir:s trscd :ln intt:ntion t() trc:rt, last
ol.rs<:rvntion r:;rn'irrl fonvard apProat:h. l-lrc last otlst:r-
val.ion crurit:d lbnvard apploach is basecl on the
assunrption (unlikelf irr childhood deprcssion) dt:tt dtc
<:on<lit.i,rrr of p:tt.ie:nts rr'lro h:l'<: tir<4rpcrl orlt 1()ul(l
hale rcrnained rrrrcharrged iil tire rernainclel ol the
strrdr ' .  hat l  thel  cont inrred in i t .  In uort 'of  these st t rd ics
lrel c thc rr,ithdl,arr,n paticnts irsscsscd at thc cnd 01'thc

tr-ial to asserss th<',ir oulconrc (a "tnrt:" inl('-rrdon 1o lt-eat

a1>1>r'oach). "I'he hieher the thop-out r':rfe the nrole
like-h a last olrservution crrlir:d lirnu;rrd upprr-rach is to

1 r r , r r I t t r ' <  t t r t t t ' l i a l ' l t  r r ' s r t l t r .

Use of categorical outcomes
(latcgoricrl outcomes (such as response arrcl rerrris-

siexr) art: likclv ro inllatc srniril difl'cr<:nccs bctrvccn

gjrrups.' ' .As <:utcgori<::rl ( )ut.conrcs arc usuirlll ' lxtserl <>n

<lutu li '<lrrr r:orrtinuous rrrcAsures, thc dillcrcrrcc in con-
tiltr.rous mcaslrrcs sirorrld aliuavs irc <x:rrnirr<'rl tirst and

.-ivc:n 1>rit>r'itl: 'I 'his i4>1:roaclr lras oR.r:n n<x trr:err
{i;llou,ed irr the clrildlrrod anti<lepressant literature,

whele three o{ six norninated lrriuurri ()trtrrorne

r':rri:rlll<:s lvt:rr: categorit:s crcirterl bv dividing contimr-

ottS l I I t 'ASLIICS.

Unblindins
'I'[rc 

lcrtl prop(l] ti(ln ol'clli:ct attli]rutairlt' t.o a s<:lecti'r,c
st:rrrt.oniu lcr"rpt:lkc inhibit.or mav llc lerss than
al-)pxlent, riven thar the placebo velsus chug
di{Iircnt:t: is Icss rvhcrc :l('ti\rc })lirccl}{) is usecl (that is,

Jrl:tr:clto l'itlr an itctivo I)harnlafoloci('al pr-itrcipk'- that
pr odrrces side eflccts).' ' 

'l'lris 
finclirrg suggesls t.hat palt

ol thc irnpact of :ur ?)ctive dluq rrriuht be duc ttr
unblir-rding zrs a r<:sult ul deter:tion ol'sidc cfltlcts lx'

l):ll.icnls :ilxi (locl.ors. N,.r tlirla :irt: givcn in arry' p:r1rer'
leviewc<l hele on tltc elI'ectiveness of b.lindirru.
IJlindine rlas "esst'rrti:rllr'" uruintained li.rr' .r subset ot
thc p;rrtit'ip:rnts in thc- linslic ( l()1)7) stue1l'.' "'
I l<>u,cver, thc aul.hols r.lid rrot t:xamirrr: urir,t:rs<: t:r't',nl.s
as tr possitlle caust: of rrnblinding, and ther,,' notctl irr
tlrr:il r-onclusions that "the r-olt'- that rninimal sidt:
t:lTr:<:ts lor t.lle a(:t.iv(] nrcrlic:rt.ion plavc<l rrndor,r]rt.crilv
<:orrtlibutes t() lhesc firrdings." C)tlrcl rvork suggests
that clirrici:rns rvi)l havc pcrlbnrred l;ett.t-r' thr,trr ch:rtrce
at plt'rlictinu rvhe,'thcr or not thcil ])atjcnls rr,cr-c ()n thc
:rcti\'c (lnlg,r; so that uninlt'-nrlcd bias rnav l;c a
r orr I ril rt r 1 i ng or- <l ecisirrr' r':t t rsr' olt ol lsen,c'rl r li flitences
betrvet'tt thr- drtrs :rnd placebo g'rr.xrprs.''

Doubtrul clinical implications of statistical
superiority to placebo
(]ivcrr thc large placebo ellect irr all sb; strrdies
lt'vicl'ctl, t.h<: r:iinit::rl significur<:c of lhc <h-us cl-lcct.
shor"rld be questioned. liol exarnple, in spite o{ a onc

30
Ease l i ne l  2  3  4  5  6  7  8  9  10

Visit week

Weekly and overall adlusted mean sc0res 0n revised children's
depression rat ing scal€.  Week 1,  P=0.09:  vreek 2.  P=0.08;  ureek 3.
P=0.01,  t ryeek 4,  P=0.008; week 6.  P-0.37:  vreek 8,  P=0.18,  vreek 10,
P"0.001;  nrean response, P=0.00/ .  Rep'oduced, $r i th pei ln iss ion.
kom JAMA 2003:290:1 033-41

h,eek placebo le:rd-irr and exchlsi()lr ol initial placclx)
lcsl>onclers, I:.nslic cI :.tl (2{X)2,1 filrnrl tlr;rt, ior- thr:
rrrciir*lre shou'irrg l.hc grezil.cst a(hanl:rgc of lluoxtlirrt:
r'rver placebo (r'cvised ciiilclrcrr's riepressiorr laLirrg
scalt:). thc irnpl.rvcmcnt in the pl:rcetro gloupr rr,as 7t)()'ir
olthr: irnpror-enrcrlt sccrl in the lltxrrct.inc glor.4> (22
pr.rint decrease lirr fluoredrre rr lli points lbr placelr<-l).'
Sinrilarlv. thc firct thirt tlTri'l) c-r{ the imprr.rvenrer)t ir} the
s(frtralilrc llroup \vas rqrroducctl in thc plar:ebo gr-orr1;
clisls sonro drrubl. on \'Vagnt':r et al's tlairr,";tnd \rnl1c\'\
cditolial supp(x't fol that clirinr,"' that theil l'eiiul$ are
clinicalh', as rvell as statisticallv. sigrril-rcant. 

-fhis 
is illrrs-

ttated bv thc glaph frorn their papcr'({ig), rvhi<:l-r sh<xvs
tlt:rt. ell.lrough thet' li.runtl a sigllilicurl clift'elencc at l(l
ueeks. it r\'AS \,erv slr)all in sizc [ur(l rrnlikclv t<.r bc ciirri-
r :al lv important.

Qrralin' ol' r'epoltirrg

[n discussins tht:il orvn data, th<: iluth(lrs of all of thr:

Iirru largr:r- sturlics h,rvt: exagg(l-iltr:(l t.hc lrc:ncfils.

dorvlplaved tlie ltarrns, cu' botlr. 
'fhis 

raises the
(lucsti()n of rvhctlr<rr thc .jounrirls th;rt publishccl t.htr

lr'-sc;rr<:h ler.icrvsl tbr: stu<lit'-s with a sulficient <lc:glcc

ol'stnrlirrv, given the ilrll)ormllce oi t-he subjecl Despitt'

thc uuthols'initial clnirns, data lr1-roltcd trv Keller t-t al

sltor.r'cd no st:ltisti(:;rlh' signiiicarrt a<lr,nnt:rgc o1' th-u{

ovt'-r 1>l:rt:tro.' \citlru of thc ll 't> pr(r-desigralc(l

plirnarl ()ut.c(.,rue rue:lsures (change lioru l.raselirre ut

the score on thc I{alnilt.)n rating scale (dcprcssion)

lnd "rcsponsc" d<:finexl as ;-r firll in st:orc'bclol' S or'lrt'

5()(l ir). lvere sigrrifit:ulrth, dill 'erent lrtrr'eeu paroxetine

and plircel-ro. Intt'rpletation oi tlresc tl;rct nzts cortlitst-d

lrr, ;ur uncxplitincd cltangc irr tllc dcfiuitiun of
"rcs1><>nser" to "n:rluct.iorr <>f I Ii\N{-I) t.o bclol' 8". :\ltu-

ilg this tlefirriti<>n erratrle<l the:rutliols t<.r clainr sigrrili-
cArce orl r-r prinr:rrv endPoint. 

-l'he 
:ruthors havc

srrbscqrrcntJv nro<lilicd that dairn to [raving shorr,u a
"si gn:rl li rr t:lfi <:;rr'."""

'l 
he trvr-r studies rrllirnately" pLrl>lislted l-ry l,rnslie an<l

t ollcaqres in I !)i)7 .rnd 11002 (R l\l-N{(l-X065 and I} I \'-

\'l(i-II(lll) wc1'c thc sulrjcr:t ol a "statisliurl levicrv" l11'

tlie US Clcnter frrr L)ms !.r,aluatiorr iurd lleseiu'clt.' ' '
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' l 'hat 
ri<>r:rrrrrent slron,ed that tlr pr.especifieti prinrarv

()ut( :otnc rnc;rsur( . r  in t ILc l i rs t  l . ln ts l ic  stn<h,rv:rs
pr'op<xt.ion of corul>letine [).iticnls wlro lr< [ri<.r,ctl
lccovell. 

'I 'hc, 
origiual rlt:fitril.i,rn of rt:covcrt, in tlrt:

strrrh'1>r'otocol rtas :t scerlc r>1 S 28 rin thc rerristrd cltil-
dlcn's <lcpr<:ssion r"ating sc:il<: (' 'r.<,'nrission") ;rnd a t:lini-
cal gloltal irnp|cssiorr-impr()\rrncnt scorc of I or Z.'ftrr,r 

thirrgs are clclu : lirstly, tlris rTreasurr' did nol rearrh
sLltisti r'.?ll sigr riliuu rce dr ..-.. {).:,3 9); secot<ilv.. rvh en the
stuclv rlas publishcd, ner,r Pr irrtlrr ] r)ut((,nlr: ntelrsr.tl.es
r,ere used (see urble orr bn!.t.orrr).

'l ' lre 
uutlrols clrose a rcductirxr lir>rn ltaseline <tf

>.:l(rrri, oll tlre reviscd chiltlrenls tlepressiorr r.atirrg
scale (slrol'n on post hoc iuralt,sis o{ tlte fir-st stu(h/ to
sholr' lar'<lurablc arlr,antagt- t() flLr()y(.t llc',) us dre
singk: 1>rinrarv cnr\>oint lil- tlr<: s<:cond stu<lr-
(B Il'-Nl( l-I l(iJ!.).' Il*vcv<r-. tir<x fountl no sra(isrical
dift-crcnr:t', b<'-t.wct:r'r fluox<:tine and pl:rccb() on tt)is
neiisurc. Altlrough [.]mslic er :il <licl statc in thc r.csults
,t(l:ti()fr th:it significan(tc lfits n(lt r-t_-l-rchr<l ()lr
"r'espolrsc." tlrc'.y cliri not nrake it r:xplicir that tlris
mcant ;1 fhilurc to shorr' <:h:rnge on t[rcir staterl
pr imat 'y  ( )utconr( ' ,  an<l  t l r t ' ,v  urakc ntuch morc ol  thc
re cond:rn' en(lp.)ints th:rt tiid far,our. f h-roxe titre.
\,Vhenrwel the {irilure to shr,xv suJ;erior.itv ol.fluoxetirrc
over placebo in achievirrg .2r0ilir rcclrrctir-rn {i.ont
basel ine (x)  the rat i r rg sr :a l r  i . \  r .e l )o l . t rd,  n le i l l l
inrl-rr<tr:ernent arr<l "reurissitln" are given equal t'ciuht
irr the pulilished paper. irr4>lving that one or.bolh o[
thenr rv:ts ulso ;r 1>r'irnart, en(ll)oini.'I 'he urrtlrors qo on
to rnakc an urrr[Irlit-irxl clainr ,rf clll]lrcv, cvcn thouglr
tht: drtru shorr'<r<l ll() sillnilj{tiil l l. arlv:lnt.agc ovcr.

l)l:t(:cl)c) <tn t.h<: sin gl<: prirnalr, i )ulrt( )ntc ttrt:itsru.c.'I'h<'-
inrlclrcndcrrt "sratislical lcvicrr',' on lhc othc'r- irand.
r:onclu<lcs t[r:rr, "tlr<: spons()r <iic[ nor rr,in r>n tlrcs<r trvo
pccliatrir: <l<prcssion stu<iics basrcl t)'t thc protoc()l
s;rt:r:ificd cndpoint. 

-l'he 
cvidcncc fix-erllicar:_v basc<l on

t l r t ' p r i  - sp t t i f i t < l  t ' r r r l po i r r t  i :  1 ( ' l  c ( ) l t \ i r r (  i 1 j - { . "
No inforrnat.iorr i-s givcn that providrs insia.ht inrr-)

ivhv tlrr: l,lS Foo<l l:nri Dmg.{dntinistr":rtiorr ultinratelv
:rp1.l'ovt'd lluerxctint- fi 'rr clrikllrood c1c1>r'cssiou. Nor is ir
t lcar  rvhr the UI(  ( iornnr i t tcc '  ( l t  Snlcrv of  Nlccl ic ines
i\errlpted l'luoxetine fiorn its cr-iticisrns tlrrorrsh
:rccrptir r5; the published versions o{'these sttrdics, rr.hen
it did not dt>.so irr rel:rl.ion tr> serlr:tline."'r

\\agrrcl et ul desr:ribed tleir. rvrr.k as ,,trr'<r

r:rndonrised rr.url.rollerl tri:rls;' bul tlie rnelltods ar-e
ideut ical .  and l l re l  urrd rve t re i t te( l  t l le l r )  as a s i r ru le
t.r'ii i l."'l 'h<: tr-iirls rr.trcn r;ourllincd irrr.ltrdt:tl a li.trgt:
t:nough r-ulrntx)r of partit:ipatrts (3O1.) to h:n'<r ;rtlc<1uate
statistical powcr lo tictc<1. srnall tlil ' lcrt:nr:t-s [rr'_trvt:crr
lr-catln(:nls. Neirlru tlial sh,r*'c<l a sl;llisticallv signifi-
crnt a<lvllntirgc fix'scriralinc ovitr plat:<'lto in tcr-nts of
thc prinrarv er-rdpoint. rvlrich in this case \,!:ls challgc
lr<>m ixlselinr: in th<: rcviscd chil<h-cn's dcprcssion
r:rtine scitlc sr:ot <:,t: ()nlv rl-hen th<: lrials rv<:rc
cr.rmlrin<:d did :r statistic:rlly signifit:ant diilil..rncc
crneree. altlrr.}trgh this rr:rs verv small (al:orrt 9.7 poirrts
orr a I I ll point scalc-). Furtlrerrtrr..tc. \'c questiorr \Va!i-
ler et al's inlet'ent:e that Llr-r:u.tsc tr-ict.dic antldcrtrr:s-
s:ults are rr() ntorc beneficial tlr:rrr lllacebtr, evctr a ,lr:tll
advzulta{.re Iirl nerver turtidcpr ess:rnts ju stifi es I heir. use.-I'hc 

availal;ilitv <lfolder itrrcrverr(iorrs that ale llot l)err-
elicial slxrLrlcl r]oI l()wcl' ilre thr.eshr_rld for accel>ring a
ncw lnr.crvcltLi<>n, t:specially givclr lhc avzrilaltilitt o1

Additional educational r€sources

N,ledicir rcs aucl I lealhciilc Prurhr< rs Regtrlaturr
Ageucy (eclicitres.mlrra" govrrkr'rlrr.* or.k.?
rntxitrrlsal'e<lualtr red.'rali:t),utess:rgesl'
sslinvervje*'clintrialclata*l 0l 2{)3.hun)-selecrir.e
sc'nrtonirr lcuptakc iLlriltitors: an rtvcr vicu t)l
regulaton status:rnd CS\{ aclvice relatine to
tttajtrr 1lr1.r11't.i1'e rlisorrler irr r lrilclrerr llrii
atlolcscent-s

I\,Irrncrieff.]. Ls pq t*,icttry.t'tn sak? NI:rudslev tliscussiuu
paper, 2003 (ar:rilahle as booklet lionr the Instjtrrre of
P,syrjriatrl : s:u:lh.snf rhfn)iogr.kd.at:.r rk)-,{l
ex;ut t i r tat  iorr  o l  t l rc  i r r [ ]uen<:t ,  o l  t l re l r l l l r  l r rar . t .ur i t . r l
industr v orr acadcmic ald pr.acric.il psvcluar-r r
Soci;rl .{rrdit (nwr:s<xilrltrudit.or r{.rrk).--Aimr l( } cnsul.(.
that organisations r.lf nll kirxls 'ftrr:perly 

illrd
adequ6uclv serl'e {}re irrterests arr<i needs ol t-ttc ;.ir-t}rlit;,"
and takcs a pluricrrlal intt'rcsr in anddcl>r.css.urt,
Heak\ Skepdcisru {rvrr.*:}realtlrmkepri<isrn.org) --An
irrterrtatiorul lrcn-profi t organisafiorr that. l.litrrs l{)
inrlrrr:r.e health b,v reducing lurur lirtn mislearling
cbug pronrodcrn
( iarl.rnd FJ. Flrt irrg tlrc ericlrrrte: Lutticlel:resslurt
treatrnenl in t:hilriren arxl arhrlest:enls. f,',jl{Al
2{)0{ ;170:  1119-1i  |  - , \  t r idt l re, , l  rhe ner rhr , ig
conrpanit's n[tnaqc irrforr:raLiorr

rltrre ell'etl.ive psycholoui(:ll [eat]nelu.s n,itlr rro
ktrorr'n adl'erse e{ c$.'"

Corrclusi<ln
-l'hc 

trials col'rsistcntly found latg<r inrprovc:utc:nts trr
plat:tl ro gr.<xlps, r,r'it h sr.ar ist i<;uLI lr- sisrrifi car r t a<lilit ionll
berre{ils f<x acdrte dluq <tn sorrre nlellsur{:s onlr:'l 'hese
results nrakc a nrair.rl ltcrrellt liorn rreucl arrtidepr.es-
s:tnt^s rurlikclr'. biit a srnall bcncfit rcnr;,rils 1>ossil>lc.
l {andotnisc<l  contr l r l led t r re ls Lrruul l t  t : r r r l r rc: tur l r re
the seliorrs advelse e{ltcts of dluus.'1The iict rh:rr s<rr i-
orrs advcrs<: cfli::ct-r rr,ith nc\{cr antidcpl(.ss:utIs :lr(:
( : ( ) rnrnon ctr r>trgh lo l>c t lc tcr : tc<l  i t r  r i i r t r l r r r r r i : t r l
tontrolled t.r'iirls raises selir.lrs c()rrrerrrs alrout therr

J)otcnti?rl Ibr hat'nr. 
'l-he 

nraqrritudc r{ bcnc{it is
unlikdl' to br: sufficient ro.justifl ' r'isking tlrr>se harrns.
so <:onfi<lcrtdv rc(:orrllrrcrrdirrg t.h<:sc <ittrgs :rs lr
tleatment ()ptiolt, let alone as lirst line tr.eaurrenr.
rr'rxrld lle inapplopliafc.

\,!'e art: rtoncctrrcrl llrat [>iasc'<l l cl)()l'ting al)(l
oveLrorrfi<lent lccorrrrrreudati<lns in tleirtnlellt eui([c-
l i r rcs rn i l r  nr is lcad doctols,  p i t t icrr ts , ; r r rd i l r r r r i l ie : .  \Lrnv
itill undcn'aluc nrin-tlmg t.rc;ltnlcnts that ;lt: prolr
:rllly ltotlr .salcr arltl 1t<trr: cfli '<:tir.t:- Arr:1t:1c t1i:rl
lel)orts are n f<xurtlat.ion of g<xrri rredical c.-rre. lt r:
\.ilal that authols, revieners, an(l eclitols crrsule tlrar
ylublished in tr:rplcmt.i ons of <1;rla ;lt'c ln()l (' r'easonirbl <.
and t ra larr te<l  tJ tarr  is  the case i r r  the inclusrr l
d()nlil?rtetl litet'atule rtn childltood anridcpressanrs.
'I'his 

is palticularl-v truc in thc lighr of tht' inclcasiug
t ' t : l i l l t tcc <lu onl inc ut lsn 'ucts I )v (1() f t ( ) rs r r ,ho l : l t :k  l l rc
t i rne or '1he ski l ls  fot  detai led ana l r - r is  of  corrrp lete t r  i : r l
repofts.

\\:r: tl rank Ag rcs Vi tr',v. I)i:utr rc (,:lnl rbcll. ar rrl llr ira Pckarskr lor
l ) .  l l , l u l  (  { , r }1 r l ) ( .n l r  i l r r  t l r I  rn . rn r rs i l  i l , r
(,r,nnibutors 

-JNf mrl AIl l hnd the origur;rJ iden for the rtrlk.

JNJ uridertook *re prilnaly literaturtt rc\.ie\\, iurd dr:L1icti tiic
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rnnrtusr:r ip l .  () ] l )  and I) l i \ l  unr lertrxrk a seeond;rr l ,  l i lcr ;rnne

lt :v i t : r t :  N{}{}  l  { rondri( tc( l  t .he nrc{a-analyr is.  O}l) ,  l l { \ ' l } { ,  t 'R\1,

I)BI i ,  ud Al, l  assisted in <ir ;r t t jnc t l re nr; l t r rsoipt. . [N] is thr
gual i{}t()r.

I : L r n d  i r r g ;  N r i r r c .

( ionrpet irre intercsts: . lRf and l 'R\{  arc o1[ icr: .bearl ' rs i r r  l lcal lhv

Skrl t i t : isnr.

1  ( i l t a n l i l \ 1 , i R c r . j 1 \ l . l l a z e ) l l ' 1 . ( l l u r j ( r l l ) r i l c t i c e r u i ( i r ' l i r c s l r x ( k l ) r c s \ i , r r

i r r  rrurrg i>,r t l tJ l :  ?re thc ne.trDren( r((rnnnrendtr j { !b etutclat l l :  , ) l r i l - /
tlu t t 2()r't2; 1 7 7 : 1"16'l> l.

I  Srto l ) f .  Zik) I l l .  d i js l l ( i \  S. (rrnrrrrnirurr  p-.r ' t l r l r rrpi l  nrcdir :rr i<n f i r r

i l ,ndrs., ' tJa./  111,.rrr ! ' l ( l ( )  J:  I  t ;0:4: iS.
l i  I ( c l l c r  l l i i , R v e u N l )  S r r r r l r t r  1 1 , l ( l c i l R ( , . I \ u r ! i r c r  S i l l , i u r a h c r  l l . t r a l .

l ; . f f icacv ( t  plroxrt i rrc tn the h cl tnent of ai lok'sccnt rnl j r r  dcprersklr :  a
tanrlorrrjzcrl, rrntrolled tr\;rl. J ,\n ,!rul (.hihl Alolen I'ithiilit)
2 ( j 0  l : 1 0 : i l j J - 7 2 .

: l  J i l rc idirr i  J.  krtr l i r i ; \ .  l 'aro\ct i t lc i r r  rr , r j r rr<1<l l t r , ts irrr  r ' l ( t t f f ) . / , ! r .1. .1/
(  l i  AJ,\  r !<t l  r . t t  l l9! . i t rulr  : {){  13;+:.1:a j  4.

rr  Si tr(a)1r J(, .  L) i rr iQla Vl i  l iergrrsrrrr  l I i i ,  (oplr i rrg \ , t r ' :  A( l{) l . iceDt
dt}r 'cssio!:  r  pla(b(r.out1) lk:d f luoxi : t inc ucatrnort  strdl  anr l
l i r l l r r \ , . rr1r l ' r rg \n,  ol ts* lo lh,rrmrol l i io l  l 'qthian t  I  () l l l l ;  |  ,1:79 I  - i r .

l i  l landr ' l i  \1\ \ . ' l )pie \{ l { . ' l t rpir  i \ .14. SLrrrur( i  ( ; ( j ,  I l f l . r .J l- .  \ 'cnhlr \ i r ( '
r i l  thc trr ' . r rrrrr ' r r t  ol  c lr i ldr ' . . r r  ud adoltstr trLs si t i r  r))aJ()r  ( l fJ)r( 's\ i . ! ) .  I l \ j -
.h,nha n! i l  o l  l tu l i  1\)07::"1: i . l1 l- i r ,1.

7 hnsl ic GJ, l lush,! ,  \ ' !c i rrb<r g \ \ l \ .  Kon'ath l { i \ ,  l  lughr:s ( , \ \ .  ( leunoch l ,
i : t  r l . . \  doul l l t rbl i r rd,  rrr<hrnizc'd,  gr l r<:ctu(r!r t r I t1(d oir l  r ) f f l i r . 'x< nnc i rr
clrilrlrtrt arri ariokrr,icDti rridr dcJrrcrsirrr. ,1!j h ()ei P.{t/ htjIr\
1 9 9 7 ; 5  1 :  ' t ) 3  l - ; .

|  ! .u is l ie ( , .1.  l l t j l igcn-rtc ir  l I l ,  \ \agr io l ( l ) ,  I Ioog Sl. ,  l l rnci t  i ) [ . .  l ] rorr t  I i . ,
ct  al .  l . ' luoxi : t i r rc fol  ar l l t  t r teunert  () f  dePrcrsir)r1 i rr  rhi ldrrD anrl
rr lo i0sccnrs: i  p lr t : r ,hrrrrrr f i - r ,11td, randorniz, :d <l i rr i r 'a l  nir l . . /  , i ra . '1,</
t"ht l t l , \dolnr l ) : t i tn l f )  :0()2:4 1: I2{) : , -  I i .

L l  \ \ ' , r g r x r l i l J . 1 \ r ) r l D r i s r n i l ' , l t r r u r N l , \ \ i * r l i r c r i l ( . , \ a r r q l l . ( i r t ' t r r L a r r r r r \ l S .
ct  i i l .  I : l l i ' . r . !  o l  scrtral j r rc i i  Lhe ur,r tnrc[ t  ol  c]r i ldrrn and ad(tosi(nrs
with nr;r jor r lc i rressir t  r l isur ler i  t \ \ . )  r l r rdorJr i led cotr trrr l lccl  t i r ls. l4 l l4
200: l : : i : ) r  ) :  |  ( l :13- l  L

l ( l  l l l a r ) i l i l i ( r A . l , r : ( i x ' n t l l . ( r r h c r r l ) . 1 ' r l , ) \ r I i r n ' r c r r r r r . l , r n r i P r u r i r r c i n
rrkr lcst rrr t r  rrr th scvrrt '  r rr . r jor r : l t l r rcssir i rr :  a r l r l rbL:- l r l i r rd,  ralrr Inrr izer i .
Iriul(ifcrlcr ttirl../ 1 ni ,.\trl Chil<i .4Li,lLt l\'irlitttt 2rJ()li:42:22-\J.

I I  l l ) ; \ l l c r r t c r l i r r 1 ) r L l ! ! i : . ! a h d t i r r l ) l n d R c r i ' a r t l t . l l a . l g r r r u t r l ( ! i \ d i r j d e f
i t r ' rssrtc jater i  rr i lh l r r t i r i t .p l :ssrnr dr lg trr :atnrcrr t  i l lcrr) l r i ldt trn).
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Lessott aJ.the zueek
Recurrent hypoglycaemia in a diabetic patient as a result
of unexpectecl renal failure
Nlalvinclcr S PzLrrnar

l{rp<;glvcaernia is tire rnosi li 'e(lueut c(.)rnplicati()rr of

di;lllctcs, 3fi'cctitlr- If)rl',r lo oiif,t 6l'clialretic [)ilticrlts .1

least on<:t', :l vc:rl alld irccouDling fir- 3'l,h to {(l,ir Of

de:ttlis in those rre:rted rrith insrrliu.' I]iabctic renal dis-

casc is :t ('()llrrn()rl c()nll)liclti()n iur(l is tltc m()sl. !)rcvil-
lent causc (J{ end surlle ren:rl diseirse in the rtcstern

\\()rl(1.:

The kiclncy [)la\,s ail inrportanl role iI] ulLrcose

Itt>rnlrcr>slusis: in arldition lr.> rnelal>olising l)otrr:ccrl

li0r)'1r and 4t)tl,h ()f irrsulirt." it 1-lrovicles up to 451!'0 oI
('nd()gcn()us glucosc throuqh gluconc()gcncsis <luring

a I)l ()l(Jlrged lnst..t lD l'errd fti.hrre, it currnr.rl rrretalx)lrse

insrrlin or gel)crirt(' glu(:osc, thi:r'cbf in<:r'casirrg tltc

lisk of hl'pr-rgli'caerrria. Hylx-rellcaerrria allercts 67(l1r

of diabct.it: 1)al-iirnts witl] rcnel firihrrc:, and in altrost

hl i l I  (46 ' t i ' )  of  pal ients i t  is  o l ten re lated t . ( )  t l le

ruc(lic:rti()n thcv ar"c t-aking.: I prcscnt a casc \{hel'e a

<leclirre irr ren:rl lunctiorr alier trcztnlent rrrill ' l

rlicloft:nai: resultc(l in rc'cuLr'cnt epis()(lcs of hryrglr'-

crerrri:r. higlilightirrg thc irnpoltauce (r1 n1{)nit(xiug

r('nal lirnctii)lr irr a di:rbr:t.ic paticnt \\'itll ne\\' ()rls(it

I rvPoqll t:aclt riir.

Clase rep<llt

A ti.,l veal olcl rnarr with a l!) )'cul llislrlr)' of tlpe 2

diabctes nrellitus presenled \\'i{h a third episo(lc o1'

hr1rr-rgllrr:at'nriil in nv() lvccks. Ilis dialr<ters w:ts \\'ell

(:ontrcrlcd !\rith :15 units ()t insulin :r dav, ;lncl hc hzrd

Ira<l rro lrypoglvcaerni<r cpisodos in tltt'- past l.\\() \'c:tts.

lIc ha<l n() history {)f h-vl)crtflrsion, rr'tin(}})al.tl\', ot'

lrel)lllr)I)irth)''. He rrns rr)nlpli:illt rvitlr his diet, irlsulirr

drerapr', nnd exerci)e pr()g-ranlrle. At a le.lrl:rl thecl

up t\vo rnorlths previoush,. his blood plessurc had L)een

L| tr./70 nrrrr I Is anci ltis I IirA . lcvel 0.i)7 (r ror:nr:rl ().0:10

ro ().()ti,l). rvitlr hornc trkrod sh.rr:ose rca(lin!{s tr1'5.(}-$.0

rrlnrol.,'[ <luring thc ])r.C'vious lnonth.'l 'hct ratio ol urirlc

rnicroalbumin con(rtt)tt al.i()n to crclatinillc- coru (ll tl.rll-

l ion lvas 2.()  (<2.5) .  a l l ( l  s( l1 ln)  t re.r t i t t i t tc  (o l lLc l ) t ra-

don rr'as 104 pnrol,rl (-14-106 pnr<.r1,/1).

IIer hacl smfted to experierrce lot bacl paiil tt

nl()1rth be{ile prescnt?rliorl i.rith his third episode r,rf

hvpoglyc:acmi:l :in(l sarv his {arnily tloct<it', r'r'ho

pr(iscril)r'd diclolinac I'r0 rng ttuicc dailv: his b:rr:k pain

t l rcn inrprov<rd. ' l i r t r  \ { rc l is  l : t te l ,  hc s lar t<r l  to

e\l)erielr('c Iteadarhc and ilriralrilitv rr'ith 1>eliods ol

Remember lo
check renal
lunction in a
diabetic patient
wilh new onsel
hypoglycaemia
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