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ADHD medication treatment and risk of
psychosis

MeaukameHTO3HO nevyeHune Ha XAlB u puck
OT Ncuxosa
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Chris Hollis and colleagues' Article! in The Lancet
Psychiatry has many strengths. It addresses an
important clinical question: does methylphenidate
treatment for ADHD increase the risk of psychosis
in patients with and without previous psychotic
symptoms. Hollis and colleagues used Swedish
national registers to review a large number

(n=23 898) of health records, to examine the
incidence of psychotic symptoms 12 weeks before,
12 weeks after, and 1 year after starting
medication treatment, with a longitudinal within-
subject study design. Their results indicated that
methylphenidate treatment for ADHD does not
increase psychotic symptoms in the short-term or
long-term in patients with and without previous
psychosis. There is some suggestion in their study
that methylphenidate might, in fact, decrease the
risk of a psychotic episode, particularly in patients
with a history of psychosis. The findings of their
study should therefore be reassuring to clinicians.
However, as the authors themselves point out, the
study has several limitations that could affect the
reassuring message.

CraTuaTa Ha Chris Hollis n konektus! 8 The Lancet
Psychiatry nma MHOrO CUNHKU cTpaHu. B Hes ce
pa3rnexna BaxKeH KAMHUYEH BbNPOC: NOBULLABA
1N NeYEHMETO Ha XMMEPAKTUBHOCT U AedULUT Ha
BHMMaHueTo (XALB) c meTnndeHmaaT pucka ot
ncuxosa nNpu naumeHTn 6e3 npeaxogHu
NCUXOTMYHM cumnTomu. Hollis n Konektms
n3nonseart LLIBeacKkuTe HaUMOHANHW perncTpu, 3a
na pasrnegat ronsm 6poit (n = 23 898) 3apaBHU
[0CKeTa U Aa NpoyyaT YectoTaTa Ha NMCUXOTUYHM
cumntomm 12 ceamumum npegm, 12 cegmnum cneg,
n 1 rogmHa cnef HavyanoTo Ha MeAUKAMEHTO3HO
JleyeHme NocpeacTBOM NOHTUTYAMHANHO
npoy4BaHe C BbTPErpynoB An3aliH. PesyatatuTe
NMoKasBear, Ye neveHuneto Ha XAOB c metundeHmaat
He NoBULLIAaBa NCUXOTUYHUTE CUMMTOMMU B
KPaTKOCPOYEH M AbATOCPOYEH NAAH NPU NaLUEHTH
cbc 1 6e3 npeaxogHa ncmxosa. B npoyysaHeTo ce
npegnonara, Ye BCbWHOCT METUNDEHNAAT MOXKe
03 NOHWMKM PUCKa OT NCUXOTUYEH enun3oa,
0cobeHo Npu NauMeHTn ¢ aHaMHesa 3a NncMxosa.
CnepoBaTesiHO pe3ynTaTuTe OT NPOoyYBaHETO
TpabBa Aa 6bAaT yCNOKOABALLM 33 SIeKapuTe.
CamuTe aBTOpM 0H6aye NOCOYBAT, Ye NPOYYBAHETO
MMa HAKOW OrpPaHUYEHMNs, KOUTO MOXKE [a OKaXKaTt
B/IUAHME BbPXY YCNOKOUTENHOTO NOC/AaHMe.

It is unclear whether patients with a history of
psychotic symptoms received antipsychotics at the
time of their treatment with methylphenidate for
their ADHD. Antipsychotic treatment would likely
help to protect them from developing psychotic
symptoms secondary to their treatment with
methylphenidate. There have been a few small
studies? and case reports® that have demonstrated
the protective value of antipsychotics in
preventing psychotic symptoms in patients who
developed such symptoms secondary to
underlying psychotic conditions or exposure to
medication that can provoke psychotic reactions
(such as steroids). Whether patients with previous
psychotic symptoms were simultaneously taking
antipsychotic medication could be important, and
the database that Hollis and colleagues were using
likely has this information.

He e AcHO fanv nauyeHTUTe C aHaMHe3a 3a
MCUXOTUYHM CUMMATOMM Ca MPUEMan
AHTUMCUXOTUYHM CPEACTBA MO Bpeme Ha
neyeHuneto Ha XAlB ¢ metundpeHnaaT. BbamokHO
€ aHTUMCUXOTUYHOTO leYeHre fa Npeanassa ot
Bb3HMKBAHETO HAa NCUXOTUYHU CUMMTOMM,
Ob/IMKALLM Ce Ha ledeHneTo ¢ metundpeHmaat. Mma
orpaHuyeH 6poit ManKku NPoy4YBaHMAaZ U KAMHUYHK
cnyyan,® KOMTO AOKa3BaT NPOTEKTUBHATA POA Ha
aHTUMNCUXOTUYHUTE CPeaCTBa NPU NPeBeHUMATA Ha
NCUXOTUYHU CUMNTOMM NPU NALUMEHTU, NPU KOUTO
ca Bb3HMKHA/IM TaKMBA CUMMNTOMM BCAEACTBME Ha
noAa/iexallo NCUXoTMYHO 3abonaBaHe nuau
€KCMo3MLMA Ha IEKAPCTBO, KOETO MOMKe A3
npeAn3BnKa NCUXOTUYHU peakumumn (Hanpumep
cTepongm). Moxke Aa MMa 3HaYyeHue Janu
nauMeHTUTe C NPeAXOAHN NCUXOTUYHU CUMMITOMM
ca NpoBeXKAa M CbMbTCTBALLO SieYeHmne ¢
AHTUMNCUXOTUYHM CPeaCTBa U BEPOATHO Tasu
nHbopmaums durypmpa B 6asata AaHHU, KOATO
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Hollis u KonekTns ca nsnonssanu.

Long-term prospective follow-up studies® 2 have
reported that adherence to ADHD treatment with
medication substantially decreases in late
adolescence and early adulthood, finding that less
than 10% of individuals treated in childhood still
take stimulant medication during this period. In
this age group, adherence is often intermittent,
with patients only taking medication before
examinations or big projects with approaching
deadlines. It is not clear whether the dataset used
in the study by Hollis and colleagues can provide
information on medication adherence via
prescription renewal rates.

B AbArocpoyHUTE NPOCNEKTUBHM NPOYyUBaAHMA 33
npocneaasaHe? 2 ce cbobLiasa, Ye KOMNAAAHCHT
KbM MeANKaMeHTO3HOTO fieyeHne Ha XA/B ce
NOHM¥KaBa 3HAYNTE/THO NMpPe3 KbCHOTO FOHOLIECTBO
M paHHaTa 3pAsa Bb3PacT, KaTo Ce YyCTaHOBABA, Ye
no-manko ot 10% oT nauneHT1Te, NeKyBaHu npes
LEeTCTBOTO, NPOADb/IXKABAT Aa NpMemMaT CTUMYIAHTH
npes To3u nepmog. B Ta3m Bb3pacTosa rpyna
KOMMNIAAHCHT YeCTo € MHTEPMUTEHTEH, KaTo
nauMeHTUTe NpuemaT IeKapcTBa camo npeam
W3MNUTU WU TONEMU MPOEKTU C HabAMKaBaLLm
CpoKoBe. He e n3BeCTHO Aanun HabopbT OT AAHHM,
n3nonseaH ot Hollis 1 KonekTMB B NpoyyYBaHeToO,
MOXKe Aa npeaocTasy MHPopmauma 3a
KOMMAAHCA KbM JIEYEHMETO Ype3 NPOLEHT Ha
noAHOBABAHE Ha peuenTuTe.

We know that the high dosages of stimulants
observed in substance abuse situations present
greater risks for psychosis than smaller therapeutic
dosages. However, we have no knowledge of the
dosages that were prescribed or used by the
patients in their study. Similarly, if prescribed
dosages were low, the findings might be a function
of these low dosages.

3Haem, Ye BUCOKUTE 403U CTUMYNAHTU Npu
3/10ynoTpeba ¢ BelecTsa 06ycnaBsaT NO-BMCOK
PUCK OT NCUX03a B CPaBHEHME C MO-HUCKU
TepaneBTUYHU 03U, HAmame obave nHbopmaums
33 403uTe, NpeanunucaHn Uam npuemaHm ot
nauMeHTUTe B NpoyyYBaHeTo. AHa/NOrMYHO, ako
npeAnuMcaHnTe 4031 Ca HACKM, PE3YyNTAaTUTE MOKEe
Aa 6bAaT GYHKLMA Ha Te3N HUCKKU 403M.

The importance of dose was seen in our report® on
reintroduction of stimulant treatment in patients
with ADHD after stimulant-related psychosis.
Patients who were being treated with stimulant
medication (such as long-acting methylphenidate
and amphetamines) who developed psychotic
symptoms were discontinued from these
medications. The psychotic symptoms disappeared
when the individuals ceased their medication and,
after a variable period (1-16 months), patients
were restarted on stimulant medication at very
low initial dosages and, slowly and carefully, they
were monitored during a very gradual increase in
dosage. All participants benefited and had few
adverse events during this careful, low-dose
reintroduction of stimulant medication, and they
showed no reoccurrence of the psychotic
symptoms. Thus, dosages and adherence are
important in the evaluation of stimulant
medication on psychotic symptoms.

Ba)KHOCTTa Ha fj03aTa e U3ACHEeHa B AoKnaaa Hué
32 NOBTOPHO 3aN0YBaAHE Ha NevyeHune CbC
CTUMYNaHTU Npu NaymeHTn ¢ XALB cnep ncuxosa,
CBbp3aHa CbC CTUMYNAHTW. [peKkpaTeHo e
NPUIOXKEHNETO Ha CTUMYNAHTU NPU NALUEHTUTE,
JIeKyBaHM C TaKMBa cpeacTBa (KaTto
ObArofencTeal, MeTuapeHnaaT unm
ambeTammHK), KOUTO ca MNOAYYUIN NCUXOTUYHM
CUMATOMMU. [ICUXOTUYHUTE CUMNTOMM Ca
OT3BYYann NpuU NpeKpaTABaHe Ha NPUNOXKEHNETO
Ha MeAWKaMeHTUTe, a ces Nepmnos, c pasinyHa
npoab/KuTenHoct (1-16 meceua) e Bb306HOBEHO
NleYeHMETO CbC CTUMYTAHTU B MHOTO HUCKM
Haya/lHM 403M, KaTo A03aTa ce noBulasa 6aBHo,
BHMMATENIHO M NOCTEMEHHO NpWU NpocnesnaBaHe Ha
CbCTOAHWETO Ha nauneHTuTe. MNpu BCUYKK
nauueHTu ce HabaaBaT NOA3M U MHOTO MaKo
HeXKenaHW edeKTM No Bpeme Ha TOBa BHUMATENHO
Bb306HOBABAHE Ha IEYEHMNETO CbC CTUMY/IAHTU B
HWUCKW A03M, KAaTo He ca HabatogasaHu peunansm
Ha NCUXOTUYHUTE cumnTomu. ChefoBaTenHo
[,03MPOBKATA M KOMMNIAAHCHT Ca OT 3HAaYeHue npum
OLLeHKaTa Ha Ne4YeHNeTO CbC CTUMYNAHTU NpU
NCUXOTUYHU CUMMTOMMU.

The study by Hollis and colleagues focused on
methylphenidate treatment for ADHD, since that is
the medication that is used most often in Sweden.
However, in other parts of the world, such as

MpoyuBaHeTo Ha Hollis  KonekTne e poKkycnpaHo
BbPXY NevyeHneTo Ha XAAB c meTundeHmaat, Toi
KaTO TOBa € Hal-4ecTo M3M0/13BaHOTO JIEKAPCTBO B
LBeuwns. B apyrv yactn Ha cBeTa obaye KaTo
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Canada and the USA, amphetamines are widely
used. A 2019 study’ on psychosis with
methylphenidate or amphetamines in participants
with ADHD clearly showed an increased risk of
psychosis with use of amphetamines (0-21%)
relative to that with methylphenidate (0-10%)
treatment. The study sample was very large,
comprising 110 923 patients taking amphetamines
and 110 923 patients taking methylphenidate. The
age range was 13-25 years, which is similar to that
in the study by Hollis and colleagues. However,
most of the patients in the older range (18-25
years) were taking amphetamine medication,
which might be a factor in the increased incidence
of psychosis seen with amphetamines.

KaHaga n CALL yecTo ce M3nosi3eat ampeTaMmnHu.
MpoyuBaHe’l 3a Nc1xo3a NpY NPUNOXKEHME Ha
meTundeHnaaT uam amGeTaMmHm NPy y4acTHULM C
XALB o1 2019 r. ACHO NOKa3Ba NOBULLEH PUCK OT
ncuxosa npu ynotpeba Ha amdpetammum (0,21%) B
CpaBHeHMe ¢ neyeHune ¢ metundpennaat (0,10%).
MN3BagKaTa 32 MpOy4YBaHETO € MHOTOo rofAaMa, KaTto
ce cbctom o1 110 923 yyacTHUUM, NnpremalLm
amdeTammHn, n 110 923 yyacTHULM, NpUeMaLLn
meTnndpeHmaat. BbapactoBmaT ananas3oH e 13-25
roAMHW U € CXOAEH C AMana3oHa B NPOYYBAHETO Ha
Hollis n KoneKktus. MoBe4yeTo OT NaLUeHTUTE B
ropHaTa 4acT Ha Bb3pacToBus AmManasoH (18-25
roguHu) obade npremaT ampeTaMmHK, KOeTo
MOKe fa e GaKTop 3a NoBMLIEHaTa YeCcToTa Ha
ncuxosa, HabsogasaHa B rpynaTta Ha NauneHTuTe,
npuemaly ampetTammHu.

A previous study® has suggested that ADHD alone
is a risk factor for psychotic disorder compared
with control individuals. In this study, patients with
ADHD who were using methylphenidate had a
significantly increased risk of developing psychotic
disorder but not schizophrenia. This study had a
large sample of 73 049 patients who were newly
diagnosed with ADHD and 73 049 controls from
Taiwan's National Health Insurance database.

B npeaxoaHo npoyusaHed ce npeanonara, ye camo
no ce6e cu XA[JB e pvcKoB GpaKTop 3a NCUXOTUYHO
pa3CTPOMCTBO NPW CPaBHEHME C KOHTPO/IHaTA
rpyna uHausuaun. B ToBa npoyysaHe npu
naumeHTuTe ¢ XA[B, KouTo npuemar
MmeTundeHmaat, ce HabaogaBa 3HAYMMO NO-BUCOK
PUCK OT Bb3HUKBAHE Ha NCUXOTUYHO
pa3CTPOWCTBO, HO He U Ha Wwn3odpeHna. Toea
npoy4saHe BKAKOYBA ronama ussagka ot 73 049
nauneHTn, AMarHoCTuuUmnpanm Hackopo ¢ XAAB, n
73 049 yyacTHMLM B KOHTPOIHATA rpyna oT basaTa
[AHHM Ha HauMoHanHaTa 34paBHOOCUTYpUTENHA
Kaca Ha TaliBaH.

In summary, Hollis and colleagues provide some
reassurance that the risk of psychotic symptoms is
not increased with methylphenidate treatment in
young people who are given methylphenidate to
treat ADHD, both with and without previous
psychotic symptoms. However, limitations of the
study make one less certain of the conclusions in
this study—eg, were patients medicated for their
psychotic symptoms, what dosages of
methylphenidate were used, and what was the
adherence to the methylphenidate treatment?

B o606uieHune, Hollis  Konektus yBepsBarT, ue
PUCKBT OT NCUXOTUYHN CUMNTOMMU HE € NOBULLEH
npu nedyeHue c metundeHnaaT npyu maaam
NaumMeHTM CbC UK 6e3 NpeaxoaHU NCUXOTUYHU
CUMMTOMM, IeKYyBaHU C MeTUNdEHNAAT Mo NoBoA,
Ha XAB. Nopaau orpaHnyeHnATa Ha NPOy4YBaHETO
obaye 3aKN0YEeHUATa OT NPOYYBAHETO HE Ca MHOTO
KaTeropuyHu — Hanpumep Npuemasm v ca
naumeHTUTe MeAUKaMeHTO3HO JieyeHne, HaCoYeHOo
KbM MCUXOTUYHUTE CUMMNTOMM, KaKBU A,03M
meTundeHmaaT ca npuaaraHn m Kakbe e
KOMMNNAAHCHT KbM SIeYEHNETO C MeTUNdeHnaaT?

Patients with a history of psychotic symptoms and
current ADHD require careful, slow titration of
stimulant medication, preferably with
methylphenidate rather than amphetamines and,
if necessary, simultaneous treatment with
antipsychotic medication. For participants without
a history of psychotic symptoms, careful titration
with stimulants is still advisable. Informing
patients of this possible side-effect and the
dangers of suddenly markedly increasing the dose
of the stimulant medication could also be useful.

Mpv NauMeHTUTe C aHaMHe3a 3a NCUXOTUYHM
cumnTomm 1 XA1B e HeobxoamMmo 6aBHO,
BHMMATENHO TUTPUpPAHE Ha CTUMYNAHTUTE, KaTo e
3a npeanoynTaHe Aa ce n3nonssa metuadeHnaat
BMeCTO ambeTamMmnHU U, aKo e Heobxoanmo,
TpsabBa Aa ce npuaara CbMbTCTBALLLO JIeYeHMe C
aHTUMNCUXOTUYHO cpeacTBo. MpenopbUnTenHO e
BHMMATENIHO TUTPMPAHE Ha CTUMYNaHTUTE NpK
nauMeHTV C aHaMHe3a 3a MNCUXOTUYHU CUMMITOMM.
Cblllo TaKa MOXKe [la e OT M0/13a Ha nauueHTuTe Aa
ce npeaoctasy MHGOPMaLMA 32 Bb3MOXKHUTE
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HeXenaHu Ed)eKTM M ONaCHOCTU Npwu BHE3aNHO
3HA4YUTENIHO NOBMLLIABaHE Ha A403aTa Ha
CTUMY/IaHTAa.

Hollis C- Chen Q - Chang Z - et al.

Methylphenidate and the risk of psychosis in adolescents and young adults: a population-
based cohort study.

Lancet Psychiatry. 2019;

published online June 17. http://dx.doi.org/10.1016/52215-0366(19)30189-0
Biederman J - Hammerness P - Doyle R

Risperidone treatment for ADHD in children and adolescents with bipolar disorder.
Neuropsychiatr Dis Treat. 2008; 4: 203-207

Hechtman L - Russell RC - Young LJ

Psychosis in a boy with ADHD treated with stimulants and acute lymphocytic leukemia treated
with chemotherapy and steroids.

Neuropsychiatry. 2013; 3: 17-21

Swanson JM - Arnold LE - Molina BSG - et al.

Young adult outcomes in the follow-up of the multimodal treatment study of attention-
deficit/hyperactivity disorder: symptom persistence, source discrepancy, and height
suppression.

J Child Psychol Psychiatry. 2017; 58: 663-678

Hechtman L - Swanson JM - Sibley M - et al.

Functional adult outcomes 16 years after childhood diagnosis of Attention-
Deficit/Hyperactivity Disorder: MTA results.

J Am Acad Child Adolesc Psychiatry. 2016; 55: 945-952

Chammas M - Ahronheim GA - Hechtman L

Reintroduction of stimulant treatment for patients with ADHD, after stimulant-related
psychosis.

Clinical Practice. 2014; 11: 289-294

Moran LV - Ongur D - Hsu J - Castro VM - Perlis RH - Schneeweiss S

Psychosis with methylphenidate or amphetamine in patients with ADHD.

N Engl J Med. 2019; 380: 1128-1138

Shyu YC - Yuan SS - Lee SY - Yang CJ - Yang KC - Lee TL

Attention-deficit/ hyperactivity disorder, methylphenidate use and the risk of developing
schizophrenia spectrum disorders: a nationwide population-based study in Taiwan.
Schizophr Res. 2015; 16: 161-167



http://dx.doi.org/10.1016/S2215-0366(19)30189-0

