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My6nmkysaHo ot ERN-RND Ha: 20 mapTt 2025 .



https://www.ern-rnd.eu
https://ec.europa.eu/health/ern_en

OTKa3 OT OTrOBOPHOCT:

"I'Io,u,errlaTa Ha EBpOHEVICKaTa KOMUCHA 33 U34aBAHETO Ha Ta3un I'IY6J'IVIKaLI,MFI He npeacrasnAdBa o,u,o6peHV|e
Ha CbAbpPrKaHMETO, KOeTO OTPa3ABa eAMHCTBEHO Bb3reanTe Ha aBTopuTe, U KOMUCHMATA HE HOCUM OTFOBOPHOCT
3a N3MNON3BAHETO HA CbAbprKallaTa Ce B HeA MH(I)OpMaLI,VIFI."

MNoseue MHPpopmauma 3a EBponeiickua cbio3 e gocTbrHa B MHTepHeT (http://europa.eu).
JNiokcembypr: Cny:kba 3a nybankaummn Ha EBponelickma cbios, 2019 r.
© EBponeiicku cblos, 2019

Bb3npownsBexgaHeTo e paspeLlleHo Npu ycioBue, Ye ce NoCOYN U3TOYHUKDT.
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BbBEAEHWE B EBPONENCKATA PEGEPEHTHA MPEXXA 3A PEOKM
HEBPOJIOT'NYHUN 3ABOJIASBAHUSA (ERN-RND)

ERN-RND e eBponelicka pedepeHTHa Mpexa, cb3gageHa u onobpeHa oT Esponelickma cbio3. ERN-RND e
34paBHa MHOPACTPYKTYpa, KOATO ce POKycMpa BbpXy peakuTe HeBpoaorMyHu 3abonssaHua (PH3). Tpute
OCHOBHM cTbs16a Ha ERN-RND ca: i) mperka oT eKcnepTu 1 eKcnepTHU LEeHTPOBE, ii) reHepupaHe, obeamHABaHe
M pasnpocTpaHeHue Ha 3HaHuA 3a PHP w iii) npunaraHe Ha enekTPOHHO 34paBeonasBaHe, 33 Aa MOXe
eKkcnepTM3aTta Aa NbTyBa BMECTO MaLMEHTUTE U CEMENCTBATa.

ERN-RND obeaunHaBa 64 oT BoaewmTe eKcnepTHU LeHTpoBe B EBpona, KakTo 1 4 acouumpaHn napTHbopa B 24
ObPXaBU YNEHKM W BKIOYBA M3K/IOUYUTENIHO aAKTMBHM NAUMEHTCKM opraHmsaumun. LleHTpoBseTe ca
pasnonoxeHun B ABcTpuAa, benrua, Bbarapus, Xbpeatmsa, Kunbp, Yewkata penybnavka, OaHua, EcToHus,
®uHnanagna, ®paHums, Fepmanua, Mpuuna, YHrapusa, Upnadaus, Utanua, Nlateua, Jintea, Jllokcembypr,
ManTta, Hnaepnanamua, NMonwa, ChoseHua, Ncnanua u LWeeuuns.

CnepgHuTe rpynu 3abonsBaHmAa ca obxsaHath oT ERN-RND:
e ATaKcum n HacneaCTBEHM CNACTUYHKM Napanaernu
e ATMNMYEH NAaPKMHCOHU3BbM U reHeTUYHa bonecT Ha MNapKMHCOH
e [INCTOHMA, MAPOKCM3MAIHO PA3CTPOIMCTBO U HEBPOAEreHepaLmMa C HaTPyNBaHe Ha KenA30 B MO3bKa
e ®poHTOTEMMNOpPA/NHA AEMEHLMA
e bonect Ha XbHTUHITBH U APYrY XOpeun
e JleBkoeHuedanonatumsa

KoHKpemHa uHopmayus 3a mpexcama, ekcriepmHume yeHmpose u obxeaHamume 3a6071980HUS MoXeme
0a Hamepume Ha yebcalima Ha mpexcama www.ern-rnd.eu.

Mpenopvka 3a KnuHU4YHa ynompeba:

To3u OoKymeHm oyepmaeda Hali-npenopvyeaHume npuaa2aHu se4eHUs 3d pPas3AuUYHU
nosedeH4YecKU HapyweHus, C8bp3aHU C (poHmomemnopanHa oemeHyua (PT/[), ev3
OCHOB8a Ha KOHceHcyc mexOy 21 esponelicKku eKcnepmu. To3u KOHceHcyc e noopobHo
onucaH 8 nybnukayuama Ha Wittebrood C u coaemopu "Pharmacotherapy for Behavioral
Manifestations in Frontotemporal Dementia: European Journal of Neurology (2024 Dec;
31(12): e16446. doi: 10.1111/ene.16446).

Kamo ce umam npedeud ozpaHuyeHume OAHHU, OCHOBAHU HA MNpPOy4Y8aHUS, OMHOCHO
apmMaKosno2u4HOMO sie4yeHue Ha rnosedeHYeckume HapyweHusa npu FTD, Hacmoawuam
0OKyMeHm uma 3a yesn 0a nocaydu Kamo npaKkmu4ecKo pbKoe8o0CmMeo 3a Hesposo3u u
opyau cneyuaaucmu npu uzbopa Ha NOOX00AWU 8b3MOXCHOCMU 3a sieyeHue. BaxHo e 0a
ce ombenexcu, ye onucaHume MyK NPAKMUKU ce OCHO8A8AM HA pedseH onum u He
doKa3eam HenpemeHHO ejpuKkacHocm.

N3K/JTFOYBAHE HA OTTOBOPHOCT

MpY KAMHWUYHUTE HACOKW, NPENOPBKUTE 3@ NIEKAPCKU NPaAKTUKKU, cUCTeMHUTe 0630pHM paboTu u apyrute
HACOKM, KOMTO ce Nyb6aMKyBaT, NOAKPENAT UAN YUATO CTOMHOCT ce noTebprKaaBa oT ERN-RND, ce kacae 3a
OLEHKa Ha aKTya/Ha Hay4YHa W KAMHMYHA WMHGOPMaUMA, KOATO ce MNpeaocTaBA KaTo MpeasioXeHue 3a
obyyeHue.

NHdpopmaumaTa (1) He 06xBaLLa MOXKe BU BCUYKM NMOAXOAALLMN NEYEHNA U METOAM 3a 0brpuKBaHe U He TpsabBa
[a ce CMATa 3a KOHCTaTauua Ha cTaHAapTa 3a obrpuxkeaHe; (2) He ce aKTya/M3Mpa HemnpeKkbcHaTo M e
Bb3MOXHO [la He OTpas3sBa Hal-HOBWUTE MO3HaHWA (OT M3roTBAHETO Ha Tasu WMHPOpMauMA U HEWHOTO
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nNyb6AMKyBaHe pecrn. NPoYNTaHE MOMKe Aa ce e NosBuaa HoBa MHbopmaums); (3) ce oTHaca camo 3a cneumduyHo
nocoyeHuTe BbNpocy; (4) He NpeacTaBaABa NPeAnMCcaHNe 33 onpeaeseHo MeaAULMHCKO 0bcnyKBaHe; (5) He
3amMeCTBa HE3aBUCUMOTO NPOdECMOHANHO peLleHe Ha NIeKyBaLLMA NeKap, Tbil KaTo He B3ema NoJ, BHUMaHue
WHAMBMAYANHUTE PasAnUMA MeXAY OTAeNHUTE NnaumeHTU. BbB BCEKM Cay4yail NeKyBalLMAT nekap Tpabsa ga
npoueanpa MHAMBUAYAZIHO CbC CbOTBETHMA MaLMeHT. M3nonssaHeTo Ha MHbopmaumATa e A06pPOBOSHO.
NHpopmauymaTa ce npegoctaa oT ERN-RND Bb3 ocHoBa Ha geincTButenHoTo cbetoaHmMe n ERN-RND He pgaBa
U3pUYHA MW MbBAYAMBA TFAPaHLMA MO OTHOWEHWEe Ha Tasn mHPopmauma. ERN-RND u3pmyHo oTxBbpaA
0ABAaHETO Ha BCAKAKBA rapaHuMA 33 rogHOCT 3a NPUIOXKEHME M TOAHOCT 3a onpeaeneHa ynotpeba wau
onpepeneHa uen. ERN-RND He noema OTrOBOpPHOCT 3a TeNeCHUM nospean UAN MaTepUanHU LWeTU, KOUTOo
NPOU3TUYAT OT M3MNO/3BAHETO HA Ta3nM MHPOPMALMA MM Ca BbB BPb3KA C HEA, KAKTO U 33 FPELWKU Uau
NPONYCKK.

METOAOJIOINUA

OpobpsBaHETO Ha MPenopbKUTE € U3BbLPLIEHO OT pynata no 3abonABaHMATa 3a GPOHTOTEMMNOpPAHA
aemeHums Ha ERN-RND. OgobpeHueTo belue ¢puHaNN3NpPaHO Ypes riacyBaHe ¢ MHO3UHCTBO.

[pyna 6onectn ppoHTOTEMMNOPAHA AEMEHLNA:

KoopauHaTtopm Ha rpynuTe no 6onectu:

AHa Codua pa Kocta?®; Xapo 3eenaap’’; Puk Bangerbepre®; Pobbpt PycuHa®’

YneHose Ha rpynata no 6onectu:

Cneunanncty No 34paBHU TPUNKMK:

AnbepT Ayesunul’; Anbepto AnbaHesel®; AHgpea MuHapu®, Anpgpeac Xepman?®l; Angpeac Kynapuc'?;
Anxen MapTun??; AHaxmapa KaHuH?®; AH Pemec?!®; ApxoHTua Agamy??; ATéuH Oxamwmnanar?’; bapbapa
Fapasanua'®; bepHxapg laHasepmaiep??; Xpucroc Kopoct3; feisn Punanaun’; Januen bbow?; Japuo
CapauuHo’; fensug Kposuepc?; Oenisna Menren3®; leHec 3agopu3?; lomeHunko MnaHToHe®; JomuHMKa
Haposckal’; Enena Cansatope3; Eansabet Kanaku®3; Enont Pogpurec-Pogpurec?®; ®pan boposeuxun®;
[xy3ene An depel®; XaHe Fotpyn?; Heike Stockner?®; Henriette Klitt}; Ivana Mokri$ova?®; Jakub Hort?®;
Joergen Nielsen?®; Johanna Kriiger!®; Johannes Levin?3; Jon Infante?*; Julie Martinkova?®; KaponuHa
3nopa-Akytosnyl’; KatpuH Puu?’; KesuH Menkept!; Kupcten KauitHecma®®; NlopuH Bupumen!!; flena
XbepmnHa?®; JleHka Kpaituosuuosadl; Manyen Menenpec?;, Mapk TalixmaH’; Margarete Delazer?;
Marina Boban3*; Marta Fernandez-Matarrubia?*; Martin Vyhnalek?®; Menelaos Pipis!?; Milica
Kramberger#?; Natasa Peskar®?; Norbert Kovacs*3; Pierre Kolber®; Muetpo Tupabockn'®; Munap Aenrano*;
Pobepto Yepasono®; Poys Bpydaeptc’; CabuHa Kanenapu?®; Capa saH Mocesenge?; LWon O'Oayn®l;
Cokpatuc Manareopruy®3; Cunsua boew??; Sylvia Boesch??; Tatjana Muravska?’; Thibaud Lebouvier'®; Tim
Van Langenhove3®; Ulle Krikmann33; Valentina Nicoletti5 ; Zeljko Uzelac*?; Zoltan Grosz3°; Zsolt Cséfalvay3*
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Mpouec Ha ogobpsBaHe:

e Cbrnacue 3a ogobpaBaHe Ha 4OKYMEHTA OT UuanaTa rpyna no 3abonasaHuaTta - 10 mapt 2025 .

NMPENMNOPBYUTEJZIHN NNEYEHUA 3A BOBPUYHUN HAPYLUEHWA NMPU FTD

TyK npeacTaBAMe Hali-npenopbyBaHUTE NIeYeHMA 3a Te3U YeTUpPU NoBedeHYECKM MPOosABM, 338 KOUTO e
NOCTUIHAT KOHCeHCYC (MoHe 2/3 oT eKcnepTUTe ca M3bpanu NoHe eAHO NAEHTUYHO NeveHme). Moapeabata
npeAcTaBiABa HamanABaWMAT 6poii rnacoBe Ha eKCnepTUTe 3a CbOTBETHOTO JIEKAPCTBO:

06cecMBHU HaNYAHOCTU.

Pusnyecka arpecus

1. KseTnanuH 1. KseTuanuH

2. PucnepunaoH 2. (Ec)UmTanonpam

3. OnaH3anuH 3. PucnepuaoH

4. Tpa3oA0oH 4. CeTpanuH
5. (Ec)Uutanonpam 5. TpasoaoH
MmnyncusBHOCT

Bepb6anHa arpecus

1. KBeTvanuH 1. (Ec)Uutanonpam

2. PucnepunaoH 2. Tpa3onoH

3. (Ec)UnTanonpam 3. KseTnanuH

4. Tpa3oaoH 4. CeTpanuH

5. OnaH3anuH 5. PucnepuaoH

NMPUNOXEHWE: OPUTUHAJIHA NYBJINKALWNA (OT CNEABALLY
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Abstract

Background and Purpose: Frontotemporal dementia (FTD) is a neurodegenerative dis-
order characterized by pervasive personality and behavioural disturbances with severe
impact on patients and caregivers. In current clinical practice, treatment is based on non-
pharmacological and pharmacological approaches. Unfortunately, trial-based evidence
supporting symptomatic pharmacological treatment for the behavioural disturbances in
FTD is scarce despite the significant burden this poses on the patients and caregivers.
Method: The study examined drug management decisions for several behavioural distur-
bances in patients with FTD by 21 experts across European expert centres affiliated with
the European Reference Network for Rare Neurological Diseases (ERN-RND).

Results: The study revealed the highest consensus on drug treatments for physical and
verbal aggression, impulsivity and obsessive delusions. Antipsychotics (primarily quetia-
pine) were recommended for behaviours posing safety risks to both patients and car-
egivers (aggression, self-injury and self-harm) and nightly unrest. Selective serotonin
reuptake inhibitors were recommended for perseverative somatic complaints, rigidity of
thought, hyperphagia, loss of empathy and for impulsivity. Trazodone was specifically
recommended for motor unrest, mirtazapine for nightly unrest, and bupropion and meth-
ylphenidate for apathy. Additionally, bupropion was strongly advised against in 10 out of
the 14 behavioural symptoms, emphasizing a clear recommendation against its use in the

majority of cases.

For affiliations refer to page 9.

This is an open access article under the terms of the Creative Commons Attribution License, which permits use, distribution and reproduction in any medium,

provided the original work is properly cited.

© 2024 The Author(s). European Journal of Neurology published by John Wiley & Sons Ltd on behalf of European Academy of Neurology.
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INTRODUCTION

Frontotemporal dementia (FTD) encompasses a spectrum of clin-
ical syndromes characterized by frontal and temporal atrophy,
manifesting as behavioural, personality and language changes.
Frontotemporal lobar degeneration pertains to the underlying neu-
rodegenerative pathological changes in FTD syndromes. Although
there are a number of ongoing trials [1], at present there are neither
proven nor US Food and Drug Administration or European Medicines
Agency approved disease-modifying treatments for FTD. Therefore,
the current therapeutic approach is purely symptomatic relying on
a combination of nonpharmacological and off-label pharmacological
approaches lacking quality evidence of effectiveness.

Pharmacological treatment has been primarily focused on com-
mon neuropsychiatric symptoms in FTD, with less emphasis on exec-
utive dysfunction and working memory deficits. Selective serotonin
reuptake inhibitors (SSRIs) are often used to treat FTD patients due
to the established association between FTD and presynaptic sero-
tonin deficit, alongside a loss of cortical serotoninergic innervation
[2]. This pathophysiological basis for SSRI use is further supported
by the favourable response to SSRIs of similar behavioural symp-
toms in patients with psychiatric disorders. Positive effects in FTD
have been demonstrated in some small open-label trials or case se-
ries [3-9]. SSRIs with lower anticholinergic side effects, such as cit-
alopram and escitalopram, are typically preferred [10].

Antipsychotics are also often used off-label in FTD. However,
their use needs close surveillance because of considerable risk of
extrapyramidal side effects and the black box warning when treat-
ing dementia-related behavioural symptoms in the elderly. Apart
from the serotonin deficit, FTD is also associated with a dopami-
nergic deficit [11] and there is evidence that the mesolimbic and
mesocortical dopaminergic pathway changes are related to the
behavioural symptoms [12]. But still, several antipsychotics have
demonstrated improvement in behavioural symptoms in FTD, in-
cluding delusions or agitation, and in caregiver burden [13-17].
Because of the effect of antipsychotics on the nigrostriatal path-
way, antipsychotics with lower D2-receptor blocking affinity, such
as quetiapine, are commonly preferred. A case series describing
medication responses in FTD showed that quetiapine improved ag-
itation in three patients [17].

Trazodone, a mixed agonist and antagonist of various serotonin
receptors and antagonist of adrenergic receptors, is a third option
often prescribed for neuropsychiatric symptoms in FTD. Trazodone

Conclusions: The survey data can provide expert guidance that is helpful for healthcare
professionals involved in the treatment of behavioural symptoms. Additionally, they offer
insights that may inform prioritization and design of therapeutic studies, particularly for
existing drugs targeting behavioural disturbances in FTD.

drug therapy, expert testimony, frontotemporal dementia, neurobehavioural manifestations,
neurodegenerative diseases

increases extracellular serotonin in the frontal lobes and has been
proved to decrease agitation and aggression and to improve sleep
in FTD [18]. A randomized controlled trial with trazodone in FTD
in a cohort of 26 cases showed a significant improvement in the
Neuropsychiatric Inventory (NPI) total score, mainly based on im-
provements in irritability, agitation, depressive symptoms and eating
disorders [19].

Other medications occasionally considered in behavioural man-
ifestations of FTD include anticonvulsants, stimulants, benzodiaz-
epines and other antidepressants. Acetylcholinesterase inhibitors,
especially donepezil, frequently used to improve cognitive function-
ing in Alzheimer's disease, were proved to worsen the neuropsychi-
atric symptoms without cognitive improvement in patients with FTD
in multiple studies [2, 18, 20-23]. Memantine is also not an effective
treatment for FTD [24-28].

Altogether, trial-based evidence for symptomatic pharmacolog-
ical treatment of behavioural disturbances in FTD is scarce despite
their significant burden on both patients and caregivers. This expert
opinion review aims to provide guidance for pharmacological treat-
ment of behavioural symptoms that severely impact the patient's
and family's wellbeing.

The symptoms queried were selected based on clinical expertise
of the FTD disease group. They were deliberately meant to be con-
crete and directly taken from clinical experience rather than query-
ing more general classes of symptom clusters.

METHOD

This study is an expert opinion review based on the current practices
within the 29 specialized centres of the FTD disease group of the
European Reference Network for Rare Neurological Diseases (ERN-
RND). ERN-RND was established in 2017 as one of the 24 European
Reference Networks by the European Board of Member States and
has currently 71 members from 24 EU countries. ERN-RND aims to
improve the healthcare of rare disease patients in the EU and to re-
duce inequalities in how healthcare is being provided for rare dis-
ease patients.

Neurologists or psychiatrists, who are faculty members at each
participating ERN-RND site and are clinically involved in the FTD clin-
ical programme, were invited to participate in a survey. The primary
objective was to evaluate current clinical practices concerning drug
management for behavioural manifestations of FTD at their respective



FTD PHARMACOTHERAPY: ERN-RND CONSENSUS

3of11

sites. The study encompassed 14 common behavioural problems and,
for each of them, respondents were presented with a list of 20 drug
options. This list also included ‘none’ and ‘other’ to allow physicians to
specify if the preferred drug was not on the provided list.

The selected 14 behavioural problems in this survey consisted of
physical aggression, verbal aggression, obsessive delusions, impulsiv-
ity, nightly unrest, self-harm due to obsessive motor behaviour, sexual
disinhibition, motor unrest, intentional self-injury, apathy, hyperphagia,
perseverative somatic complaints, rigidity of thought and loss of em-
pathy. The choice of these behavioural disturbances, grounded in com-
mon clinical complaints, was determined by consensus by the leading
study physicians (RV, HS, DS, RR). Obsessive delusions are persistent
repetitive delusions that focus on specific content over an extended
period (months). Self-harm due to obsessive motor behaviour refers
to harmful consequences to the patient's physical integrity caused
by obsessive motor behaviour, such as repetitive tapping or rubbing
or obsessive cleaning leading to abrasures and superficial wounds.
Intentional self-injury refers to motor behaviours deliberately aimed
at causing harm to the body, such as cutting out pigmented spots or
cutting body parts with scissors. Perseverative somatic complaints are
perseverative physical complaints for which no organic cause can be
identified. Apathy denotes a lack of motivation reflected in decreased
goal-directed behaviours, cognitions and emotions. Nightly unrest is
characterized by increased nocturnal activity and difficulty remaining
in bed. Motor unrest describes restlessness and stereotypical move-
ments. Prior to the survey, the participants were informed about the
list of symptoms, and the above definitions, including the examples,

were given for terms that may not have been clear from the start.

Most of the specific symptoms queried can be mapped onto one
or more general classes from the different FTD symptom classifica-
tion schemes (Table 1). According to the Rascovsky et al. (2011) con-
sensus criteria [29], physical and verbal aggression, impulsivity and
sexual disinhibition would probably be classified under behavioural
disinhibition. Obsessive delusions, self-harm due to obsessive motor
behaviour, intentional self-injury, perseverative somatic complaints
and rigidity of thought would probably be classified under perse-
verative, stereotyped or compulsive/ritualistic behaviour. Apathy
corresponds to apathy or inertia in the Rascovsky et al. (2011) clas-
sification, loss of empathy corresponds to loss of sympathy or em-
pathy, and hyperphagia is mentioned under hyperorality and dietary
changes in the Rascovsky et al. criteria. Nightly and motor unrest
are more difficult to classify under one of the mentioned categories
and can result from disinhibition, apathy with low daytime activity or
from obsessive-repetitive behaviours.

The 18 drug options included trazodone, sodium valproate, ser-
traline, semaglutide, risperidone, quetiapine, promazine, periciazine,
oxazepam, olanzapine, mirtazapine, methylphenidate, hydroxyzine,
fluoxetine, carbamazepine, bupropion, amitriptyline and (es)citalo-
pram, plus ‘none’ and ‘other’. The choice of drugs was grounded on
clinical practices, previous studies and theoretical mechanisms of
action, as described above, and was also determined by consensus
by the leading study physicians.

Participating physicians were instructed to respond according
to their actual clinical practice. They were first asked about the
availability of each mentioned drug in their respective countries.
Subsequently, for each of the 14 behavioural disturbances:

TABLE 1 Categories of different FTD symptom classification schemes wherein the queried behavioural symptoms would fall.

Behavioural symptom Rascovsky et al. [29]

GenFi neuropsychiatric clinical

NPI-Q

questionnaire [30]

Physical aggression Behavioural disinhibition

Verbal aggression Behavioural disinhibition
Obsessive delusions Obsessive-repetitive behaviour
Impulsivity Behavioural disinhibition
Nightly unrest

Self-harm due to obsessive
motor behaviour

Obsessive-repetitive behaviour

Sexual disinhibition Behavioural disinhibition
Motor unrest
Obsessive-repetitive behaviour

Apathy

Intentional self-injury
Apathy

Hyperphagia Hyperorality and dietary

changes

Perseverative somatic Obsessive-repetitive behaviour

complaints
Rigidity of thought Obsessive-repetitive behaviour
Loss of empathy Loss of sympathy and empathy

Agitation/aggression
Agitation/aggression

Delusions

Disinhibition

Night-time behavioural disturbances

Aberrant motor behaviour

Disinhibition

Agitation/aggression

Apathy/indifference
Appetite/eating disturbance

Anxiety, dysphoria

Apathy/indifference

Agitation/aggression
Agitation/aggression
Delusions/hallucinations
Irritability/lability
Impaired sleep

Aberrant motor behaviour

Hypersexuality
Aberrant motor behaviour

Aberrant motor behaviour

Note: The Rascovsky criteria form the basis for the behavioural module of the CDR plus NACC FTLD rating.

Abbreviations: CDR plus NACC FTLD, Clinical Dementia Rating plus National Alzheimer's Coordinating Centre Frontotemporal Lobar Degeneration;

GenFi, Genetic Frontotemporal Dementia Initiative; NPI-Q, Neuropsychiatric Inventory Questionnaire.
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1. Participants were asked to indicate by ticking a box if none of
the suggested drug options was recommended. Alternatively,
they were prompted to rank their top three recommended drug
treatments with the instruction, ‘Please choose from the list
of the following drug therapies the three most highly recom-
mended’. An option ‘other’ was provided to allow physicians
to specify any additional drugs they might recommend beyond
the given list.

2. Similarly, they were asked to tick a box if none of the drug options
was advised against. Alternatively, physicians could rank the three
drug treatment options they considered strongly contraindicated
with the instruction, ‘Please choose from the list of the following
drug therapies the three certainly not to be used’.

It is worth noting that participating physicians were also ques-
tioned about nonpharmacological treatments. However, in order to
maintain conciseness, the decision was made to exclude this infor-

mation from the final version of this article.

Statistical analysis

Two key indicators were computed to summarize the most recom-
mended and the most contraindicated treatments for each behav-
ioural disturbance: (1) the percentage of respondents amongst the
participating physicians who selected a treatment regardless of its
rank and (2) a weighted score (WS) that considered the rank. The
WS was calculated by considering the average rank or mean score
based on the physicians' ranking. Specifically, the first choice was as-
signed 3 points, the second choice 2 points, the third choice 1 point,
and subsequent choices, if any, received 0.5 points, with no points
awarded if not chosen. To estimate 95% credibility intervals for both
indicators concerning each behavioural disturbance and treatment,
1000 bootstrapped samples were run for each statistical analysis.

To identify symptoms for which physicians recommended or
advised against similar treatments, two principal component anal-
yses (PCA) were performed, one focusing on recommended treat-
ments and the other on contraindicated treatments. Each PCA was
based on the percentage of physicians who selected a treatment,
regardless of its rank. The dataset used for the analyses consisted
of treatments as observations and behavioural disturbances as vari-
ables. This dataset structure allowed the exploration of patterns in
treatment recommendations and contraindications across various
behavioural symptoms.

RESULTS
Recommended treatments
Twenty-one respondents from 19 centres across 13 countries par-

ticipated. Depending on the symptoms, physicians exhibited vary-
ing degrees of willingness to prioritize treatments, as displayed in

Figures 1a and S1. Notably, participating physicians were most com-
fortable with ranking recommended treatments in the case of physi-
cal aggression (100% ordered at least three treatments, as requested
in the instructions), verbal aggression (90.5% ordered at least three
treatments, and 9.5% recommended two treatments), obsessive de-
lusions (100% at least three) and impulsivity (100% also ordering at
least three).

In contrast, when addressing loss of empathy, 66.7% of the phy-
sicians (14 out of 21) opted not to recommend any proposed drug.
Similarly, for rigidity of thought, 42.9% of physicians refrained from
proposing or choosing any of the suggested treatments.

In several behavioural disturbances such as physical aggression,
verbal aggression, perseverative somatic complaints or rigidity of
thought, a clear consensus emerged with physicians favouring one,
two or three treatments. However, for other conditions such as sex-
ual disinhibition, self-injury or hyperphagia, no such consensus was
reached.

Amongst the behavioural disturbances, antipsychotics emerged
as the most recommended for half of the symptoms (7/14), whilst
SSRIs were the primary choice for 36% (5/14) of the symptoms
(Figures 2a and 3a). Within the antipsychotic category, quetiapine
was numerically the most selected treatment for six behavioural
symptoms, including physical aggression (76.2% of all participating
physicians, with a WS of 1.7 for both quetiapine and risperidone),
obsessive delusions and verbal aggression (71.4% each; WS=1.5
and WS=1.6 respectively), nightly unrest and self-harm due to ob-
sessive motor behaviour (61.9% each, WS=1.3) and sexual disinhi-
bition (52.4%, WS=0.9). Risperidone was the preferred choice for
self-injury (52.4%, WS=1.2).

Within the SSRIs, sertraline was the most selected treatment
for four behavioural symptoms: perseverative somatic complaints
(57.1%, WS =1.3), rigidity of thought (47.6%, WS=1.0), hyperpha-
gia (38.1%, WS=0.9) and loss of empathy (23.8%, WS=0.5). (Es)
citalopram was the most selected for impulsivity (66.7%, WS=1.5).
For motor unrest, trazodone was the preferred treatment (42.9%,
WS =1.0), whilst bupropion was favoured for apathy (52.4%,
WS=1.1).

Concluding, at least two-thirds of physicians selected at least one
identical treatment for the four following behavioural symptoms:
physical aggression, verbal aggression, obsessive delusions and im-
pulsivity. These were also the four symptoms with a mean rank (i.e.,
WS) higher than 1.5, namely for two antipsychotics, emphasizing the
consistency in physician preferences for these specific symptoms.

Figure 4 shows the PCA. The first component of the PCA cap-
tures 67.4% of the dataset variance, whilst the second dimension
accounts for 18.4%. The first dimension primarily represents a size
effect, with all symptom coefficients being positive: treatments lo-
cated further to the right on the figure exhibit higher citation counts.
Conversely, the second dimension distinguishes between treat-
ments with similar citation patterns based on difference in target
symptoms.

Based on the PCA, sertraline and (es)citalopram are close and
thus similarly recommended for hyperphagia, perseverative somatic
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FIGURE 1 Distribution of physicians by the number of treatments selected for each behavioural symptom recommended by physicians
(a) or marked as contraindicated (b). The symptoms are ordered along the x-axis, with those having the highest number of physicians not
selecting any recommended treatment on the right, whilst symptoms where all physicians chose at least one treatment are positioned on the
left. The same ordering was applied in the contraindication figure. For example, in the case of loss of empathy: amongst the 21 physicians 14
(67%) did not recommended any treatment, one (5%) recommended a single treatment and six (29%) recommended three treatments.

complaints and rigidity of thought, whereas they are rarely sug-
gested for physical aggression and nightly unrest. These two treat-
ments are also endorsed for apathy and loss of empathy, alongside
bupropion and fluoxetine. Quetiapine and risperidone are frequently
co-cited, particularly for nightly unrest and physical aggression (with
olanzapine for physical aggression), but are seldom mentioned
for hyperphagia, perseverative somatic complaints and rigidity of
thought. For other symptoms, although quetiapine and risperidone
are the most frequently cited, sertraline and (es)citalopram are also
commonly recommended.

However, clustering is not able to encompass the remaining
behavioural symptoms, i.e. impulsivity, motor unrest, sexual disin-
hibition, apathy and obsessive delusions. For these five symptoms
either different drug classes or both SSRIs and antipsychotics are
advised.

Contraindicated treatments

The task of selecting contraindicated treatments proved more
challenging for physicians compared to making recommendations
(Figure 1b). For all behavioural symptoms there are at least four
(19%) physicians who did not select any treatment, emphasizing the
complexity and hesitancy in identifying contraindicated options.

There was also a varying response rate across symptoms.
Physical aggression and verbal aggression had the highest response
rates (81% of physicians selected at least one treatment), whilst loss
of empathy had the lowest response rate (43%).

Furthermore, the results varied when considering the percent-
age of physicians who selected a treatment regardless of its rank
(Figure 2b) and the WS that considered the rank (Figure 3b).

Considering the percentage regardless of rank, bupropion was
selected as most contraindicated in nine behavioural symptoms:
physical aggression (selected by 42.8% of physicians), obsessive
delusions (38.1%), impulsivity, self-harm, sexual disinhibition and
motor unrest (33.4% each), nightly unrest, self-injury and rigidity
of thought (23.8% each). Amitriptyline was identified as the most
contraindicated for verbal aggression (42.8%), olanzapine for hy-
perphagia (38.1%), oxazepam for perseverative somatic complaints
(23.8%), promazine for loss of empathy (23.8%) and trazodone for
apathy (28.6%).

Considering the WS for contraindicated treatments, amitrip-
tyline was the most contraindicated in three symptoms including
verbal aggression (WS=1), physical aggression (WS=0.9) and
apathy (WS=0.5). Bupropion was the most selected as contrain-
dicated in seven behavioural symptoms: obsessive delusions and
motor unrest (WS=0.9 each), impulsivity and self-harm (WS=0.8
each), sexual disinhibition (WS=0.7), self-injury (WS=0.6) and
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FIGURE 2 The top five most selected treatments by physicians for each behavioural symptom recommended by physicians (a) or marked

as contraindicated (b). This figure shows, for each behavioural symptom and drug, the percentages of physicians (out of 21) who selected the
drug, regardless of the rank, with their 95% bootstrapped confidence intervals. The n value in parentheses for each symptom represents the
number of physicians who selected at least one treatment, giving insight into the sample size contributing to the calculations.

nightly unrest (WS=0.5). Oxazepam was the most contraindi-
cated for rigidity of thought (WS=0.6), perseverative somatic
complaints (WS =0.6) and loss of empathy (WS =0.4). Olanzapine
was the most contraindicated for hyperphagia (WS=0.8). These
results showed that there is no clear consensus between the 21
physicians concerning the contraindicated treatments, which is
probably influenced by individual clinical experiences, patient pro-
files and varying interpretations of contraindications for specific
behavioural symptoms.

DISCUSSION

Our study looked at the pharmacological preferences of neurolo-
gists and psychiatrists, all members of the ERN-RND network,
with expertise in cognitive disorders for common behavioural
symptoms in FTD. The main findings are as follows: (i) there was
a strong consensus for drug therapy in four specific behavioural
manifestations (verbal aggression, physical aggression, obses-

sive delusions and impulsivity); (ii) therapeutic options for other
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FIGURE 3 The top five treatments with highest mean score for each behavioural symptom recommended by physicians (a) or marked as
contraindicated (b). This figure portrays the mean score allocated to a treatment per behavioural symptom. The scoring system is structured
as follows: the first choice is awarded 3 points, the second choice receives 2 points, the third choice is given 1 point, subsequent choices,

if any, get 0.5 points each, and, if the physician did not choose any treatment, O points are assigned. The n value in parentheses for each
symptom represents the number of physicians who selected at least one treatment, providing context about the sample size contributing to

the mean scores.

behavioural symptoms were more heterogeneous; and (iii) either
SSRIs or antipsychotics are most often advised depending on the
target symptom.

Our results indicated a strong consensus amongst participating
physicians that drug therapy was warranted for four specific be-
havioural disturbances: verbal aggression, physical aggression, im-
pulsivity and obsessive delusions. It can be hypothesized that the
reason for this common viewpoint across all ERN-RND centres is

that these symptoms both represent an important burden for the
patient and/or caregiver and tend to respond favourably to pharma-
cological treatment.

The PCA in this study indicates distinctive patterns in pharma-
cological preferences for behavioural symptoms in FTD based on
therapeutic preferences for SSRI versus antipsychotics. This classi-
fication was an interesting post hoc finding as a result of statistical
data analysis and seems to reflect not only therapeutic habitudes
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but probably also underlying expert experience. One group, en-
compassing perseverative somatic complaints, rigidity of thought,
hyperphagia and loss of empathy, are preferentially treated with
SSRIs. These manifestations may result from emotional distur-
bances, interrupted orbitofrontal and dorsolateral prefrontal
circuits and serotonergic deficits [11, 31, 32]. Conversely, antipsy-
chotics are preferred for another group of symptoms, including
physical aggression, verbal aggression, self-injury, self-harm due
to obsessive motor behaviour, and nightly unrest. These manifes-
tations may reflect loss of self-control, aberrant motor behaviour
and auto/hetero-aggressivity and relate to cortico-subcortical cir-
cuits, mediofrontal areas and noradrenaline and dopamine alter-
ations [31, 32].

The common use of SSRIs aligns the known presynaptic sero-
tonin deficits and loss of cortical serotoninergic innervation in FTD
[2]. The preference for quetiapine may stem from its classification as
asecond-generation neuroleptic with low affinity to the D2 receptor.

Principal component analysis is a standard statistical way to de-
tect the latent structure in the data. The data are composed of the
response options provided by the experts who participated. The fact
that symptoms can be grouped based on similar drug treatment de-
cisions does not contradict the importance of individually tailored
management of symptomes. It indicates that the individually tailored
management happens in a relatively consistent way across different
centres.

Furthermore, trazodone was a top five choice in 10 out of 14
behavioural symptoms and the first choice for motor unrest, mir-
tazapine was the second choice for nightly unrest and methylpheni-
date and bupropion were ranked highly for apathy. Semaglutide was
advised for hyperphagia by one in four physicians. Drugs that never
made it into the top five advised medications were sodium valproate,

periciazine, hydroxyzine, carbamazepine and amitriptyline.

Additionally, bupropion was strongly advised against in 10 out of
the 14 behavioural symptoms, emphasizing a clear recommendation
against its use in the majority of cases.

Study strengths

In this study, there was a large participation rate consisting of 21
physicians from the FTD group of the ERN-RND, specialized in the
regular treatment of patients with FTD. This expert review repre-
sents a pioneering effort in the field, providing insights into recom-
mended treatments for individuals with FTD. As the first of its kind,
this study holds significant importance in advancing our understand-
ing of FTD management from real-life data. The findings from this
research have the potential to serve as a valuable resource, guiding
the selection of future drugs and informing the design of forthcom-
ing clinical trials aimed at enhancing FTD treatment strategies.

Study limitations

The description of current practices in expert centres should be
viewed with caution, as it does not serve as proof of efficacy. Whilst
these practices provide valuable insights into the real-world appli-
cation of treatments, they do not necessarily establish their effec-
tiveness. It is important to recognize that relying solely on clinical
experience for defining target symptoms might vary, as different
experts may prioritize symptoms differently. Certain specific symp-
toms, such as loss of manners, and bothersome symptoms like de-
pression and anxiety were not queried in this study. Furthermore,
the behavioural symptoms queried were concrete and directly

taken from clinical experience rather than more general classes of
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symptom clusters. Without using a standardized set of symptoms,
there is a risk of subjectivity in identifying and addressing target
symptoms, highlighting the need for more rigorous and objective
criteria in the evaluation and development of treatment approaches.
Finally, nonpharmacological measures were also evaluated in the
study; however, to maintain conciseness, these specific data were
excluded from the final version.

CONCLUSIONS

This study reveals several insights regarding the treatment prefer-
ences for behavioural symptoms associated with FTD. The highest
consensus for treatment was observed for physical and verbal ag-
gression, impulsivity and obsessive delusions. This suggests a more
unified approach amongst physicians in addressing these specific
behavioural challenges associated with FTD. PCA suggests a distinc-
tion between a group which are best treated with SSRIs and a group
for which antipsychotics are considered more effective.

Furthermore, trazodone was a top five choice in 10 out of 14 be-
havioural symptoms, mirtazapine was the second choice for nightly
unrest and methylphenidate and bupropion were ranked highly for
apathy. Semaglutide was advised for hyperphagia by one in four
physicians. Drugs that never made it into the top five advised medi-
cations were sodium valproate, periciazine, hydroxyzine, carbamaz-
epine and amitriptyline. Bupropion was strongly advised against in
10 out of the 14 behavioural symptoms, emphasizing a clear recom-
mendation against its use in the majority of cases.

The survey data offer insights that may inform prioritization and
design of therapeutic studies, particularly for existing drugs target-
ing behavioural disturbances in FTD. Additionally, the survey data
can provide expert guidance that is helpful for healthcare profes-
sionals involved in the treatment of behavioural symptoms impact-
ing the wellbeing of both patients and their families. This expertise
can aid in developing more tailored and effective therapeutic ap-
proaches for managing FTD-associated behaviours.
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