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Immunpsykiatri

Patienter i granslandet mellan psykiatri och
neurologi
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Outline

= Immunpsykiatri

= Reumatisk feber

= Anti-NMDA-receptor encefalit
= PANDAS

= PANS

= BedOdmning

= Behandling

= Forskning

= Take home message
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Immunpsykiatri

= Teorin att immunférsvaret bidrar till utveckla och
bibehalla psykiatriska symptom.

= Association mellan autoimmun sjukdom och OCDttics.

= Patienter med OCD/tics har en 6kad samsjuklighet
med autoimmun sjukdom.
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A total-population multigenerational family clustering study of

The link between autoimmune diseases and ; S

% 3 Ry in pulsive disorder and
obsessive-compulsive and tic disorders: A Tourette's/chronic tic disorders
systematic review David Mataix-Cols, PhD' 25, Emma Frans, PhDS, Ana Pérez:Vigil, MD', Ralf Kuja-Halkola,

PhD?, Caroline Gromark, MD'2, Kayoko Isomura, MD, PhD'-2, Lorena Fernandez de la Cruz,
PhD', Eva Serlachius, MD, PhD' 2, James F. Leckman, MD, PhD¥, James J. Crowley, PhD' £,
Christian Riick, MD, PhD'2, Catarina Almavist, MD, PhD%%, Paul Lichtenstein, PhD?, and
Henrik Larsson, PhD*
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Reumatisk feber

= Cardit, artrit

= Sydenham’s chorea
- Choreatisk rorelsesjuka,
- Men ocksa; beteendeférandring, OCD, tics, angest...
- Duration ofta 2-3 man , men symtomen kan aterkomma.
- "Molecular mimicry” — auto-Ak mot dopaminreceptor D1 och D2.
- Antibiotikaprofylax rekommenderas (for att undvika hjartpaverkan).
- Immunmomodulerande behandlingar effektiva.
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Anti-NMDA-receptor encefalit

= Transmittorsubstansen glutamat reagerar med N-methyl-
d-aspartic acid (NMDA) receptorn som ar involverad i
inlarning, minnesfunktioner etc.

= Bristande funktion i receptorn leder till neurologiska
och/eller psykiatriska symtom.

= Vanligare hos kvinnor.
= QOfta paramalignt (teratom)

BRAIN ON FIRE

SUSANNAH CAHALAN

Caroline Gromark 12/03/2019
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Effekten av Ak mot NMDA-receptorn
= Receptorn "géms” och kan inte fungera.
= Processen ar reversibel nar Ak-nivaerna sjunker.
o e . ks | e
G D o Y.
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o NMDA  qp AMPA @ Synaplic | Antibody  we PSD-95 & Glutamate
¥ receptor ' receptor Vesicle
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PANDAS

= Pediatric Autoimmune Neuropsychiatric Disorders Associated
with Streptococcal infections

Pre-pubertal, akut debut av OCD och/eller tics associerade med
neurologiska avvikelser, efter en streptokockinfektion.

All five dia tic criteria must be met:

1) Presence of obses sorder.

2) Pre-pubertal, acute symptom onset.
3) Acute symptom onset and episodic (relapsing-remitting) course.

4) Temporal association between Group A streptococcal infection and symptom
onset/exacerbations.

5) Associated with neurological abnormalities (particularly motoric hyperactivity

and choreiform movements).

Caroline Gromark 12/03/2019
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PANS

= Pediatric Acute-onset Neuropsychiatric Syndrome

Symtombeskrivning av patienter med akut insattande OCD
och/eller anorexi associerat med andra neuropsykiatriska symptom
sasom angest, emotionell instabilitet, irritabilitet, regression,
sensoriska och/eller motoriska avvikelser och somatiska
sjukdomstecken.

Klinisk diagnos — inga biomarkdrer.

Sjuka barn, svara symptom/funktionstapp!

Caroline Gromark

2019-03-13



Diagnoskriterier PANS

Criterion Description

Abrupt, dramatic onset of obsessive-compulsive disorder or
severely restricted food intake.

rent presence of additional neuropsychiatric
(with similarly severe and acute o
two of the following seven categories:

1. Anxiety.

2. Emotional lability and/or depression.

3. Irritability, aggression, and/or severely oppositional

Behaviors.

4. Behavioral (developmental) regression.

5. Deterioration in school performance (related to attention deficit/
hyperactivity disorder (ADHD)-like symptoms,

memory deficits, cognitive changes).

6. Sensory or motor abnormalities.

7. Somatic signs and symptoms, including sleep disturbances,
enuresis, or urinary frequency.

Symptoms are not better explained by a known neurologic or
medical disorder, such as SC.
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OCD-RD

Neuroinflammation

Caroline Gromark
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PANS Research Consortium
Consensus guidelines

= Del | — Psykiatriska och Beteendemassiga Interventioner

”“In general, typical, evidence-based interventions are appropriate for the various symptoms
of PANS and PANDAS.”

= Del Il - Immunmodulerande behandlingar

Guidelines for immunomodulatory therapies in PANS patients with (1) mild, (2) moderate-to-
severe, and (3) life-threatening severity.

= Del lll - Infektionsbehandling och —prevention

PRC recommends initial course of antimicrobial treatment, w and w o evidence for strep, but
long-term antibiotic prophylaxis is not recommended for patients with non-strep PANS.

“Intercurrent infections should be diagnosed and treated promptly according to current

standard guidelines.”
Thienemann et al, JCAP, 2017
Frankovich et al, JCAP, 2017
Cooperstock et al, JCAP, 2017

Caroline Gromark 12/03/2019 11
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Fortfarande kontroversiella diagnoser

= Uteslutningsdiagnoser.
= Svara att skilja fran DSM-5 diagnoser som beskriver liknande
psykiatriska symptom.
= Biomarkorer saknas.
= Brist p4 evidensgrundande studier.
- Vaga inklusions/exklusionskriterier.

- Brist pa skattningsskalor for att vardera responders/non-
responders.

- Open-label trials eller fallserier, fa RCTs.
= Stort mediaintresse.

- Risk for dverforskrivning av antibiotika, antiinflammatoriska och
immunmodulerande lakemedel.

Caroline Gromark 12/03/2019 12
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Men patienter har vi......
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“Tanore it, Jeffries. It's unscientific.”

Caroline Gromark
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BUP Klinisk forskningsenhet

= Fn ca 60 patienter med misstankt
inflammatoriskt medierade
neuropsykiatriska symptom, dvs PANS.

= 2-3 nya immunpsykiatribeddémningar
(PANS/PANDAS)/v, men storre behov.

= Remisser fr BUP och barnmedicin, hela
Sverige.

= Breddat immunpsykiatriprojekt fr o m
2019 (nu!).
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 gamochungdomspsy’
Forskningscentrum

ent Psychiatry Research Center
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Vardforlopp

= Frageformular skickas ut fore forsta besoket.
= Besok 1: Lékare och psykolog.

- Anamnes.

-> Skattningsskalor.

-> Blodprover ordineras.

-> Information om forskningsstudier.
= Besok 2: Lékare.

- Somatisk undersokning.

-> Blodprovssvar.

- Vardplan.

= Neuroinflammationsronder: Barnneurolog, barnreumatolog och
barnpsykiater.
-> MRI, EEG, LP?
- Immunmodulerande behandling?

Caroline Gromark 12/03/2019 15
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Psykiatrisk bedomning

= Psykiatrisk anamnes; Vilka symtom/svarigheter fanns
tidigare...? Arftlighet? Stressorer? Nuvarande symtom?
Skolfunktion?

= Psykiatrisk diff diagnostik med MINI-kid.

= CY-BOCS

= YGTSS

= Kognitiv beddémning; WISC, WPPSI, NEPSY, Rey-Osterrieth

= Andra skalor: PANS scale revised (Dr Leckman, Yale), PNISSI
(Dr Bejerot, Orebro University)




Autoimmunitet?? Smarta? Trétthet? S6mn?
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Somatisk bedémning

Somatisk anamnes:

Feber, vikinedgang....?

Hjarta: blasljud..?

Lungor

Mage

Skoldkortel

Hud: eksem, irritation, infektion, dermatografi, livedo...?
Hals: rodnad, tonsillhypertrofi, petechier, munsar, tandstatus....?
Nasa: rodnad, svullnad...?
Oron: extern otit, otitis media...?

Neurologi/motorik: chorea, choreiforma rorelser, milkmaid sign,
finmotorik..?

Leder, triggerpunkter: svullnad, smarta..?

Caroline Gromark 12/03/2019 17
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Behandling & uppfdljning

= Sa gott vi kan med valdigt lite evidens!

= Verifierad infektion behandlas.

= Typisk debut/forlopp > dévervdg NSAID (Naproxen).

= Ordentligt sjukt barn eller barn med tydliga neurologiska symptom >
kortisonpulsar eller IVIG via barnmedicin. Rituximab? Plasmaferes?

= Behandla symptomen! KBT fér OCD/tics, SSRI, Abilify, melatonin,
guanfacin...

= Tat uppféljning, symtomen &ndras 6ver tid. Kognitiva svarigheter?
Kognitiv bedémning!

= Foraldrastdd, foraldrautbildning, KOMET.

aroline Gromark 12/03/2019 18
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Behandlingsrutiner for Stockholm

@ &4
KAROLINSKA :ie
Status: géllande

Universitetssjukhuset

Rutiner for handlaggning av barn med misstinkt PANS
(inklusive PANDAS)

Pediatric Acute onset Neuropsychiatric Syndrome (PANS) &r en deskriptiv
symtomdiagnos med savil psykiatriska som somatiska besvir som debuterar akut. Etiologin
ir okéind och sannolikt heterogen. En neuroinflammatorisk komponent kan inte uteslutas trots
att objektiva fynd séllan stoder detta. Det finns idag inga biomarkérer som med god evidens
kan bestyrka diagnosen hos barn med misstankt PANS. men den medicinska utredningen

behovs for differentialdiagnostik.

Wickstrom, Gromark, Silverberg Mérse, Horne et al.

12/03/2019 19
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Pagaende forskning

= Characterization of Acute-onset Neuropsychiatric
Syndrome (PANS).

- Det dvergripande malet ar att 6ka kunskapen om den kombination
av psykiatriska, neurologiska, reumatologiska och immunologiska
symptom som karaktariseras som PANS.

- Skapa en kohort av val karaktariserade patienter med PANS och
folja dessa genom bedémning, behandling och uppfdljning.

- Utveckla varden!

12/03/2019 20
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Referrals November
2014 - March 2018

(n=100)

Did not meet criteria
for PANS (n=53)

PANS [n=47)

Did not consent to

participate {n=2)

Consented to long-term
follow-up (n=45)

Caroline Gromark
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Patient demographics
means (SD

LEC 25/45 (56%)

Mean age at symptom 7.5(SD 2.5)
onset (years

9.0(sD 3.1)
Developmental 8/45 (18%)
abnormalities
(psychomotor, language
disorder and/or learning

Preexisting 8/45 (18%)
psychiatric/neuropsychiatr
ic diagnoses

Preexisting autoimmune
disease or inflammatory
disorder

CGAS at intake?® 50 (SD 10.1)

3.8(SD 0.9)
42145 (93%)
relation to symptom onset

Onset of autoimmune 7145 (16%)

disease or inflammatory
disorder in temporal

11/45 (24%)

relation to symptom onset

3Available for 43 patients only.

Caroline Gromark
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SYMPTOMS ONSET/PRESENTATION
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Family history

3rd degree relative

s 2%
5745 (11%)
6145 (13%)
7145 (16%)
7145 (16%

Depression 6/45 (36%
29/45 (64%)

Arftlighet

Autoimmune disease/inflammatory disorder in
1st, 2nd 3rd degree relative

Thyroid disease 12/45 (27%)
2145 (4%)

0145 (0%)
Rheumatoid arthrit CUIERTC IO EVIIR-Ta (a1 (IR 11/45 (24%)

riasis 7145 (16%)

Diabetes mellitus type 1 2/45 (4%)
Inflammatory bowel disease 3/45 (7%)
Neuroinflammatory disease (multiple sclerosis, 4/45 (9%)
amyotrophic lateral sclerosis)

Other (vitiligo, IgA nephritis, vasculitis, 20/45 (44%)
polymyalgia rheumatica, rheumatic fever)

34/45 (76%)

Iy

Caroline Gromark /03/2019 24
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Blodprover

Laboratory findings Frequencies*
26/45 (58%) 7/41 (17%)
6/43 (14%) Histone antibodies 0/31 (0%)
4137 (11%) Elevated SAA

8/39 (21%) Complement activation

1082 e
TSH abnormalities 4/40 (10%) Low IgA 3/34 (9%)

o B e
Anti-TPO 4/38 (11%) Elevated IL-1-B 0/25 (0%)
200 i e
OIS Elevated IL-8 0/25 (0%)

Elevated TNF-a 0/24 (0%)

*Note: these tests were only assessed in a subsample of

participants. Positive strep/throat 5/10 (50%)

culture

ﬁ%@s Institutet
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Preliminart om behandlingssvar

= Deskriptiv data — ingen behandlingsstudie.

= Bra antibiotikasvar om verifierad infektion.

= Daligt antibiotikasvar om avsaknad av infektionstecken (risk for
biverkningar).

= Generellt bra effekt av NSAID + relativt fa rapporterade biverkningar.

= Generellt bra effekt av kortison vid svara symtom (mer biverkningar av
dagliga doser an av pulssteroider).

= Ofta svart att vardera effekt av IVIG.
= SSRI, melatonin, guanfacin ger effekt efter indikation.....
= Ovanligt svara biverkningar noterade vid CS.

= KBT, PSYKOEDUKATION, FORALDRASTRATEGIER,
ANPASSNINGAR!

Caroline Gromark 12/03/2019
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Remiss?

= OCD, tics eller anorexi med hastig, atypisk debut och/eller atypiskt
forlopp.

= Debut/markant férsamring i samband med infektion.

= ’En enda rora’ av psykiatriska/neurologiska/reumatologiska symptom.
= Autoimmun samsjuklighet.

= Ring och diskutera, lab prover etc kan kollas innan. 08-51452220.

= Nara samarbete med somatisk vard behovs.

= Beddmning och behandling av misstankt PANS/PANDAS bor ske inom
forskningsansluten enhet (Socialstyrelsen > FoU).

Caroline Gromark 12/03/2019 27
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Take home message

= Vi ar forst lakare, &ven inom psykiatrin — tank bredare kring
etiologin!

= Det finns andra behandlingsmajligheter an vara klassiskt
psykofarmakologiska.

= Samarbeta med somatiken, konsultera kollegor.

= |bland ar en zebra en zebra...

Caroline Gromark 12/03/2019 28
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Tack for uppmarksamheten!

caroline.gromark@Kki.se,
caroline.gromark@sll.se
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