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Paihteet & psykoosiriski

* Psykoosisairaudet ovat kehityksellisia sairauksia, jonka patogeneesiin vaikuttaa perima ja
eri aikakausilla vaihtelevat ymparistotekijat

* Aihepiiria tutkittu paljon, mutta silti vain muutamia pitkittaisjulkaisuja, jossa nuoruuden
aikainen oireilua otettu huomioon



Paihteet & psykoosiriski

* Kannabis riskitekijana psykoosisairauksien osalta tunnetaan hyvin

Riski kasvaa kayttomaaran mukaan, riski erit. sdanndllisen ja runsaan kayton suhteen kuvattu

vakuuttavasti

Nuorena aloitettu kaytto
Korkea THC / matala CBD — suhteen valmisteet
Psykoosialttius, muut ymparistotekijat, itseldaakintaa, genetiikkaa?

* Tupakointi riskitekijana tuoreempi tulokas

Pitkaan ajateltiin etta skitsofreniaa sairastavien runsas tupakointi olisi itselaakintaa

Lancetissa julkaistiin vuonna 2015 Gurillon meta-analyysi, joka nosti tupakoinnin riskitekijana
vahvasti esille

Riski kasvaa kayttomaaran mukaan, erit. paivittainen ja runsas kaytto riskitekijana kuvattu
Nuorena aloitettu kaytto
Ymparistotekijat, itselaakintaa, genetiikkaa?

* Imppaamisesta / inhalanttien kdytosta ja psykoosiriskista ei yhtaan pitkittdistutkimusta, ja
poikkileikkaustutkimuksia vain muutama



Paihteet ja aivot

* Nuoruudessa tapahtuu voimakasta aivojen kehitysta ja muovautumista etenkin
prefrontaalikorteksin alueella
* Kannibinoidit hairitsevat endokannabinoidijarjestelman toimintaa
* Tupakan nikotiini hairitsee asetyylikoliniinijarjestelman toimintaa
* Liouttimet neurotoksisia ja hairitsevat myos GABA/glutamaatti tasapainoa

* Nuoruus on herkka aikaikkuna ulkoisille hairidtekijoille

* Eldintutkimusten perusteella teini-ikaan vs. aikuisuuteen ajoittuvalla paihdealtistuksella on
erilainen vaikutus aivojen kehitykseen

* Haitta kehityksen kannalta todennakoisesti suurempi mita aikaisemmin altistus tulee

* Eldinkokeissa GABA-, glutamaatti-, dopamiinijarjestelmien hairidita on kuvattu
runsaan nuoruusaikaisen paihdealtistuksen seurauksena
* Prefrontaalikorteksin projektiot
* Mesolimbinen jarjestelma



Kannabis ja aivojen kehitys



Tavolte

1. Onko nuoruuteen ajoittuva paihteiden kayttd yhteydessa
psykoosiriskiin?

|.  Kannabiksen kaytto ja psykoosiriski
Il.  Paivittainen tupakointi ja psykoosiriski
Ill.  Imppaaminen ja psykoosiriski

2.  Mikali niiden valilla on yhteys niin selittyyko 16ydds nuoruuden
aikaisilla psykoosioireilla tai muilla sekoittavilla tekijoilla?



Metodit

* Pohjois-Suomen Syntymakohortti 1986
* Otoskoko vaihteli 6058 — 6542 henkilon valilla

 Tieto paihteiden kaytosta ja psykoosioireista kartoitettiin yhdessa
mittauspisteessa 15-16 vuoden idassa

* Tieto psykoosiin sairastumisesta saatiin kansallisista rekistereista
2015 vuoden loppuun saakka (30 vuotiaaksi)

* Cox regression avulla tutkittiin kannabiksen kayton, paivittaisen
tupakoinnin, imppaamisen ja psykoosiin sairastumisen valista
vhteytta



Pohjois-Suomen Syntymakohortti 1986
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Diagnoosit

* Skitsofrenia

e Skitsoaffektiivinen hairio

* Harhaluuloisuushairio

e Kaksisuuntainen mielialahairio, psyykoottisia piirteita
* Vaikea-asteinen masennus, psykoottisia piirteita

* Lyhytaikainen reaktiivinen psykoosi

* Muu psykoosi (F29 ja muut psykoosidg:t taman alla)



Paihteiden kaytto

e Seurantatutkimus 15-16-vuotiaana

* |tseraportointi
» Kahdella kyselylomakkeella

* Tupakointi, alkoholin kaytto, imppaaminen, kannabiksen kayttd, muut paihteet
(amfetamiini, LSD, opioidit jne.), reseptiladkkeiden kayttd paihtymistarkoituksessa

 Tassa tutkimuksessa kaytettiin kysymyksia:

Have you ever used marihuana or hashish? (never, once, 2-4 times, 5 times or more, | use regularly)

* 1. Do you currently smoke cigarettes daily (at least 1 cigarette/day, no/yes)? 2. How many filtered or unfiltered cigarettes you smoke per
day (n). This was categorized into three levels (no daily smoking (ref), 1-9 cigarettes/day and >10 cigarettes/day).

* Have you ever tried or used any of the following substances? - Sniffing thinner, glue, etc. for intoxication (never, once, 2-4 times, 5 times or
more, or | use regularly)
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Adolescent cannabis use, baseline prodromal
symptoms and the risk of psychosis

Antti Mustonen, Solja Niemeld, Tanja Nordstrom, Graham K. Murray, Pirjo Maki, Erika Jaaskeldinen and

Jouko Miettunen

Background
The association between cannabis use and the risk of psychosis
has been studied extensively but the temporal order still remains
controversial.

Aims
To examine the association between cannabis use in adoles-

cence and the risk of psychosis after adjustment for prodromal
symptoms and other potential confounders.

Method

The sample (1 = 6534) was composed of the prospective general
population-based Northern Finland Birth Cohort of 1986.
Information on prodromal symptoms of psychosis and cannabis
use was collected using questionnaires at age 15-16 years.
Participants were followed up for ICD-10 psychotic disorders
until age 30 years using nationwide registers.

Results

The risk of psychosis was elevated in individuals who had tried
cannabis five times or more (hazard ratio, (HR) = 6.5, 95% CI 3.0-
13.9). The association remained statistically significant even
when adjusted for prodromal symptoms, other substance use
and parental psychosis (HR =3.0, 95% Cl 1.1-8.0).

Conclusions

Adolescent cannabis use is associated with increased risk of
psychosis even after adjustment for baseline prodromal symp-
toms, parental psychosis and other substance use.
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Adolescent cannabis use, baseline prodromal
symptoms and the risk of psychosis

*  Using cannabis 5 times or more in adolescence associated with increased risk of any psychotic disorder until the age of
30 after adjustments for psychotic experiences, other substance use (at age 15-16 years) and parental psychosis (HR =

3.01,1.14-7.98)
*  Dose-reponse effect
*  Experiencing psychotic experiences at baseline and having used cannabis was strongly related to psychosis outcome

*  When the psychosis diagnoses were analysed separately, diagnoses of psychotic depression (HR =9.74, 95% Cl 3.83—
24.73) and schizophrenia spectrum disorder (HR = 11.18, 95% Cl 3.16-39.62) were associated with cannabis use. No
statistical significance was reached for schizophrenia, bipolar disorder with psychotic episodes and other psychosis in

cannabis users v. controls
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Smokin® hot: adolescent smoking and the

risk of psychosis

Mustonen A, Ahokas T, Nordstrom T, Murray GK, Miki P,
Jaaskeldinen E, Heiskala A, Mcgrath JJ, Scott JG, Miettunen J,
Niemelad S. Smokin® hot: adolescent tobacco smoking and the risk of
psychosis

Objective: Daily smoking has been associated with a greater risk of
psychosis. However, we are still lacking studies to adjust for baseline
psychotic experiences and other substance use. We examined
associations between daily smoking and psychosis risk in a 15-year
follow-up while accounting for these covariates in a prospective sample
(N = 6081) from the Northern Finland Birth Cohort 1986.

Methods: Self-report questionnaires on psychotic experiences (PROD-
screen), tobacco smoking and other substance use were completed when
the cohort members were 15-16 years old. Tobacco smoking was
categorized into three groups (non-smokers, 1-9 cigarettes and >10
cigarettes/day). Psychosis diagnoses were obtained from national
registers until the age of 30 years.

Results: Subjects in heaviest smoking category were at increased risk of
subsequent psychosis (unadjusted HR = 3.15; 95% CI 1.94-5.13).
When adjusted for baseline psychotic experiences the association
persisted (HR = 2.87; 1.76-4.68) and remained significant even after
adjustments for multiple known risk factors such as cannabis use,
frequent alcohol use, other illicit substance use, parental substance
abuse, and psychosis. Furthermore, number of smoked cigarettes
increased psychosis risk in a dose-response manner (adjusted

OR = 1.05; 1.01-1.08).

Conclusion: Heavy tobacco smoking in adolescence was associated with
a greater risk for psychosis even after adjustment for confounders.
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Smokin‘ hot: adolescent smoking and the
risk of psychosis

* Daily smoking of 210 cigatteres in adolescence associated with increased risk of any psychotic
disorder until the age of 30 after adjustments for psychotic experiences and other substance
use at 15-16 years, parental psychosis and parental substance use disorder (HR =2.00, 1.13 -

3.54).

* Dose-response effect

* Early initiation of daily smoking (<13 years) associated with increased risk of psychosis
compared to later initiation after adjustments (HR = 2.82, 1.12- 7.18)
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Article history: Background: Cross-sectional studies have snggstad inhalant use lszssnmted with psychosis. Thns association
Received 23 January 2018 was ina itudinal study ac ing for other sub se and p ial conf

Received in revised form 2 May 2018 Methods: We used a prospective sample (N = 6542) from the Nonhern Finland Birth Cohort 1986, Self-report
Accepted 12 May 2018 ires on use and psych were when the cohort members were

IS—IGysrsald. lnhahrtusewacnepnudmn I‘wrgmups (never, once, 2-4 times, 5 times or more ). Subse-
quent psychosis diagnoses (ICD-10) until age 30 years were obtained from national registers. Cox regression
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m analysis was used to examine the association between adolescent inhalant use and risk of psychosis.

Psychotic disorders Results: During the observation period 124 individuals were diagnosed with inddent psyd\ns:s Overall, there
Schizophrenia were 225 (3.4%) subjects with any inhalant use, 18 (8.0%) of whom were di d with p during the
Substance abuse follow up. Of non-inhalant users (n = 6317) 106 (1.7%) were diagnosed with psy:hnss Compared to non-

users, those using inhalants had increased risk of incident psychosis with most frequent inhalant use associated
with the greatest risk (unadjusted HR = 9.46; 3 86~23 20). After adjusting for baseline psychotic experiences,
other substance use, comorbid mental disorder and parental substance abuse, the increased risk of psychosis
persisted (HR = 3.06; 1.05-8.95). Furthermore, a dose-response effect between inhalant use and risk of psycho-
siswas identified (OR = 234; 1.83-2.99).
Conclusions: Inhalant use in was i i with incident psychosis. The adverse
health outcomes associated with adolescent inhalant use provide ing reasans for i ion of pol-
icies to reduce the use of volatile substances in adolescents.

Crown Copyright © 2018 Published by Elsevier BV. All rights reserved.




Adolescent inhalant use and psychosis risk —a prospective
longitudinal study

* Using inhalants 5 times or more associated with increased risk of any psychotic
disorders after adjustment for for psychotic experiences and other substance use
at 15-16 years and parental substance use disorder and any other psychiatric

disorder (HR = 3.06, 1.05 — 8.95)

* Dose-response effect



Cumulative incidence of psychosis in different
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Yhteenvetoa

* Toistuva kannabiksen kaytto, paivittainen tupakointi ja toistuva inhalanttien kaytto olivat
riskitekijoita psykoosisairauden kehittymiselle

* Riski nousi altistuksen mukaan
* Psykoosioireet nuoruudessa, muu nuoruuden aikainen paihteiden kaytto tai vanhempien
psykoosisairaus/pdihdehairio ei selittanyt yhteytta
* Aikaisin aloitettu paivittainen tupakointi oli yhteydessa korkeampaan psykoosiriskiin
* Kumulatiivinen altistus, genetiikka, syrjaytymiskehityksen merkki?
* Tutkimuksessa erottui ryhma jolle kasaantui kaikista runsain paihdekaytto, ja nuori joka oli
kayttanyt useita paihteita oli suurimmassa riskissa sairastua psykoosisairauteen
* Kumulatiivinen altistus, genetiikkaa, syrjaytymiskehityksen merkki vai jotain muuta?



Yhteenvetoa

* PROD — screen positiiviset henkilot jolla oli kannabiksen kayttoa
sairastuivat todennakdisemmin psykoosiin

* Toisaalta 30% raportoi 3 tai enemman psykoosioiretta viimeisen 6kk
aikana

 Syyta tutkia ja seurata sellaisia nuoria tarkemmin jotka raportoivat
toistuvasti psykoosioireita



Kysymyksia?



Kiitos mielenkiinnostal



