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Zararini herkesin bildigi bir bagimhligin 6ykusd...



GIris
* Psikotik hastaliklarda sigara icmek yaygindir!

 Sizofrenide yayginlik %70-80

e Erkek > Kadin

* Daha derin ve daha uzun sire nefes cekerler

Winterer, 2010,
Hirasawa-Fujita ve ark. 2013,
Sagud ve ark. 2018,




GIris
e Sizofreni’de 20 yillik bir calisma, Sigara
iIcmenin
* KVH’dan olim riskini %86 artirdigini

e Diger tum nedenlere bagl 6lim riski %30

Stolz ve ark. 2019




Etki Metabolizmas

* Nikotin - Merkezi Asetilkolin * Nikotin, dopamini metabolize eden
Reseptorleri MAO A ve B enzimlerini inhibe
» DA ve 5-HT eder

 Bu nedenle, DA uzun sureli etkililik

gosterir.
NE, Glutamat, GABA ve opioidler

Berlin ve ark. 2001,
Levin ve ark. 2007,
Subramaniyan ve ark. 2015




Pozitif Belirtiler a

YUKSEK

, DA g
/‘ / ML yolakta
DA T

Stahl 2015,
Quigley ve ark. 2019




Negatif, Afektif, Bilissel Belirtiler

DUSUK

Nikotin
() MK yolakta
= DA ve Glu P

Stahl 2015,
Parikh ve ark. 2016




Nigrostriatal Yolak [1

NORMAL

Nikotin
NS yolakta

/" A >

Stahl 2015,
Huang ve ark. 2019




Sigara kullanimi sizofreni gelisiminde rol oynar!

* |Ik psikotik atag olan hastalarda * Psikiyatrik bozuklugu ¢
sigara icme orani %58 e 14.248 asker 4-16 yil takip edilmis
ég e GlUnde >10 1" sigara icenlerin
;‘8 icmeyenlere gore
20 2 * Sizofreni gelistirme olasiligi 2.28 kat

0

Sizofreni Genel Nufus { }

Weiser ve ark. 2014,
Huang ve ark. 2019




Sigara = Sizofreni | Hafif(<10)

* Psikoz 6ykusu @
e 233.879 erkek ve ASir (510
. 1,413,849 kadin gir (210)
* |svec 6rneklemi
Kadin Erkek
3.45 kat ™ 3.80 kat

Kendler ve ark. 2015,

* Genel uyusturucu kullaniminin
etkisi kisitlanmis!




Sigara = Depresyon - Anksiyete

e 29 calismanin 2019 tarihli bir meta-analizi, sigara icen ve sigara
icmeyen sizofrenili hastalarinda

* Depresif, anksiyete ve negatif belirtilerde anlaml farklilk yok!!!

e Sigara pozitif belirti yogunlugunu T
 Ekstrapiramidal yan etkileri {¢,

Huang ve ark. 2019




Sigara = Bilissel Islevler

e 18 calismanin 2020 tarihli bir meta-analizi,

. S|gara icmeyenlere kiyasla sigara icenlerde
* Dikkat
e Ylrutucu islevler
e Calisma bellegi
e Ogrenme
e Akil yiritme ve isleme

Coustals ve ark. 2020




Negatif, Afektif, Bilissel Belirtiler

DUSUK

Nikotin
() MK yolakta
= DA ve Glu P

Stahl 2015,
Parikh ve ark. 2016




Sigara = Saldirganlik

_ _ . Sioara Saldirganlig
* 474 sizofreni tanisi ile tanili hasta '6 ) azaltmak
. . saldirganlig g
* Sigara icenlerde arttiriyor wllEno;

o ™ Fiziksel saldirganhk

Bagimsiz bir
fenomen (?)

Allen ve ark. 2011,
Mallet ve ark. 2018




Sigara = Sosyal Etki l‘
 ABD’de kuicuk bir orneklem . ’
D

calismasi (n=78)
* Sizofreni ve SAB ‘
e Hastalar, yapilan kamu
yvardimlarinin %27’sini sigaraya
harciyor!

KDV + OTV = %81

" g e — l
/ 7 —-/
e = _ - ' 4
L & 4 4 =
4 &,
< g " ——
- b y >

Steinberg ve ark. 2014




Sigara - Farmakolojik Etkiler

e Tutun — Polisiklik aromatik hidrokarbonlar
* CYP1A2 aktivitesi T

Yiksel 2001,

Sagud ve ark. 2009,
Lowe ve ark.2010




Sigara - Farmakolojik Etkiler

* Bir meta-analiz, ginde
* > 5 sigara
* >3 fincandan fazla kahve tiketimi

* Olanzapinin etkinligini azaltiyor! \
[ Ancak, guvenligini arttiriyor }

Djordjevic ve ark. 2019




Sigara Birakma p N

* 12 aylik bir stire = Sizofreni hastalar
* Genel ortalama - 4,8 kg T
e Sigarayil birakanlar - +1,2 kg T

Sigaray! birakma, ilave kilo alimina
ragmen 10 yillik KV olim riskini J,

Thorndike ve ark. 2016




Tedavideki ilk basamak farmakolojik secenekler

e Vareniklin Yok

2.7. Despite Barriers, Smoking Cessation in Schizophrenia Is
Realistic.| Patients with schizophrenia face additional barriers

° I . . - e in reaching smoking cessation compared to patients without.
Bupropion Psikotik Belirti L reastie STHOR g ¢ mpared 1o patie -
One study suggested that dopamine receptor D2 antagonists
. i . . attenuate the reward effects of nicotine [72]. This pharmaco-

* Nikotin replasman tedavisi (NRT) '

logical interaction could partly explain why patients with

o schizophrenia smoke more cigarettes and inhale more
Uyum zorlugu
Cahill ve ark. 2014,
Ding JB ve ark. 2021




Etkinlik karsilastirmalari

Psikiyatrik belirtiler acisindan ilaclar ve

1.14 plasebo arasinda anlamli farkhilik yok! S é’eﬁﬁtll :
Bupropion \ O

2.84 (163-492°F
3-18 (1.82-5.56) %
- S
Varenicline - 4-92 (2-99-8-09
2.02% . — T
1.76 ¢ 1 2 3 4 5

4+ —Pp
Favours placebo Favours active treatment

Micotine replacement therapy

Siskind ve ark. 2020




Noropsikiyatrik yan etkiler s

 Sigara KB olan bireylerde; 6,5 6,7 =5
2 7
 Vareniklin ve bupropion tedavisi
.o o o . . . . 0
nor\(/)rl)(5|k|yat|r|k belirtileri /]\ Vareniklin Bupropion NRT Plasebo
| axe r_apor ar * 390 sizofreni veya sizoaffektif
* Sizofreni? bozukluk olgusu;

* Orta veya siddetli NP yan etki

Anthenelli ve ark. 2016




Study %
ID ES (95% Cl) Weight

Sigara Birakma Oranlari

Kim (2013) - 0.02 (0.01, 0.03) 7.80

Zhang (2012) - 0.04 (0.03, 0.05) 7.78
25 Ferron (2011) — 0.05 (0.02, 0.09) 7.43
Diaz (2009) — 0.07 (0.04, 0.11) 7.56

010 (0.02,0.17) 664

20 Diwan (1998)

_——
Etter (2004) — 0.13 (0.07,0.18)  7.15
Goldberg (2008) —_— 0.16 (0.08,0.23)  6.70
15 Larsen (2011) — 0.16 (0.13,0.19)  7.63
Takeuchi (2010) —id-— 0.17 (0.11, 0.23) 7.01
McClave (2010) —— 0.17 (0.11,0.23)  6.96
10 19 Johnson (2010) | —— 0.21(0.17,0.25) 746
14 Karpov (2017) | ——s——  023(0.15,031) 650
5 Jiang (2013} : —_ 0.25 (0.23, 0.28) 7.66
Wing (2011) | ——————— 025(0.15,0.36) 572
0 Overall (I-squared = 97.3%, p = 0.000) <T‘r)- 0.14 (0.08,0.19)  100.00

NOTE: Weights are from random effects analysis

Sizofreni Diger Kontrol 1 J

-.358 0 A58

Zeng ve ark. 2020




Comypparison Group Treatment Group

e
g}

n=298, 8 seans (NRT, MG ve BDT) - T
3 40 — —
B —
TAELE 1. Continuous and Point-Prevalence Abstinence Rates and Smoking Reduction Status® uf -
o
Phase g 30
n
3 Months & Months o i
Smoking reduction ot 50% -
or greater relative to
baseline -
omparison group (N= 16.6 1.00 18.5 1.00 1.00
Treatment group (N=147) 43.5 3.89 7 1.91-7.89 299 1.88 0.92-3.82 2.09 1.03-4.27 BN
Attended <5 sessions 4
(N=35) 20.0 1.26 0.37-4.29 14.3 0.73 0.19-2.84 11.4 0.59 0.14-2.59
Attended 5-7 sessions
(N=42) 40.5 3.43" 1.28-9.19 23.8 1.37 0.47-4.03 214 1.25 0.41-3.81 |
Attended all sessions Baseline 3 & 12
(N=70) 57.1 672" 2.90-15.56 414 3117 1.36-7.09 47.1 4107 1.80-934 oo

Baker ve ark. 2006



n=181: POY, POY+NRT, Kendisinin birakmasi

Phase I Phase II Phase 111 Follow-up
Week Baseline 2 K 4 6 8 10 12 16 20 24 36
CR n/a $20 $20 %20 $40 $40 $40 340 $60 $60  $60 $80
Measures $£25 $5 $5 $5 £5 $5 $5 $5 $5 $5 $5 $25
Week 36
Outcome CR Control
Measure (N =60) (N =60)
Cotinine-15 7% 5%
CO 37% 8%

POY: Pekistire¢ Odakli Yonetim, NRT: Nikotin Replasman Tedavisi Gallagher ve ark. 2007




n=304, 5A modeli, TRSM, ABD

Smoking behavior by immediate versus delayed condition from baseline to six months

Baseline Six months Time by condition interaction
Have you smoked in past seven days (%oYes) Immediate OR. 7% (154/156) 96.1% (122/127) X2 =.1
Delayed 09.3% (147/148) 08.4% (126/128)
How many cigarettes smoked in a typical Immediate 131.6(85.6)n=155 129.7(83.3)N=127 F(25m=08p=.36
week? Mean (SD) -
Delayed 137.7(81.7)n= 148 1293 (B5.5)N=128

‘ Recent abstinence from smoking: carbon ‘ Immediate 19.23% (30/156) 18.25% (23/126) ;‘{3( =22

monoxide (ppm < 10,%Yes) . .
Delayed 19.59% (29/148) 23.62% (30/127)

Dixon LB ve ark. 2009




n=304, 5A modeli, TRSM, ABD

Smoking behavior and psychiatrists’ recommendation of smoking aids at each time point

Pre/baseline vs. six Pre/baseline vs. 12
Six months belore 5 After six months of 5 months statistic (dr ﬂl} p Aflter 12 months of 5 months statistic tlllhj p
A's Baseline A’ value A value
ISm-;J]-'.-.'-l in past seven day (%aYes) I Q9.32%(147/148) OF. 50% (2R0/2R4) O5.87% (232/242) I XA1)=313p= 076 I o4 072 (111/118) I Xi{1)=532p=.021 I
How many cigarettes smoked ina 13771 (B1.700 (N 13035 (B3.3T) (N |26.63 (B4.60) (N Fipsng=435p=.14 12502 (91.95) (N Fipsqm =398 p=.047
typical week Mean (SD) 148) 283} 2472 1 18]
Recent abstinence from smoking: 19.59% (29/148) 31.20%% (60/283) 18.67% (45/241) I X2, = 0.00 p= .97 I 23.73% (28/118) I X2, =234 p=_13 I
carbon monoxide (ppm =
10, %0Yes)

Dixon LB ve ark. 2009




n=304, 5A modeli, TRSM, ABD

Smoking behavior and psychiatrists’ recommendation of smoking aids at each time point

Prifbaseline vs, six Pre/baseline vs. 12
Six months belfore 5 After six months of 5 months statistic (df ﬂl} p Alter 12 months of 5 months statistic tlll'hj p
A's Baseline A's value A'g value
At last visit, psychiatrist I 2.07% (3145) 3.00% (11/276) 0. T8% (22/225) I X2 = 10.73 p=.001 12.96% (14/108) X2y = 10.03 p = .002
recommended oral prescription
medication for smoking cessation:
(%2 Yes)
Al last visit, psychiatrist I 4.14% (6/145) 7.61% (21/276) 15.56% (35/225) I I X2, = 15.41 p <.001 I 24.3% (26/107) X2, = 15.75 p <001
recommended mcotine
replacement products (% Yes)
Al last visit, psychiatrisi I 5.529% (R/145) 5.8% (16274) 11.56% (26/225) I I _"{:Ill 6.48 p= .01 I 1 6.67% (18/1T08) }{:”I B.71 p=.003

recommended group therapy
(*aYes)

Dixon LB ve ark. 2009




Sigara Birakmada uc¢ onemli kural!

Genis B, 2020




