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Sentetik Kannabinoidler

e Oldukca farkl

* Tehlikell

* Etkisi
ongorulemez

Lewis Nelson M.D.
NYU School of Medicine



Sentetik Kannobinoidler nerden cikti?

o Multiple skleroz, HIV/AIDS, ve kemoterapiye
katki saglamak icin John William Huffman ve
ark. kannabinoid reseptor aktivitesi olan
bilesikleri sentezledi.

o 2000’li yillarda bu maddeler, SK iceren yeni
maddelerin ana bileseni haline geldi.

o 2004’den itibaren sokaklarda satilmaya
baslandi.

o 2011’de ulkemizde yasaklandi.

Huffman JW, Dai D, Martin BR, Compton DR. Design,
Synthesis and Pharmacology of Cannabimimetic
Indoles. Bioorganic & Medicinal Chemistry Letters.
1994;4(4):563-6.



Sentetik Kannobinoidler

o Bunlari arastiran / bulan kisi ya da
laboratuvarlarin isimleri ile anilirlar:

 AM-xxx (Prof. Dr. Alexandros Makriyannis)
 HU-xxx (Hebrew Universitesi)

e JWH-xxx (Prof. Dr. John W. Huffman)

* CP-xx (Company of PfizerR)



Sentetik Kannobinoidler

XLR-11
EC;,=98 nmol/liter

ADB-PINACA
EC,,=0.53 nmol/liter

AB-CHMINACA
EC;,=7.8 nmol/liter

JWH-018
EC;,=102 nmol/liter

5F-AMB

EC;,=1.9 nmol/liter
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AS-THC
EC.,=171 nmol/liter
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AM-2201
EC;,=38 nmol/liter

PB-22
EC;y=5.1 nmol/liter

AB-FUBINACA
EC;,=1.8 nmol/liter

MAB-CHMINACA
EC;y=5.1 nmol/liter

)ﬁ)k/

AMB-FUBINACA
EC;(,=2.0 nmol/liter

AMB-FUBINACA
Acid Metabolite




Sentetik Kannabinoidler

Klasik Kannabinoidler dibenzopiran halkasindan (6rn., HU-210, nabilon
veya dronabinol) tiiretilen (yani, delta-9 tetrahidrokanabinol analoglari)

Klasik olmayan kannabinoidler veya sikloheksilfenol analoglari (6r., CP 47,
59, 497, 540)

Naftoilindoller (JWH-018, 073)
Naphthylmethylindoles

Naphthoylpyrroles

Naphthylmethylindenes

Fenilasetiltanol (JWH-0259)

indolekarboksilatlar (6rn. FUBICA-COOMe)
Indolekaboksamidler (6r. ADB-PICA, MDMB-CHMICA)
indazolekarboksilatlar (6rn. BINACA-COOMe)

indazolkarboksamidler (6rnegin, AMB-FUBINACA, ADB-CHMINACA veya
MAB-CHMINACA, AB-CHMFUPPYCA)



Kannabinoid Reseptorler
Neredeler ve Ne yaparlar??

e CBI1R ve CB2R, adenil siklaz CB1 reseptorleri CB2 reseptorleri

gktl?/ltesmltlgalskllayan G proteinine *Kortikal ve subkortikal eDalagin marjinal
agll reseptorier bolge (hipokamplis ve  zonunda

* G protein aktivasyonu => adenil serebellum) Sitareillaree
Sikl?z inhibisyonu =>MAPK *MS dorsal kok *Makrofajlarda
aktivasyonu ganliyonlari *B hiicrelerinde

 Ayrica CB1R=> kalsiyum kanal *Periferik sinir sistemi  *T-lenfositlerde
blokaji ve potasyum kanallarinin (agri ) *Monositlerde
aktivasyonunu *Astrositlerde

*PMN



Kannabinoid Reseptorler

* Heterodimer kompleks
olusturular

* Opioid reseptorler ile
etkilesim=> agri
kontrolinid amaclayan
daha etkili farmakolojik
stratejilerin hedefinde




Kimler Kullaniyor

e KMerakli>> gencler

 Madde kullanimi
saptanmasindan
kacinmak isteyen
bagimlilar

— Dogal Kannabis (Esrar)
kullanicilari

— Denetimli Serbestlik
yukamlaleri




Kullanim Sekl;

Sigara gibi sarilarak icilir.

<<Sasal>>'da buhari
solunur




Klinik Prezantasyon

Hafif ve Orta Siddetli

Ciddi Semptomlar

Semptomlar

Tasikardi

Konjunktival enjeksiyon
Nistagmus

Kusma

Ataksi

Sedasyon

Antegrad amnezi
Dizartri

/intoksikasyon

Ajitasyon, koma, toksik
psikoz

Nobet

Bradikardi, tasikardi
Rabdomiyoliz
Respiratuar depresyon
Akut bobrek hasari

Synthetic cannabinoids: Acute intoxication
www.uptodate.com



Zombi Salgini

Sokak ismi AK-47 24 Karat
Gold Metil olan AMB-
FUBINACA'nin New York’ta 33
kisi tarafindan toplu tuketimi
sonrasi

* Letarji
* Bos bakislar
e Zombi turl inleme

* 12 saatten once
dizelmeyen kol ve
bacaklarda yavas mekanik
hareketler




Bonzal

e JWH-18

e Turkiye’de 2015
itibari ile
yayginlasti

e Olim vakalari




Tani

o Standart laboratuvar testleriyle
saptanamamaktadir

o Analitik metodlar gelistirilmektedir:
* Kramotografik uzun stirede sonuc, pahali

* Immunoassay calismalar ucuz, hizli ancak
sinirli sayida sentetik kanabinodi tespit:

JWH-073, JWH-250 ve JWH-019



Sentetik Kannabinoidler llac Tarama
Testi

\WH-018 Pentanoic acid 30 JWH-073 Butanoic acid 5

JWH-018-N-4-hydroxypentyl 200 JWH-073-N-4- hydroxybutyl 300
JWH-081-N-5- hydroxypentyl 1000  JWH-200-N-6-hydroxyindole 300
AM-2201-N-4-hydroxypentyl 1000  JWH-250-N-5-hydroxyindole 300
RCS-4-N-5- Carboxypentyl 250 Lamofrigine 50

Guvenilirlik % 60 - 85



Serum S100B Duzeyi

am J Emerg Med. 2018 Mar, 36(3):435-441. doi: 10.101&6/.ajem.2017.02.053. Epub 2017 Sep 1.

Could serum S100B be a predictor of neuronal damage and clinical poor outcomes associated
with the use of synthetic cannabinoids? S100B to predict neuronal damage of SC in the ED.

vilmaz §', Karakayali 02, Kale E®, Akdogan A%,

# Author information

Abstract
AIM: This study aims to evaluate the serum S100B levels to predict neuronal damage and poor clinical outcomes associated with the use of
synthetic cannabinoids.

METHOD: Thirty patients identified as synthetic cannabinoid users and 30 healthy controls were included in the study. S100B levels were
compared between healthy controls and synthetic cannabinoid users. The following were considered to be composite outcomes: the need for
endotracheal intubation, incidence of seizures, the need for intensive care unit admission, and in-hospital mortality. Clinical and laboratory
findings associated with composite clinical outcomes were examined.

RESULTS: The mean S100B level was 19.3 (95% CI: 17.7 to 21.4) pg/mL in patients who use synthetic cannabinoid, and 15.9 (95% Cl: 15 to
16.9) pg/mL in the controls; mean df: -3.6 (95% CI: -5.6 to -1.6). In patients with and without composite clinical outcomes, the mean S100B
level measured 243 (95% CI: 21.2 10 27.9) pg/mL and 17.4 (95% CI: 15.6 to 18.4) pg/mL, respectively; mean df: -7.4 (95% CI: -10.2 to -4 6).
With the cut-off value for S100B set at 20pg/mL based on the highest sensitivity, the sensitivity, specificity, PPV, and NPV for 51008 were
89.9%, 52.0%, 44 4%, and 91.9%, respectively; odds ratio: 13.2, 95% CI (2.1 10 28.1).

CONCLUSION: Cur data suggest that serum S100B levels are elevated in patients using synthetic cannabinoids. These results show that
S100B can help clinicians stratify risk or may have a role in excluding those with neuronal damage.



Tedavi

o Spesifik antidot yok

o Semptomatik tedavi

v’ Tasikardi — Hipertansiyon: Beta-bloker

v’ Anksiyete — 6lim korkusu: Benzodiazepinler
v’ Bulanti — Kusma: Anti-emetik

v Nobet: Anti-epileptik



Lipid Emulsiyon Tedavisi

Case Report

Intravenous Lipid Emulsion Therapy for
Acute Synthetic Cannabinoid Intoxication:

° AC||e akut SK Clinical Experience in Four Cases

intoksikasyonu
ile basvuran
unstabil
hastalarda

Gikhan Aksel,' Ozlem Giim:y,r:rn:l,3 Tanju Taﬂi.'l.rek,l Ergiil Kozan,” and Sebnem Eren (;a|.'\ri|sr.l
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There is no specific antidote for intoxication with synthetic cannabinoids. In this case series, we considered the efficiency of
intravenous lipid emulsion therapy in four cases, who presented to emergency department with synthetic cannabinoid (bonzai)
intoxication. The first patient had a GCS of 3 and a left bundle branch block on electrocardiography. The electrocardiography
revealed sinus rhythm with normal QRS width after the treatment. The second patient had bradycardia, hypotension, and a GCS
of 14. After intravenous lipid emulsion therapy, the bradycardia resolved, and the patients GCS improved to 15. The third patient
presented with a GCS of 8, and had hypotension and bradycardia. After the treatment, not only did the bradycardia resolve, but
also the GCS improved to 15, The fourth patient, whose electrocardiography revealed accelerated junctional rhythm, had a GCS of
15. The patient’s rhythm was sinus after the treatment. Cardiovascular recovery was seen in all four cases, and neurological recovery
was also seen in three of them. Based on the fact that intravenous lipid emulsion is beneficial in patients intoxicated with lpophilic
drugs, unstable patients presenting to the emergency department with acute synthetic cannabineid intoxication may be candidates
for intravenous lipid emulsion treatment.



2015 Avrupa da yakalanan yeni maddelerin > %60

o Yeni Sentetik Kannabinoid

o Yeni Sentetik Katinonlar

o Yeni Opioidler

e Sentetik fentanyl tirevleri =>buyutyen tehlike
* Akriloilfentanil

* Furanilfentanil



2009 Pfizer® buldu

Agustos 2014 de
Macaristan da yakalandi

2016 Turkiye de yakalandi

Ambalajlanmamis toz
halinde

Cin den ithal

Bitkisel sigara Urinleri ile
karistiriliyor




MDMB-FUBINACA

2009 Pfizer® buldu

2012 Japonya da ILK KEZ
yakalandi

2014 Almanya

2015 Singapur, ABD ve Cin
de kontrole tabii

Tarkiye de henlz
yakalanmadi

Elektronik sigaralarla
kullanimi sik




ADB - FUBINACA

Sikhikla ADB-FUBINACA
ile iliskili "Kara Mamba",
en yaygin kullanilan SK.
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Bobrek hasari 0

Miyokardiyal toksisite \1’&&
~ Black Mamiéa

Olim



MDMB-PINACA (5F-ADB)

2009 Pfizer® buldu
2014 Isvec

2015 Singapur ve ABD de
kontrole tabi oldu

Tarkiye de henuz
yakalanmadi

Chris‘Zhao

- - - 5 ! !‘
xmnglmg@laosuachem .com
anglug@aosm?achem com
http://www. aosinachem.com



Avrupa’da yakalanan haklarinda yeterli
klinik bilgi olmayanlar! 2017

5F-AB-PINACA AB-PICA MDMB-CHMICA
5F-ADB (MDMB-PINACA ) | ADB-CHMINACA MDMB-FUBINACA
5F-AMB ADB-FUBINACA PX-3

5F-APINACA ADB-PINACA JWH-201
5F-CUMYL-PINACA ADBICA JWH-302
AB-CHFUPYCA APICA AM-2201
AB-FUBINACA APINACA RCS-4




Unutma!l

PB-22

4,4'-DMAR

25|-NBOMe

Methoxetamine

AH-7921




Tesekkurler.....



