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Nuove Sostanze Psicoattive
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. Press Advisories DOD Adds Synthetic Marijuana to Random Drug Testing

> Mews Transcripts By Army Sgt. 1st Class Tyrone C. Marshall Jr.
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: Speeches

» Conkrarts WASHINGTOM, Dec. 13, 2013 = The Defense Department has expanded its zero tolerance for the use of illicit

drugs to include synthetic marijuana, also known as “spice " the director of DOD's drug testing and program
policy said here today.
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AmbDbiti di particolare criticita

- Intossicazioni acute

- Incidentalita stradale e controlli su strada

- Mansioni lavorative che comportano rischi per terzi
- Reintegro della patente di guida - porto d’armi

- Doping sportivo

- Urina
Quale matrice - sangue
biologica? - Capell

- Fluido orale



Catinoni di origine NATURALE

O OH

NH, NH,

Catinone Catina

CH3 CHj

Capostipite: pianta della Khat (corno d’Africa)
Effetti: eccitante, euforizzante, anoressizzante
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Caratteristiche del catinoni

- Struttura chimica di tipo amfetaminico (idrofilica)
- Elevata escrezione della sostanza assunta

- Possibilita di ricerca sulla matrice urinaria

Metodi iImmunometricl dedicati?

- Ampio spettro di sostanze e strutture chimiche diverse
- Rapida obsolescenza dei kit immunometrici dedicati

- Elevati costi di analisi per screening generalizzati

Quale risposta al kit per amfetamine?



Analisi di SCREENING: metodi EMIT

AmpSQ LOD
Concentrazione
stimata CR%
Amfetaming B3 286
d-Fluoroamfetamina 67 26.9
Cating 1055 1.7
Catinane 285 6.3
Bufedrone 7705 0.2
G-Pentedrone 7992 0.2
Butilone 1348 1.3
Etilone 6973 0.3
Pentilone 586 3.1

EcstSQ LOD
Concentrazione
stimata CR%
MDA 205 288
4-Fluorogmfetaming 1090 5.4
Metedrone 2250 2.6
Butilone 684 B.6
Etilone 2484 24
Pentilone 7818 0.8
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Domande:

Le positivita riscontrate negli screening per le amfetamine,
usando metodi immunochimici, derivano dall’'assunzione di
amfetamine, di catinoni, o di entrambi?

Le positivita agli screening per le amfetamine, che non
vengono successivamente confermate in GC-MS o LC-MS,
sono davvero ‘falsi positivi” (da cross-reattivita) oppure sono
dei “veri positivi” misconosciuti (assunzione di catinoni
anziché di amfetamine)?

Occorre verificare!

45 campioni di urine risultate positive agli screening
per le amfetamine: RICERCA DEI CATINONI
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45 soggetti (39 maschi e 6 femmine — eta media 27 anni (15+47))
18 controlli su strada, 11 commissioni patenti, 9 mansioni a rischio

10

Campioni positivi
o

Catina(9)
57%

16 (20) positivita

Butilone (4)
20%

Mefedrone (1)
6%

3-Metilmetcatinone (1)
6%

Molecole

Mansioni a rischio:
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Analisi di CONFERMA — Metodo MSTFA

Derivatizzante: N-metil-N-(trimetilsilil) trifluoroacetamide
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Analisi di CONFERMA — Metodo MSTFA
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contenenti

Campione Screening per Concentrazione
amfetamine Risultato conferma (ug/mL) Altre positivita
(ng/mL) HY Pseudoefedrina
1 695 Catina P »  Pseudoefedrina Actigrip
2 >2000 Fenilpropanolamina 0:08 » Amfetamina e THC Dato non disponibile
3 727 Catina TS »  Pseudoefedrina Reactine
4 615 Catina =T P Pseudoefedrina \\ Reactine /
5 1248 i Bl p» Pse rina Reactine
6 828t Butilone 1,78 /MDMA e THA Dato non disponibile
7 >2000 l Butilone \ 0,76 I MDMA \ Dato non disponibile
8 Non disponibile \ Butilone I 8,39 \ MDA e MDMA l Dato non disponibile
9 Non disponibile W 5,51 WDA e MDMM Dato non disponibile
10 >2000 Fenilpropanolamina B2 MDA, MD ' ppiacel € Dato non disponibile
Cocaina
Fenilpropanolamina 0,41 . . -
11 >2000 4-Fluoroamfetamina -T—} Amfetamina e THC Dato non disponibile
. . Amfetamina, Ketamina e : -
12 >2000 Fenilpropanolaming el — ) Dato non disponibile
Cocaina
13 681 A 112 » Ps rina Dato non disponibile
14 747 ( Mefedrone) 80,5 ( / ) Dato non disponibile
15 Non disponibile Catna 4086 » Pseudoefedrina Dato non disponibile
16 507 Catina oST » Pseudoefedrina Antlstam!nlco (non
precisato)
17 1561 Catina =55 p Pseudoefedrina Antlstam!nlco (non
precisato)
18 634 ' =06 »  Pseudoefedrina Reactine
19 981 3-Metilmetcatinone 427 ( THC ) Dato non disponibile

v
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Screening Conferme

immunom. GC-MS
| amfetamine ~ AMF CAT
0 AN
<o Butilo_ne POS. POS. RS
(4 casi) indiretta
T 0
NQY
Mefedrone POS NEG POS
(1 caso) | | |
T
N
POS. NEG. POS.

3-Metilmetcatinone (1 caso)
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‘ NEGATIVO |—>| Ricerca altre sostanze illecite?
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11 campioni su 19 sono risultati:
Negativi alla conferma per le amfetamine
Positivi alla conferma per | catinonici

* Opportunita: riscontri di positivita alle analisi di
screening per le amfetamine con metodi EMIT

* Rischio: che le positivita (vere) non vengano
confermate se non si dispone di un metodo Iin
GC-MS per la conferma dei catinonici

* Rischio: che false positivita non vengano
riconosciute come tali, se non e chiaro il quadro
anamnestico e lo spettro dei farmaci assunti



CANNABINOIDI SINTETICI: AZIONI LEGALI

I MNews | Government

| » House Approves Ban on Synthetic
Drug Enforcement Administ P t
. z [

The bill was introduced by Rep. Joseph McMamara of Cranston,
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PHOENIX NEWS

November 6, 2012 European Commission takes decisive action against legal highs

Contact: Public Information Officer
Number: 602 664-5725

DEA NEWS: Valley-wide Synthetic Drug Takedown
Investigation targeted the production and distribution
of synthetic drugs
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Andyl2112
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Erowid is a one-of-a-kind resource
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2019 is a vear of change for drug policy, for novel
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Though the last 10 years have seen a resurgence of support for psychedelic research

and cannabis legalization, there is still a surprising lack of backing for direct education
about the responsible use of psychoactive drugs. Please donate!
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Effetti avversi & Intossicazionl acute

Subzamce Aam and i pealt e s esn Behavioral Heaith is Essential to Heaith
(SAMHSA ~= 7
Treatment is Effective
T T T T T
SAMHSA News Release

Date: 127472012 5:00 Ak
Media Contact: SAMHSA Press Office
Telephone: 240-276-2130

First-of-its-kind report finds that street forms of “synthetic marijuana”
products linked to thousands of hospital emergency departments visits each
year

Young people, particularly males, most often involved

3 deaths may be tied to synthetic
marijuana in Colorado

By Jacque Wilson, CHM
September 7, 2013 -- Updated 1550 GMT (2350 HKT)

Smoking synthetic marijuana may damage kidneys

Cathy Payne, USA TODAY

Synthetic Marijuana Use During Pregnancy Can Cause Symptoms of
Preeclampsia and Eclampsia
HEALTH & WELLHESS  SUBSTAMCE ABUSE

FlLlike <« 2 g +1 o Tweet



QUAL E’ LA REALE INCIDENZA D’ABUSO?

v' L’analisi dell’urina é problematica

(rapido metabolismo, assenza di standard)

v Mancanza di dati affidabili sull’incidenza dei cannabinoidi

guale causa di incidenti stradali e lavorativi

News Weather TV Shows - Channels - TV Guide TVNZ Ondemand

ONEeNEWS

Fdr=com Latest Video NZ News World Sport Business Politics Entertainment Lifestyle

Paosted: Friday

More emplnyers testing for synthetic cannabis use
ednesday Jun

DETERMINAZIONE DIRETTA NEI CAPELLI
DEI CANNABINOIDI ASSUNTI




A. Salomone et al. Journal of Mass Spectrometry (2012) 47, 604-610

ournmu )S
Research Article SPECTROMETRY
Received: 3 January 2012 Revised: 7 March 2012 Accepted: 15 March 2012 Published online in Wiley Online Library

(wileyonlinelibrary.com) DOI 10.1002/jms.2988

Simultaneous analysis of several synthetic
cannabinoids, THC, CBD and CBN, in hair by
ultra-high performance liquid chromatography
tandem mass spectrometry. Method validation
and application to real samples

A. Salomone,?* E. Gerace,® F. D’Urso,? D. Di Corcia® and M. Vincenti®®




A. Salomone et al. Journal of Mass Spectrometry (2012) 47, 604-610

Determinazione di 5 cannabinoidi sintetici, THC, CBD e CBN nei capelli

3.0e5 1 Peak

ISTD

D Analyte SRM
1 wwr200  ass2-1551 | LOD: 0.02-5.4 pg/mg
2 JWH-250 3362 - 121.0
3 JWH-073 3281 - 155.0 . _
4 CBD 315.0 - 193.2 LOQ 0.07-18 pg/mg
5 JWH-018 3421 > 155.1
6 CBN 311.1 - 223.2
7 HU-210 387.3 > 243.1 2
2.0e5 - 8 THC 315.0 > 193.0
- ISTD  JWH-018-d9  351.2 — 154.9
5
2 1
c
Q
£
1.0e5 3
0 D J&L g
0.5 1.0 1.5 2.0 25 3.0

Time {min)

3.5

UHPLC-MS/MS




A. Salomone et al. Journal of Mass Spectrometry (2012) 47, 604-610

Inl 179 campioni di capelli da consumatori abituali di cannabis (2010)

14 soggetti positivi ad almeno un cannabinoide sintetico (7.82%)

Positive Age Gender Type of hair THC CBD CBN JWH-018 JWH-073 JWH-250
s (pg/mg) (pg/mg) (pg/mg) (pg/mg) (pg/mg) (pg/mg)

1 29 Male Head 73 42 64 70.5 4133 -

2 29 Male Pubic 68 57 67 1.5 - -

3 18 Male Head 553 1217 137 383 “ =

4 n/a Male Head 70 55 36 - 1.3

3 22 Male Head 57 <L0Q 39 70.4 37.0 7294

6 22 Male Head 57 222 60 - =

7 48 Male Head 54 25 31 449 409.3 262.0

8 43 Male Head 50 24 36 0.8 0.5 -

9 20 Male Head 69 85 62 - - 674

10 26 Male Pubic 60 88 60 = 1.7 -

1 32 Male Head 115 460 51 10.9 66.7 13856

12 44 Male Head 59 38 31 0.6 - ~

13 37 Male Head 417 1862 205 14.8 5.2 2.9

14 20 Male Head 112 18 47

A# 'I' Length: 3.5 cm; JWH-250: 208.8 pg/mg
6# w Length: 3.0 cm; JWH-250: 1.5 pg/mg

0.6-70.5

50-553
pg/mg

‘

pg/mg

Consumo cronico
Uso occasionale
Contaminazione esterna




A. Salomone et al. Drug Testing and Analysis (2014) 6, 126-134

&  SECONDO STUDIO
23 CANNABINOIDI SINTETICI

Research article

Received: 21 June 2013 Revised: 23 August 2013 Accepted: 29 August 2013 Published online in Wiley Online Library

(www.drugtestinganalysis.com) DOI 10.1002/dta.1556

Hair analysis as a tool to evaluate the prevalence
of synthetic cannabinoids in different
populations of drug consumers

A. Salomone,?* C. Luciano,? D. Di Corcia,? E. Gerace® and M. Vincenti®®



A. Salomone et al. Drug Testing and Analysis (2014) 6, 126-134

PTG ¥
.'A‘J‘. \ Compound R, R;

. - R / 11 JWH-203 pentyl chlore
. 25 9 JWH-250 pentyl methay
4 12 JWH-251 eyl methyl
17 RCS-8 Z-cyclohexylethyl methooy

23 analiti ricercati Compod____ R, RR R

5 AM-694 S-fluoropentyl H jode H

8 RS54 pentyl H H methaoxy

1 WINABMWE  4-ethylmorpholinog methyl H methoxy

Periodo di investigazione
(anno 2011)

C
ﬂ:onfrontare la diffusione dex

Compounid R, R; R,
2 AM-1220  1-meth¥ipiperidin-Z-yl-methyl H H
6 AM-2201 S-fluoropentyl H H
Bx 15 JwHa07 pentyl methyl H
T JWHAMS propyl methyl H
13 JWH-018 peniyl H H
. . . . . ; 19 JWH-019 hexyl H H
cannabimimetici fra differenti 2 W00 hepty HoH
10 JWH-IT3 butyl H H
14 JWH-081 peniyl H methoxy
. . . . . 18  JWH-122 penityl H methyl
popolazioni di consumatori di 3OIWHO  2mopholinylbyl  H f
21 JWH-210 pentyl H ethyl
21 JWH-3% pentyl H chlore

sostanze stupefacenti e alcol

\ﬂ_\ 0 HU-210




A. Salomone et al. Drug Testing and Analysis (2014) 6, 126-134

Determinazione di 23 cannabinoidi sintetici in campioni di capelli

Time, min

9
1.6e5 -
4
1595 = 3.0e6 _: Paak
1 _ID_Analyte SRM
1 JWH-250 336.2—121.0 3
2 JWHOTI 32811550
3 JWH-0B1 372251854
E 20e64 4 JWH-122 356.1->169.1
] 7
’Fg 1 8
w 1.0eb - 2
Ty = 1.0¢6 - . 5 10 15
> 2 14 21
'E 1A 22
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1
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A. Salomone et al. Drug Testing and Analysis (2014) 6, 126-134

= ]|+ 264 gia positivi a sost. stupefacenti
» 344 campioni di capell . e
PIONT @ Capell ]| 80 gia positivi ad alcol (EtG > 30)



DESIGNER DEA Designer Drug Takedown @
DRUGS Acetyl Fentanyl Testing at NMS®

THETRENDS REPORT

XLR11

2010 to 2012

® are you ready for the next 2 years?



25 September 2013, 2.14pm BST
Fast market for legal highs
poses challenge for scientists
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Synthetic or not, Kellen Winslow's drug arrest
could lead to suspension

Sponsored By:

).317.1000

Winslow allegedly told authorities he uses the
drug because the league doesn't test for such
cannabimimetics, the scientific name for synthetic

3

New York Jets tight end Kellen Winslow faces suspension in wake of arrest for synthetic week. (Al Beflo / Gelly Images) BUILT!
.~
TOUGH|
By A.J. Perez/NJ.com & Print
Email the author | Follow on Twitter
on January 17, 2014 at 1:38 PM, updated January 17, 2014 at 2:52 PM

New York Jets tight end Kellen Winslow faces MORE

suspension for violating the league's drug policy - J ETS

- even if the NFL doesn't list synthetic marijuana - ,9" “ =1/ =
on its banned list. g '

Winslow appears to be correct: The NFL doesn't vet test for synthetic weed and the

typical urine test for marijuana won't detect it.



Studi successivi

Cut-off per THC internazionalmente accettato: 50 pg/mg

v Dati di letteratura scarsi per i cannabinoidi sintetici

Uso occasionale

v Ulterioni studi necessari § Assunzione cronica

Contaminazione esterna

v’ Determinazione di metaboliti (+ rapporto parente/metabolita)
0 marcatori alternativi

v' Studi in condizioni controllate






