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Figure 14 — Location of cases of acute intoxication by synthetic cathinones which required access to the emergency
services and which were recorded by the National Early Warning System since 2010 and associated synthetic
cathinones found in the samples analysed.
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4.2.3 Methoxetamine

Methoxetamine is an analogue of ketamine from which it differs by the presence of a 3-methoxy
substituent in place of the 2-chlorine on the aromatic ring and the 2-ethylamine instead of methylamine.
Similarly to ketamine, methoxetamine is thought to act as non-competitive antagonist of NMDA
receptors and as an inhibitor of dopamine reuptake. It would also act as an agonist of dopamine D2
receptors, serotonin SHT2 receptors, muscarinic cholinergic, sigma-1, mu and kappa opioids.
Compared to the effects of ketamine, the presence of the N-ethyl group would result in an increased
and prolonged toxicological effect, while the presence of the 3-methoxy group in place of 2-chloro lead
to less anesthetic and analgesic effect, as well as a longer half-life.

Methoxetamine can be taken orally, intravenous, intramuscular, rectal and nasal. As reported online by
some consumers, the effects can appear later (after 30-90 minutes) when taken for sniffing, with the
risk of taking repeated doses within short distance; if the assumption is made instead by intramuscular
injection effects can appear even after a few minutes. The duration of effect is highly variable (average
5-7 hours). To prolong the effects sought, it is often co-shouldered with hallucinogens (eg, LSD) or
amphetamines /amphetamine-like.

The effects researched and reported after use of methoxetamine are euphoria, increased empathy,
intensification of sensory experiences, distorted sense of reality, vivid and persistent visual
hallucinations. Some consumers report having experienced nausea, vomiting, diarrhea, paranoia,
anxiety, mental confusion, dizziness, distortion of time, aphasia, synaesthesia and severe psychomotor
agitation. After taking methoxetamine are also reported, such effects "not wanted", sensory deprivation,
derealization and dissociation (generically described as experiences "near-death").

During 2012, have been reported many cases of poisoning from methoxetamine. A total of 10 (one in
2011) cases of intoxication from methoxetamine recorded by the National Early Warning System, the
majority of which (6) identified in Northern Italy, while the remaining 4 in central ltaly, specifically in the
regions of Tuscany, Lazio and Emilia Romagna.

The main symptoms recorded at the entrance to the emergency room were: severe psychomotor
agitation associated with hallucinations, mydriasis, tachycardia, confusion, stupor.

Figure 15 shows the geo-referencing of cases of acute poisoning related to the intake of
methoxetamine who required admission to the emergency department.

54

What it is

Use and effects

Acute
Intoxications
acute in Italy by
methoxetamine



Report on operations and results Year 2013 — Based on 2012 data

Figure 15 — Location of cases of acute intoxication by methoxetamine which required access to the emergency
services and which were recorded by the National Early Warning System — 2011-2012.

. Methoxetamine
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4.3 Unanticipated and atypical symptoms after use.

Thanks to the distribution of analytical standards of synthetic cannabinoids and other new molecules to
the laboratories of the network by the Superior Health Institute, it has been possible to facilitate the
work of the laboratories, enabling them to identify these molecules in the materials analysed. Greater
promptness of recognition has therefore speeded up the diagnoses of emergency medical staff,
allowing them to implement the appropriate treatment of intoxicated patients more rapidly.

4.4 Web monitoring for the prevention of drugs supply — Substances available on the Internet
(type of product and method of marketing)

In total, 54 websites in the ltalian language were identified with servers located within the national
territory, and 426 webpages were reported.

Of reports to the Police forces of sites which sell controlled substances, 63.4% resulted in the
removal of the notice and in 21.8% of cases the web page was closed. The site notified was closed
in 8.9% of cases. Only 2.6% of the pages notified are still visible on the web.

Table 8 — Outcome of notifications of sites which market illegal narcotic substances on the web.

Outcome of notification No %
Removed 270 63.4%
Closed page 93 21.8%
Closed site 38 8.9%
Page still visible 1 2.6%
Investigation in progress 14 3.3%
Total 426 100.0%

Graph 14 - Outcome of notifications of sites which market illegal narcotic substances on the web.

Removed
63.4%

Closed page
21.8%
Investigation in

progress _
3.3% Page still visible Closed site

2.6% 8.9%

56

426 web pages
notified



Report on operations and results Year 2013 — Based on 2012 data

Thanks to the monitoring activities, a total of 34 different substances of been identified, of which
controlled and scheduled (DPR 309/90) psychoactive substances and drugs sold without medical
description.

Specifically, the following were found to be available:

e synthetic cathinones: mephedrone (4-methylmethcathinone), MDPV (3,4-
methylenedioxypyrovalerone), butylone (bk-MBDB) and 4-MEC (4-methylcathinone);

» synthetic cannabinoids: JWH-018, JWH-019, JWH-073, JWH-081, JWH-122, JWH-203, JWH-
210, JWH-250, RCS-4, AM-2201, AM-694, Eric-4.

»  phenethylamines: 2C-B, 2C-I, 2C-T-2, 2C-T-7, 4-methylamphetamine.

e ketamine, cocaine, MDMA, LSD, marijuana, heroin;

e drugs which cannot be sold without medical prescription: Xanax, Valium, oxycodone,
methadone, hydrocodone, morphine.

4.4.1 Online monitoring of rave parties

The monitoring activity conducted from October 2010 to December 2012 also led to the identification
of 116 illegal music events promoted online. 113 of these were notified by the Prefecture, Police,
municipality and referred to the Magistrate of the place where the event was to be held and the
Central Executive for Anti-Drug Services, in order to verify the legitimacy of the organisation. 39 of
these (33.6%) were prevented, i.e. closed before taking place; 25 were managed by intervention in
loco of the Police forces (21.6%); 38 (32.8%) took place in spite of the notification (Graph 15 and
Figure 16). 11 events (9.5%) are waiting for report ; 3 events indicated as not reported (2.5%) are
events where insufficient advance information regarding the place has been collected and therefore
they have not been notifiable to the Police forces and to the regional administrations.

Graph 15 - Rave parties identified via web monitoring and notified to DCSA, Prefecture, Police, municipality and
magistrate of the relevant location.
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Figure 16 — Location of rave parties identified by web monitoring and notified to the Police forces and to the Local authorities.
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4.5 Anomalous batches of classic drugs (variations of the percentages of active principle)

In collaboration with the Central Executive for Anti-Drug Services, it has been possible to monitor and
bring to light variations of the active principle of the so-called classic drugs during 2011 as reported

below.

Table 8 - Values of the active principle of cannabinoids, cocaine, heroin, MDMA recorded in 2011.

Year 2011  Cannabinoids
Minimum 0.9
Average 6.0
Maximum 19.0
Median 6.0

(*) for MDMA the average weight is given in mg per tablet/unit

Cocaine Heroin MDMA (*)
13 2 35
47 21.9 84
86 78 135
47 16 85

Graph 16 — Average, median, minimum and maximum of the active principle of cannabinoids, cocaine, heroin, MDMA

recorded in 2011.
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The following table indicates the percentage values of the active principle in cannabis,
methylenedioxymethamphetamine, heroin and cocaine found between 2001 and 2011.

Table 9 - Values of the active principle of cannabinoids, cocaine, heroin, MDMA recorded from 2001 to
2011.

Cannabinoids Cocaine Heroin MDMA (*)

2001 6 66 29 29
2002 7 62 16 25
2003 7 65 13 27
2004 7 59 18 31
2005 9 64 24 27
2006 6 49 20 22
2007 4 43 22 34
2008 6 47 21 25
2009 5 46 21 30
2010 7 46 26 30
2011 6 47 22 84

(*) for MDMA the average weight is given in mg per tablet/unit

Graph 17 - Values of the active principle of cannabinoids, cocaine, heroin, MDMA recorded from 2001 to 2011 -
percentage.
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(*) for MDMA the average weight is given in mg per tablet/unit
Cannabis with high percentages of active principle

During the year there were many notifications of reports of cannabis and derivatives seized by the
Police forces. The analysis of which yielded a high percentage of the active principle A°®-
Tetrahydrocannabinol (THC). More specifically, of 18 notifications from the various regions of Italy
regarding finds of cannabis, inflorescence, hashish were found to contain percentages of THC varying
between 15% and 35% with peaks of over 40% of active substance.
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4.6 New patterns of heroin use: the national situation

Via the monitoring of the various methods of use, the National Early Warning System, in
collaboration with the National Epidemiological Monitoring Service of the Department of Anti-Drug
Policies, was able to document changes in the methods of taking heroin, cocaine and other
stimulants between 2008 and 2011 among users registered with the services. From the investigation
it emerged that the route of administration most used for heroin was intravenous but on a downward
trend (60.9% in 2008, this figure falls to 57.5 in 2011) in favour of smoking (28.3% in 2008 versus
31.2% in 2011) and insufflation (7.2% in 2008 versus 9.6% in 2011). For cocaine the method most
used is insufflation; on a continual rise between 2008 (49.4%) and 2011 (59.9%).

Graph 19 - Trend of the various routes of consumption of heroin — years 2008, 2009, 2010, 2011 — percentage.
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Graph 20 - Trend of the various routes of consumption of cocaine — years 2008, 2009, 2010, 2011 — percentage.
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4.7 New cutting agents/adulterants

The notifications received by the System in the last year of operations highlight that the cutting
agents/adulterants more frequently encountered for heroin are paracetamol, caffeine and
methorphan. Cocaine however was found to be cut/adulterated with tetramisole/levamisole,
dipyrone, aminopyrine, benzocaine.

As regards heroin, notifications received by the System via the European Monitoring Centre in the
last year show that batches of heroin contaminated with Bacillus anthracis are circulating in Europe.

4.7.1 Heroin and Bacillus Anthracis

2012 featured a new wave of cases of sometimes lethal infections from Bacillus anthracis, recorded
in Europe among intravenous heroin users. Anthrax is a serious disease caused by the bacterium
Bacillus anthracis, which generates spores. The toxin secreted by Bacillus anthracis enables the
bacterium to avoid the immune system and can kill the host during infection.

Following notification of the death of a Bacillus anthracis positive intravenous heroin user in
Germany and given the speed with which narcotic substances can be marketed in Europe and
therefore reach Italy, it was considered appropriate to implement a Level 3 Alert in June among the
public health protection facilities and laboratories and Police forces. This alert was subsequently the
subject of two updates during the year: the first in July, following the recording of 4 cases of
infection, of which one death in Europe and the second in December relating to another 7 new cases
of infection, of which two deaths, among heroin users.

To date no case of infection with Bacillus anthracis has been recorded among users in Italy and
operators in contact with finds.

Figure 16 — Anthrax in culture
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4.7.2 Heroin and Methorphan

To date, the National Early Warning System has recieved numerous notifications from the System's
Collaborating Centres regarding finds from seizures of heroin adulterated with methorphan. Starting
from the earliest notifications recorded by the System in July 2010, again in 2012 cases of
identification of methorphan were recorded in samples of heroin from seizures, which brings total
notifications to 33 at the end of 2012, listed in Table 12. As regards the stereoisomers of
methorphan identified, dextro and levo, this information is critical given the different toxicological
characteristics which led to the scheduling of solely the levorotatory form. Dextromethorphan is a
sedative and, according to international literature, recreational use of dextromethorphan has also
been associated with cases of death, while levomethorphan is a narcotic analgesic. Therefore during
2012, the Alert System deemed it appropriate to go into further detail on the issue by contacting the
laboratories which transmitted these notifications. Specifically, the need emerged to understand the
nature of the methorphan identified, dextro or levomethorphan, in consideration of the significant
difference in the pharmacological effects generated by the two molecules. In just four cases it was
possible to confirm that it was dextromethorphan.

A case where heroin containing methorphan was sold and used as cocaine leading to the use of
heroin without the user being aware of it was recorded in 2012.

Table 12 — Notifications of finds of heroin found to be containing methorphan, which came to the attention of the
Warning System (2010 — 2012).

No Pla_ce Date of notification to
(Province) NEWS

1 Umbria July 2010

2 Viareggio March 2011

3 Bologna April 2011

4 Bologna July 2011

5 Imola July 2011

6 Venice August 2011
7 Benevento October 2011
8 Benevento October 2011
9 Benevento October 2011
10 Benevento October 2011
1 Benevento October 2011
12 Benevento October 2011
13 Benevento October 2011
14 Benevento October 2011
15 Benevento October 2011
16 Benevento October 2011
17 Benevento October 2011
18 Benevento October 2011
19 Olbia December 2011
20 Olbia December 2011
21 Cagliari December 2011
22 Genoa January 2012
23 Padua February 2012

The problem of
the stereoisomer

Heroin taken in
place of cocaine
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24 Verona March 2012
25 Bologna March 2012
26 Bologna April 2012
27 Padua April 2012
28 Bolzano May 2012

29 Correggio-Carpi July 2012

30 Reggio Calabria July 2012

31 Cagliari September 2012
32 Viterbo November 2012
33 Fiuggi (FR) November 2012

4.7.3 Cocaine and Benzocaine

In June 2012 the results of analyses performed on a white crystalline, odourless and compacted
powder seized in Lucca by the local mobile team were sent to the Warning System by the laboratory
of the Biochemical Clinical-Toxicological Unit of Lucca hospital. Quantitative analysis showed that it
was cocaine which also contained tetramisole, phenacetin and benzocaine.

A notification regarding the use of benzocaine in Italy was also received in July 2012 by the Pavia
Poison Control Centre which recorded the case of acute intoxication of a 20-year-old man, who
attended the emergency facility around six hours after having inhaled a product purchased on the
Internet as legal cocaine called Sintacaine (Figure 23).

Figure 23 — Image of the white powder taken by the patient notified by the Pavia Poison Control Centre, contained
in a plastic bag and having a weight of 650 mg. Source: Pavia Poison Control Centre.

Urine testing for abuse substances, carried out in loco, was positive for cocaine and negative for
amphetamine, THC and MDMA, while toxicological analysis of the products and the biological
samples, carried out at the Laboratory of Clinical Toxicological Analysis of the San Matteo General
Hospital Foundation showed that the residue of the product was positive, as well as for sugars, for
benzocaine and MAM-2201, a synthetic cannabinoid (analytical compatibility via comparison with
the GCMS mass spectrometer). Cocaine and dimethocaine were absent.

Benzocaine or Ethyl 4-aminobenzoate, is a local anaesthetic often used for disorders or pain of the
mouth, skin or mucosae. It is used as a cutting agent in cocaine as it can have an anaesthetic effect
of the nose and mouth, thereby simulating a powder with a higher concentration of cocaine.
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The presence of benzocaine (abnormal in the absence of cocaine) exposes the user to potential
risks of methemoglobinanaemia (toxic effect documented after taking cocaine adulterated with
benzocaine).

4.8 Drug-related acute intoxication or clusters of deaths

The Warning System also monitors for drug-related clusters of deaths and acute intoxications of
multiple subjects over a short period of time. During 2012 no drug-related clusters of death were
recorded in Italy.

However, in the previous years (2009-2010-2011), the System closely monitored the situation in
Piedmont where various deaths by heroin overdose were notified over the three-year period,
triggering a Level 3 Alert. The monitoring led to illustrating that the frequency of deaths recorded in
the city of Turin from 2012 corresponded to the national average of almost 1 death per month (0.9).
Following field investigations activated by the Department for Anti-Drug Policy to investigate further
the causes of these deaths, it was found that the analysis carried out at the Alessandro Bertinaria
Regional Anti-Doping Centre on the biological samples of the deceased individuals and on the
evidence available on the scene of death (used syringes, powder, paper wraps, etc) showed no
evidence for particularly high concentrations of active substance in the heroin taken, neither were
there unresolved adulterants or cutting agents compared to those generally found in heroin in
circulation.

In spite of this, it was shown how the majority of the deceased persons were not known to the
territorial addiction services and were not therefore in treatment with replacement therapy. In light of
the above, and also for avoiding clusters of overdose, such as those recorded in 2010 and in 2011 in
Turin related to taking heroin containing high percentages of 6-monoacetylmorphine, it was
recommended to:

a. increase and facilitate access to replacement and residential therapies for addicts especially
those in poor conditions;

b. increase early outreach via the contact units on the street promoting additional early access to
services;

c. provide information and training for patients already registered with the treatment services or
held in prison while evaluating for those at a higher risk, the possibility of beginning therapy with
Naltrexone before leaving the facility;

d. implement training by teaching the rules of first aid and for the use of Narcan for addicts already
registered with the services;

e. advise users to avoid taking drugs in isolated places or alone where the rescue services may not
be able to reach them or reach them late.
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4.9 Variations of the incidence of drug related infections (HIV, HBV, HCV, TBC, MST).

Monitoring of the incidence of drug related infections (HIV, HBV, HCV, TBC, MST), conducted in
collaboration with the Ministry of Health, the Superior Health Institute and the Epidemiological
Monitoring Centre of the Department of Anti-Drug Policy, illustrated a general increase of the
percentage of untested users within the services, both of new and registered users. This trend was
previously found in 2010 and, unfortunately, was again confirmed in 2011 (2012 data not yet
available). The autonomous province of Bolzano had the greatest percentage of tested users,
followed by Tuscany, Abruzzo, Sicily and Sardinia. In December 2011 the National Early Warning
System, based on the data available at the time (2010 Figures), had activated a Level 3 Alert
addressed at the Regional Health Inspectorate, the Regional Inspectorate of Social Policy, the
regional contact people for drug addiction and the Health Coordination of the Regions and
Autonomous Provinces, highlighting the serious risks associated with the situation. The Alert also
recommended incentivising testing for infectious diseases within the Department and the Addiction
Services via specific and formal operating instructions.
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Table 11 — Users registered with the Services, individuals tested and not tested for HIV. Years 2010 and 2011
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Year 2010 Year 2011

Regions
and
Autonomo TL:a S;;etzr;j Untested ot TL:a Ssizr;j Untested
us : Total Reg. Reg.
Provinces Users Total Users Total

NU.  GC. No % N.U. G.C. No % Diff.

No % No %

(MAbruzzo 4,740 177 735 912 19.2 3,828 80.8 5,762 177 781 958 16.6 4,804 834 | +26
(IBasilicata 1,692 65 430 495 311 1,097 68.9 1,695 60 411 471 2718 | 1224 722 | 433
(Calabria 4,145 304 1,330 1634 394 2,511 60.6 3,651 189 1,097 1,286 352 | 2365 648 | +42
("Campania 17,878 1,762 6,602 8364 4658 9,514 532 18,764 1,915 6,951 8,866 473 | 9898 527 | -05
#Emilia 12,498 559 2,342 2,901 23.2 9,597 76.8 13,470 19 7,266 7,285 54.1 6,185 459 | -30.9
Romagna
MF.V.G. 3,671 335 1,399 1,734 47.2 1,937 52.8 3,371 175 1,208 1,383 41.0 1,988 59.0 | +6.2
®)Lazio 15,424 1,332 5,571 6,903 44.8 8,521 55.2 n.c. n.c. n.c. n.c. n.c. n.c. nc.| nc.
@Liguria 7,262 134 1,001 1,135 15.6 6,127 84.4 np np n.p n.p n.p n.p n.p n.p
@Lombardy 23,625 677 2,320 2,997 127 20628  87.3 20,623 1,378 3,115 4,493 218 | 16130 782 | -9.1
(IMarches 5,679 373 1,947 2320 409 3,359 59.1 4,993 292 1,709 2,001 40.1 2992 599 | +0.8
(Molise 1,202 181 257 438 36.4 764 63.6 1,148 134 264 398 34.7 750 653 | +1.7
(P.A. Bolzano 760 0 24 24 32 736 96.8 755 0 0 0 0.0 755 100 +3.2
(MP.A. Trento 1,127 35 586 621 55.1 506 44.9 1,068 17 593 610 571 458 42.9 2.0
@Piedmont 11,462 621 4,015 4,636 404 6,826 59.6 n.c. n.c. n.c. n.c. n.c. n.c. nc. n.c.
(Apulia 11,545 811 4,010 4,821 41.8 6,724 58.2 13,180 810 3,937 4,747 360 | 8433 640 | +58
("Sardinia 5911 100 689 789 133 5,122 86.7 6,492 224 1,012 1,236 190 | 5256 810 | 57
MSicily 13,416 1,024 2,776 3,800 28.3 9,616 it 14,555 750 1,999 2,749 18.9 11,806 811 | +94
(Tuscany 13,965 377 1,777 2,154 154 11,811 84.6 14,314 305 1,617 1,922 134 12,392 86.6 | +2.0
@Umbria 3,555 73 574 647 18.2 2,908 81.8 - np np np np n.p n.p np
(\Valle d'Aosta 366 15 121 136 37.2 230 62.8 358 22 112 134 374 224 62.6 | 0.2
(Veneto 14,333 905 3,585 4490 313 9,843 68.7 14,276 687 3,065 3,752 263 | 10524 737 | +5.0
Total 174,156 9860 42,091 51,951 298 12220 702 | 138475 | 7,154 35137 42,291 305 | 96,184 695 | -0.7

n.p.= figure requested but not received

n.c.= not calculable
U.C.= Registered users
N.U.= New Users

G.C. = Previously registered

(1) Flow of information (Yrs 04 05 and 06)
(2) SIND flow (HIV monitoring)
(3) Partial SIND flow of information (indicator not calculable)
(4) Flows of information not transmitted (SIND and ANN)

Source: Processing of Ministry of Health data sent by the Regions and Autonomous Provinces
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5. Inclusion of new molecules in Table | of the DPR 309/90 and regulations of the Ministry of
Health

Following notifications received, as part of the operating procedure for the implementation of health Inclusion in
safety measures relating to new narcotic and psychotropic substances identified via the operations of the ~ Table | of new

National Early Warning System, agreed between the Department of Anti-Drug Policy (figure 22), in 2012, gﬁgnsi/br:?ﬁégi

3 decrees were signed to include new molecules in Table | of DPR 309/90. cathinones: 3
decrees in
Specifically: 2012

— by the Decree of 16 June 2010 (OJ no 146 of 25 June 2010) declared illegal synthetic cannabinoids
JWH-018, JWH-073 and the synthetic cathinone mephedrone.

— by the Decree of 16 May, 2011 (OJ no 112 of 16 May 2011) declared illegal synthetic cathinone 3,4-
Methylendioxypyrovalerone (MDPV), synthetic cannabinoids JWH-250 and JWH-122, and all those
with structures similar to 3-phenylacetylindole and 3-(1-naphtoyl)indole.

— Synthetic cathinone butilone (or bk-MBDB), certain analogs of the structure of 2-amino-1-phenyl-1-
propanone, synthetic cannabinoid AM-694 and analogue structure resulting from 3-benzoylindole
have been included in Table | with decree of 29 December 2011 (OJ no 3 of 4 January 2012).

— by the Decree of 11 June 2012 (Official Journal no 142 of 20 June 2012) monoester derivatives of
morphine were made illegal: 6-monoacetylmorphine (6-MAM) and 3-monoacetylmorphine (3-MAM)
and the chemical name of analogues of the substance Butylone was replaced;

— by Decree of 24 October 2012 (OJ no 264 of 12 November 2012) methoxetamine, analogue N-
ethylderivative of ketamine; 4-methylamphetamine, methylate analogue of amphetamine; CP 47,497
and CP 47,497-C8-homologue structurally related to Delta-9-THC; 4-fluoroamphetamine, analogue
of amphetamine; 5,6-methylenedioxy-2-aminoindane, phenethylamine strictly related to MDMA were
made illegal;

— by the Decree of 10 December 2012 (OJ no 303 of 31 December 2012 ) the molecule 5-IT or 5-(2-
aminopropyl)indole, a positional isomer of a-methyltryptamine (a-MT) was made illegal.

On publication of the decrees, thereby coming into effect, the Department of Anti-Drug Policy informed
all the Magistrates, Prefectures and Police of their being updated in the Table and invited them to
implement prompt appropriate control and verification actions throughout the national territory for
identifying the molecules in question. These actions led to the control and seizure of numerous smart
shop type commercial concerns and the seizure of numerous herbal blend type of products or bath salts
containing the newly illegal substances. They also provided an opportunity for identifying new
psychoactive molecules.

Via the Competent offices, the Ministry of Health, informed of the urgency following the receipt of a  Implementation

communication of the Department for Anti-Drug Policy and the National Early Warning System, may: of O“rfgassal}(fetg

1 — To issue public health and hygiene regulation aimed at the immediate withdrawal of commercial Regulation
products containing the substance identified throughout the national territory. Specifically a regulation

may be issued to prohibit the manufacture, import, marketing, trading and use of the products containing

the substance which gave rise to the alert. Simultaneously, the health and control authorities and the

police and postal bodies can be activated to monitor compliance with the order (General Executive for

Prevention).

2 — Where the substance notified by the alert is not contained in products such as foods or medicine, the Consumer
Ministry of Health — General Executive for Prevention, Office 4 — may activate the procedure prescribed Code
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by Art 107 of the Consumer Code, based on Legislative Decree 206 of 6 September 2005 (General
Executive for Prevention).

3 - In the case of narcotic substances being introduced and marketed, in Italy or in Europe, by means of
non-food type products, where appropriate and necessary, activation of the RAPEX System (European
Rapid Alert System for non-food consumer products) can also be evaluated. (General Executive for
Prevention)

4 — |If the substance notified by the alert is presented as a food or is contained in food products, the
Ministry of Health — General executive for the hygiene and safety of foods and nutrition, may examine
the products notification and, if necessary, may activate RASFF (Rapid Alert System for Food and
Feed), the European community warning system for notifying direct and indirect risks to public health
associated with consuming food or feed (Regulation EC 178/2002 of the European Parliament and of the
Council and Regulation EC 16/2011). RASFF is activated according to the procedures set out by the
European Community, using the appropriate notification forms.

5 — Where narcotic substances are introduced and marketed in Italy or Europe, via cosmetic products,
the Ministry of Health may evaluate the activation of precautionary seizures by the VII Office of the
General executive for medical devices, the pharmaceutical service and safety of care.

6 — Where narcotic substances are marketed illegally in Italy and they are active pharmacological
ingredients (API), or drugs, activation of the precautionary seizure required by the AIFA may also be
evaluated.

RAPEX
Activation

RASFF
Activation

Precautionary
seizure

AIFA
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Figure 22 - Procedure with responsibility and roles matrix for each entity involved in the activation of safety measures and in the inclusion in Table 1 of DPR 309/90 of new
molecules.
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Sistema Nazionale di Allerta Precoce — National Early Warning System

6. Conclusions

After 4 years of operations at the Department of Anti-Drug Policy, the National Early Warning System
has achieved significant results which have made a solid contribution to countering the proliferation of
new narcotic substances in Italy.

The collaboration of a network of clinical services which identify cases of intoxication, together with the
increased adhesion of Collaborating Centres and their increased capacity to identify new molecules
thanks to the acquisition of reference standards and the sharing of analytical data, has increased the
specificity, sensitivity and promptness of the System. As a result, it has been possible to reduce
drastically the times of inclusion in the Tables of DPR 309/90 of new molecules found to be harmful to
the health of the population and therefore to make the products which they contain, illegal.

The new illegal status of these products has enabled the Department of Anti-Drug Policy to activate the
Police forces for controlled raids on smart shops which market them and therefore to remove from the
market the reason behind numerous intoxications in ltaly because of the consumption of products
containing cannabinoids or synthetic cathinones.

These operations have been made possible thanks to coordination between the Department of Anti-Drug
Policy, Ministry of Health, Collaborating Centres and Institutions in the flows of information which have
been maintained during the period of operations.

The System has achieved significant visibility including overseas participation in European and
international panels where the ltalian strategy is particularly applauded both for its promptness and for its
efficacy in the prevention of intoxications and the strong impact in terms of prevention and countering
trafficking and dealing of narcotic substances.

It can therefore be concluded that the working method used thus far has been valid, reliable and, above
all, effective. It is therefore believed that it should proceed according to the guidelines set out and
continue the activity of the System in the areas described above. Any areas of monitoring and
intervention may be opened based on the appearance of new needs or new conditions, which cannot
today be foreseen.
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