125,

126.

127,

128.

129,

130.

131.

133,

135

136.

137.

138,

136.

140,

141

Kelly, T. H., Foltin, R. W., and Fischman, M. W. {§993). Effects of smoked marijuana on heart rate, drug ratings and
task performance by huinans. Behav.Pharmacol. 4: 167-178.

Fant, R. V., Heishmag, S. J., Bunker, E. B., and Pickworth, W. B. (1998). Acute and residual effects of marijuana in
humans. Pharmacol.Biochem.Behav, 60: 777-784.

Hollister, L. E. (1998). Health aspects of cannabis; revisited. Int.J.Neuropsychopharmacol. 1: 71-80.

MiHer, L. L. Maribuana: Acute effects on human memory. Marihuana and medicine. Nahas, C. G., Sutin, KM,
Harvey, D. I, and Agurell, S. Toiowa, New Jersey: Humana Press, 1999,

Hart, C. L., }an, A. B., Gevins, A., Guaderson, E. W. and others. (2018}, Neurophysiological and cognitive effects
of smoked marijuana in frequent users. Pharmacol. Biochem.Behav. 96: 333-341.

Crean, R. D., Crane, N. A,, and Mason, B. J. (2011). An Evidence Based Review of Acute and Long-Term Effects of
Cannabis Use on Executive Cognitive Functions. J. Addict.Med. 5: 1-8.

Heishman, S. 1., Huestis, M. A., Henningfield, J. E., and Core, E. J. (1990). Acute and residual effects of marijuana:
profiles of plasma THC levels, physiological, subjective, and performance measures.
Pharmacol.Biochem.Behav. 37: 561-565.

Curran, H. V., Brignell, C., Fletcher, S, Middleton, P. and others. (2002). Cognitive and subjective dose-response
effects of acute oral Delta §-tetrahydrocannabinol (THC) in infrequent cannabis users,
Psychopharmacology (Berl). 164: 61-70.

Ramaekers, J. G., Moeller, M. R., van, Ruitenbeek P., Theunissen, E. L. and others. (2006). Cognition and motor
controf as a function of Delta9-THC concentration in serem and oral fluid: limits of impairment. Drug
Alcohol Depend. 83: 114-122.

O'Kane, C. I, Fuit, D. C., and Bauer, L. A. {2002). Cannabis and driving: a new perspsctive.
Emerg Med.(Fremantie.). 14: 296-303.

Hansteen, R, W., Miller, R. D, Lonero, L., Reid, L. D. and others. {(1976). Effects of cannabis and alcohol on
awtomobile driving and psychomotor tracking. Ann,N.Y.Acad.Sci. 282: 240-256.

Leirer, V. O., Yesavage, J. A, and Morrow, . G. (1991). Marijuana carry-over effects on aircraft pilot performance.
Aviat.Space EnvironMed, 62: 221-227.

Smiley, A. Marijuana: On-road and driving-simulator studies. The Health Effects of Cannabis, Kalant, H., Corrigall,
W., Hall, W, and Smart, R. Teronto, Canada: Centre of Addiction and Mentai Health, 1999.

van Os, 1., Bak, M., Hanssen, M., Bijl, R. V. and others. (2002}, Cannabis use and psychosis: & longitudinal
population-based study. Am.J Epidemiol. 156: 319-327.

DrSouza, D, C., Abi-Saab, W. M., Madenick, S., ForseHus-Bielen, K. and others. (2005). Delia-9-
tetrabydrocannabinol effects in schizophrenia: mplications for cognition, psychosis, and addiction.
Biol.Pgychiatry. 57: 594-608.

D'Souza, D. C., Perry, E., MacDougall, L., Ammerman, Y. and others. (2004). The psychotomimetic effects of
intravenous dela-9-tetrahydrocannabinol in healthy individuals: implications for psychosis.
Neuropsychopharmacology. 29 1558-1572,

Moore, T. H., Zammit, S., Lingford-Hughes, A., Barnes, T. R. and others. (2007). Cannabis use and risk of psychotic
or affective mental health outcomes: a systematic review, Lancet. 370: 319-328.

102

P

T



142

143,

144,

145,

146.

147.

148,

149.

150.

151.

152,

153.

154.

155,

136.

157,

158,

159,

160.

Abrams, D, L, Jay, C. A., Shade, §. B., Vizoso, H. and others. (2007). Cannabis in painful HIV-associated sensory
neuropathy a randomized placebo -controlled trial. Neurology, 68: 515-521.

Henquet, C., van, Os J., Kuepper, R., Delespaul, P. and others, (2010). Psychosis reactivity to cannabis use in daily
life: an experience sampling study. Br.J Psychiatry. 196: 447-453.

Korver, N., Nieman, D. H., Becker, H. E., van de Fliert, I. R. and others. (2010). Symptomatology and
neuropsychological functioning in cannabis using subjects af ultra-high risk for developing psychosis and
healthy controls. AustN.Z.J Psychiatry. 44: 230-236.

Favrat, B., Menetrey, A., Augsburger, M., Rothuizen, L. E. and others. (2005). Two cases of "cannabis acute
psychosis” following the administration of oral cannabis. BMC.Psychiatry, 5: 17-22.

Henquet, C., Krabbendam, L., Spauwen, J., Kaplan, C. and others. (2005). Prospective cohort study of cannabis use,
predisposition for psychosis, and psychotic symptoms in young people. BMJ. 330: 11-15.

Crippa, J. A., Zuardi, A. W., Martin-Santos, R., Bhaitacharyya, S. and others. (2009). Cannabis and anxiety: a
critical review of the evidence. Hum.Psychopharmacol. 24: 515-523.

van Rossum, 1, Boomsma, M., Tenback, D., Reed, C. and others. (2009). Does cannabis use affect treatment
outcome in bipolar disorder? A longitudinal analysis. J.Nerv.Ment.Dis. 197: 35-40.

Ongur, D., Lin, L., end Cohen, B. M. (2009). Clinical characteristics influencing age at onset in psychotic disorders.
Compr.Psychiatry, 50; 13-19,

Do Hert, M., Wampers, M., Jendricko, T., Franic, T. and others. (2011). Effects of cannabis use on age at onset in
schizophrenia and bipolar disorder. Schizophr.Res. 126: 270-276.

Harder, 5. and Rietbrock, 8. (1997). Concentration-effeot relationship of delta-9-tetrahydrocannabiol and prediction
of psychotropic effects after smoking marijuana. Int.J.Clin Pharmacol. Ther. 35: 155-159.

Johns, A. (2001). Psychiatric effects of cannabis. Br.J.Psychiatry. 178: 116-122.
Boyee, A, and McArdle, P. (2007). Long-term effects of cannabis. Pediatrics and child health. 18: 37-41.

Zammit, S., Moore, T. H., Lingford-Hughes, A., Barnes, T. R. and others. (2008). Effects of cannabis use on
outcomes of psychotic disorders: systematic review. Br.J Psychiatry. 193: 357-363.

Moreira, F. A., Grieh, M., and Luiz, B, (2009). Central side-effects of therapies based on CB1 cannabinoid receptor
agonists and antagonists: focus on anxiety and depression, Best. Pract, Res.Clin.Endocrinol Metab, 23: 133~
144.

Vandrey, R. and Haney, M. (2009). Pharmacotherapy for cannabis dependence: how close are we? CNS.Drugs. 23:
543-553.

Lal, §., Prasad, N., Ryan, M., Tangri, S. and others. (2011}, Cannabis use amongst patients with inflammatory bowel
disease. Eur.J Gastroenterol. Hepatol. 23: 891-806.

Fiz, I, Duran, M., Capella, D., Carbonel], J. and others. (2611). Cannabis use in patienis with fibromyalgia: effect on
symptoms relief and health-refated quality of fife. PLoS.One. 6: €18440.-

Tramer, M. R., Carroll, D., Campbell, F. A., Reynolds, D. 1. and others. (2001). Cannabinoids for control of
chemotherapy induced navsea and vomiting: guantitative systematic review. BMJ, 323: 16-21,

Corcoran, C. M., Kimhy, D., Stanford, A., Khan, S. and others. (2008). Temporal association of cannabis use with
symptoms in individuals at clinical high risk for psychosis. Schizophr.Res, 106: 286-293.

103

-

o

MO



161,

162.

163.

164,

165.

166.

167,

168.

169.

170,

171.

172.

173.

174,

¥75.

176.

177.

178.

Schierenbeck, T., Riemann, D)., Berger; M., and Hornyak, M. (2008). Effect of illicit recreational drugs upon sleep:
cocaine, ecstasy and marijuana. Sleep Med.Rev. 12: 381-389.

Husault, C. C., Mensinga, T. T., Bocker, K. B., Schipper, C. M. and others. (2009). Cognitive and psychomotor
effects in males after smoking a combination of tobacco and cannabis containing up to 69 mg delta-9-
tetrahydrocammabinol (THC). Psychopharmacology (Berl). 204: 85-94.

Séott, §., Martin, G., Bor, W., Sawyer, M. and others. (2009}, The prevalence and correlates of hallucinations in
Australian adolescents: results from a national survey. Schizophr.Res. 107: 175-185.

Page, 8. A., Verhoef, M. J,, Stebbins, R. A, Metz, L. M. and others. (20063). Cannabis use as described by people
with maltiple sclerosis. Can.J Neurol Sei. 30: 201-205.

Clark, A, T, Ware, M. A., Yazer, E., Murray, T. J. and others. (2004). Patterns of cannabis use among patients with
multiple sclerosis. Newrology, 62: 2098-2100.

Haney, M., Rabkin, J., Gunderson, E., and Foltin, R. W. (2005). Dronabino! and marijuana in HIV(+) marijuana
smokers: acute effecis on caloric intake and mood. Psychopharmacoiogy (Besl). 181: 170-178.

Haney, M., Gunderson, E- W., Rabkin, J., Hart, C. L. and others. (2007). Dronsbinol and marijuana in HIV-positive
marijaana smokers. Caloric intake, mood, and sleep. I Acquir. Tmmaune.Defic.Syndr. 45: 545-554.

Wilsey, B., Marcotte, T., Tsodikov, A, Millman, J. and others. (2008}. A randomized, placebo-controlled, crossover
trial of cannabis cigarettes in neuropathic pain. J Pain, 9; 506-521.

Sewell, R. A., Poling, 1., and Sofuioglu, M. (2009). The effect of cannabis compared with alcohol on driving.
Am.J Addict. 18; 185-193.

Brammness, I. G., Khiabani, H. Z., and Morland, J. (2010). lmpairment due to cannsbis and ethanol: clinical signs and
additive effects. Addiction. 105: 1080-1087.

Ronen, A., Chassidim, H. 8., Gershon, P., Parmet, Y. and others, (2010). The effect of alcohod, THC and their
combination on perceived effects, willingness to drive and performance of driving and non-driving tasks.
Accid.Anal.Prev. 42; 1835-1865.

Ware, M. A., Wang, T., Shapiro, S., Robinson, A. and others. (2010). Smoked cannabis for chronic neuropathic pain:

arandomized controlled trial. CMAL. 182: E694-E701.

Lynch, M. E. and Campbel}, F. {2011}. Cannabinoids for Treatment of Chronic Non-Cancer Pain; a Systematic
Review of Randomized Trials. Be.L.Clin. Pharmacel. 72: 735-744,

Abbott Products Inc. Marinol Product Monograph. 2010.

Asbridge, M., Hayden, 1. A, and Cartwright, J. L. (2012). Acute cannabis consumption and motor vehicle collision
risk: systematic review of observational studies and meta-analysis. BMI. 344: e536-

Downey, L. A., King, R., Papafotiou, K., Swann, P. and others. (2012). The effects of cannabis and alcobol on
stmulated driving: Influences of dose and experience. Accid.Anal Prev, 50: 879-886.

Elvik, R. (2012). Risk of road accident associated with the use of drugs: A systematic teview and meta-analysis of
evidence from epidemiological studies {in press). Accid.Anal Prev.

Honarmasd, K., Tierney, M. C., ('Connor, P., and Feinstein, A, (2011). Effects of cannabis on cognitive function in
patients with multiple sclerosis. Neurology. 76: 1153-1160.

104

RSN

(G

L



1154

179, Pope, K. G., Ir., Gruber, A. I, Hudson, T, T, Huestis, M., A, and others. (2002). Cognifive measures in long-ierm
cannabis users. J.Clin.Pharmacol. 42: 418-478S.

180. Solowij, N., Stephens, R. S., Roffiman, R. A., Babor, T. and others. (2002). Cogritive functioning of long-term heavy
cannabis users secking treatment. JAMA. 287; 1123-1131.

181 Tlan, A B., Smith, M. E., and Gevins, A. (2004). Effects of marijuana on neurophysiological signals of working and
: episodic memory. Psychopharmacology (Berl). 176: 214-222,

182, Williamson, E. M. and Evans, F. J. (2000). Cannabinoids in clinical practice. Drugs, 60: 1303-1314.

183. Weinstein, A., Brickner, O., Lerman, I, Greemland, M. and others. (2008). Brain imaging study of the acute effects
of Delta9-tetrahydrocannabinol (THC) on attention and motor coordination in regular users of marijuana.
Psychopharmacology (Berl). 196: 119-131.

184. Greenwald, M. K. and Stitzer, M. L. (2000). Antinociceptive, subjective and behavioral effects of smoked marijuana
int humans. Prug Aleohol Depend. 59: 261-275.

185. Wallace, M., Schulteis, G., Atkinson, J. H., Wolfson, T. and others. (2007). Dose-dependent effects of smoked
cannabis on capsaicin-induced pain and hyperalgesia in healthy volunteers. Anesthesiology. 107: 783-796.

186. Ellis, R. 1, Toperoff, W., Vaida, F., van den Brande, G. and others. {2009). Smoked medicinal cannabis for
neurppathic pain in HIV: a randomized, crossover clinical trial. Neuropsychopharmacology. 34: 672-680.

187. Abrams, D. 1., Couey, P, Shade, S. B., Kelly, M. E. and others. (2011). Cannabinoid-opioid interaction in chronic
pain. Clin.Pharmacol Ther. 90: 844-851.

188. Corey-Bloom, I., Wolfson, T., Gamst, A., ¥in, S. and others. (2012). Smoked cannabis for spasticity in multiple
sclerosis: a randomized, placebo-controtled trial. CMAJL. 184: 1143-1150.

189. Lahai, A, Lang, A., and Ben-Horin, S. (2012). Impac't of cannabis treatment on the quality of life, weight and
clinical disease activity in inflammatory bowel disease patients: a pilot prospective study, Digestion, §5: 1-
3.

190. Lynch, M. E., Young, J., and Clark, A. J. (2006). A case series of patients using medicinal marihuana for
management of chronic pain under the Canadian Marihuana Medical Access Regulations. J.Pain
Symptom Manage. 32: 497-501.

191. Musty, R and Rossi, R. (2001). Effects of smoked cannabis and oral delta-9-tetrahydrocannabinel on naﬁsea and
emesis after cancer chemotherapy: A review of state clinical trials. Journal of Cannabis Therapeutics. 1:

29-42,

192, Soderpalm, A. H., Schuster, A, and de, Wit H. (2001). Antiemetic efficacy of smoked marijuana: subjeetive and
behavioral effects on nausea induced by syrup of ipecac. Pharmacol. Biochem.Behav. 69: 343-350.

193, Bedi, G., Foltin, R. W, Gunderson, E. W, Rabkin, J. and others. (2010). Efficacy and tolerabiiity of high-dose
dronabinol maintenance in HIV-positive marijuana smokers; a controlled laboratory study.
Psychopharmacology (Berl). 212: 675-686.

194. Sannarangappa, V. and Tan, C. (2009). Cannabinoid hyperemesis. Intern.Med J. 39: 777-778.

195, Donnino, M. W,, Cocchi, M. N, Miller, J., and Fisher, I. (2011). Cannabinoid hyperemesis: a case series.
J.Emerg.Med. 40; e63-c66,

196.  Suliivan, S. (2010). Cannabinoid hyperemesis. Can.J.Gastroenterol. 24: 284-285.

105



197..

198.

199,

200.

201.

202,

203,

204,

205.

206,

207.

208.

209,

210,

211

212,

213.

214

215,

Miller, J. B., Walsh, M., Patel, P. A, Rogan, M. and others. {2010}. Pediatric cannabinoid hyperemesis: two cases.
Padiatr. Emerg.Care. 26; 919-920.

Patterson, D. A., Smith, E., Monahan, M., Medvecz, A. and others. (2010). Cannabinoid hyperemesis and
compulsive bathing: a case series and paradoxical pathophysiological explanation. J.Am.Board Fam.Med.
23: 790-793.

Choung, R. S., Locke, G. R, HI, Lee, R. M., Schleck, C. D and others. (2012). Cyclic vomiting syndrome and
functional vomiting in adulis: association with cannabinoid use in males. Neurogastroenterol. Motil. 24: 20-
o, el. ’

Francis, H. (2011). Emerging role of cluonic cannabis usage and hyperemesis syndrome. South.Med.J, 104; 665-

Schmid, S. M., Lapaire, O., Huang, D. I, Jurgens, F. E. and others. (2011). Cannabinoid hyperemesis syndrome: an
underreported entity causing nausea and vomiting of pregnancy. Arch.Gynecol.Obstet. 284: 1095-1097.

Wallace, E. A, Andrews, S. B, Garmany, C. L., and Jelley, M. 1. (2011), Cannabinoid hyperemesis syndrome:
literature review and proposed diagnosis and treatment algorithm. South.Med.J. 104: 659-664.

Simenetto, D, A., Oxentenko, A. S., Herman, M. L., and Szostek, J. H. (2012). Cannabinoid hyperemesis: a case
series of 98 patients. Maye Clin.Proc. 87: 114-119.

Wild, K. and Wilson, H. (2012). Cannabinoid hyperemesis. Emerg.Med.J. 29: 67-69.

Foitin, R. W., Fischman, M. W, and Byme, M. F. (1988). Effects of smoked marijuana on food intake and body
weight of humans living in a residentiai laboratory. Appetite. 11: 1-14.

Mattes, R. D, Engelman, K., Shaw, L. M., and Elsohly, M. A. (1994). Cannabinoids and appetite stimulation.
Pharmacoi.Biochem Behav. 49: 187-195.

Haney, M., Ward, A. 8., Comer, 8. D., Foltin, R. W. and others. (1999). Abstinence symptoms following oral THC
administration to humans. Psychopharmacology (Berl). 141: 385-394.

Sutton, I. R. and Daeninck, P. (2006). Cannabinoids in the management of intractable chemotherapy-induced nausea
and vomiting and cancer-related pain. J.Support.Oncol. 4: 531-533. ’

Pisanti, 3., Malfitano, A. M., Grimaldi, C., Santoro, A. and ethers. (2009). Use of cannabinoid receptor agonists in
cancer therapy as palliative and curative agents. Best.Pract. Res. Clin. Endocrinol. Metab. 23: 117-131.

Lichtman, A. H. and Martin, B. R. (2005). Cannabinoid iolerance and dependence. Handb Exp Pharmacol. 691-717.

Gonzalez, S., Cebeira, M., and Fernandez-Ruiz, J. (2005). Camnabinoid tolerance and dependence: a review of
studies in laboratory animats, Pharmacol Biochem. Behav. §F: 300-318.

Jones, R. T., Benowitz, N., and Bachman, J. (1976). Clinical studies of cannabis tolerance and dependence,
AnnN.Y.Acad.Sci. 282: 221-239.

Compton, D. R., Dewey, W. L., and Martin, B. R. (1990). Cannabis dependence and tolerance production.
Adv.Alcohol Subst. Abuse, 9: 129-147.

Pertwee, R. Tolerance to and dependence on psychotropic cannabinoids. The biclogical bases of drug tolerance and
dependence, Pratt, J. London: Academic Press, 1991.

De Vry, I, Jentzsch, K. R, Kubl, E., and Eckel, G. (2004), Behavioral effects of cannabinoids show differential
sensitivity to cannabinoid receptor blockade and tolerance development. Behav.Pharmacol. 15: 1-12.

106

LS
7



216.

217.

218.

219.

220.

221,

222

223.

224,

225.

226,

227,

228,

229,

230.

231,

232.

233.

234,

D'Souza, P. C., Ranganathan, M., Braley, G., Gueorguicva, R. and others. (2008). Blunted psychotomimetic and

amnestic effects of delta-9-tetrabydrocannabinol in frequent users of cannabis. Neuropsychopharmacology.

33:2505-2516.

Rog, D. 1., Nurmikko, T. J., and Young, C. A. {(2007). Oromucosal delta9-tetrahydrocannabinol/cannabidiol for
neuropathic pain associated with multiple sclerosis: an uncontrolled, open-label, 2-year extension trial.
Clin. Ther. 29: 2068-2079.

Serpell, M. G., Noteutt, W., and Collin, C. (2012). Sativex long-term use: an open-!abel trial in patients with
spasticity due fo multiple sclerosis. I Neurol. 260: 285-295.

Hall, W. and Solowij, N, The adverse health and psychological consequences of cannabis dependence. Cannabis
dependence. Roffinan, R. A. and Stephens, R. 8. Cambridge: Cambridge University Pross, 2006.

Kalant, H. (2004). Adverse effects of cannabis on health: an update of the literature since 1996.
Prog Neuropsychopharmacol Biol Psychiatry. 28: 849-863.

Cooper, Z. D. and Hancy, M. (2008). Cannabis reinforcement and dependence: role of the cannabinoid CB1
receptor. Addiet.Biol. 13: 188-195. -

Allsop, D. T, Norberg, M. M., Copeland, J., Fu, S. and others. (2011}, The Cannabis Withdrawal Scale development:

patterns and predictors of cannabis withdrawal and distress. Drug Alcohol Depend. 119; 123-129.

Renault, P. F., Schuster, C. R., Heinrich, R., and Freeman, D. X. (1971). Marihuana: standardized smoke
adminisiration and dose effect curves on heart rate in humans. Science. 174; 589-591.

Clark, S. C., Greene, C., Karr, G. W., MacCannell, K. L. and others. (1974). Cardiovascular effects of marihuana in
man. Can.J Physiol Pharmacol. 52: 706-719.

O'Leary, D. S., Block, R. 1., Koeppel, I. A., Flaum, M. and others, (2002). Effects of smoking marijuana on brain
perfusion and cognition, Neuropsychopharmacoiogy. 26: 802-816.

Trouve, R. and Nahas, G, Cardiovascular effects of marihuana and cannabinoids. Marihuana and medicine. Nahas,
C. G, Sutin, . M., Harvey, D. 1., and Agurell, S, Totowa, New Jersey: Humana Press, 1999,

Jones, R. T. {2002). Cardiovascular system effects of marijuana. J.Clin.Pharmacol. 42: 588-63S.
Hoilister, L. E. (1986). Health aspects of cannabis. Pharmacel.Rev. 38: 1-20.

Miller, R, H., Dhingra, R. C,, Kanakis, C., Jr., Leon, F. and others. (1977). The electrophysiological effects of delta-
S-tetrahydrocannabinol {cannabis) on cardiac conduction in man. Am.Heart 1. 54: 740-747.

Lindsay, A. C., Foale, R. A, Warren, O., and Henry, I. A. (2005). Cannabis as a precipitant of cardiovascular
emergencies. int.f. Cardiol, 104: 230-232,

Beaconsiicld, P. (1974). Some cardiovascular effects of cannabis. Am Heart J. 87: 143-146.

Mittleman, M. A., Lewis, R. A, Maclure, M., Sherwood, J. B. and others. (2001). Triggering myocardial infarction
by marijuena. Circulation. 103: 28035-2809,

Mathew, R. J., Wilson, W. H., and Davis, R. {2003). Postural syncope after marijuana: a franscranial Poppler study
of the hemodynamics. Pharmacol.Biochem.Behav, 75: 309-318.

Gorelick, D. A. and Heishman, 8. J. (2006). Methods for clinical research involving cannabis administration.
Methods Mol Med. 123: 235-233.

107



235.

236.

237,

238.

239,

2440.

241,

242.

244,

245.

24s6.

247,

248.

249,

250.

251.

Lundgvist, T. (2005). Cognitive conseguences of cannabis use: comparison with ahuse of stimnlants and heroin with
regard 1o attention, memory and executive functions. Pharmacol Biochem.Behav. 81: 319-330.

Singh, N. N, Pan, Y., Muengtaweeponsa, 8., Geller, T. J. and others, (2012). Cannabis-related stroke: case series
and review of liferature, J Siroke Cerebrovase.Dis. 21: 555-560.

Renard, D., Taieb, G., Gras-Combe, G., and Labauge, P. (2012). Cannabis-related myocardial infarction and
cardioembeolic stroke. 1.8iroke Cerebrovase.Dis. 21; 82-83. : ‘

Sidney, S., Quesenbetry Jr, C. P, Friedman, G. D., and Tekawa, 1. 8. (1997), Marjjuana use and cancer incidence
(California, United States). Cancer Causes Control. 8§: 722-728.

Zhang, Z. ¥., Morgenstern, H., Spitz, M. R,, Tashkin, D. P. and others. (1999). Marfjuana use and increased risk of
squamous cell carcinoma of the head and neck. Cancer Epidemiol Biomarkers Prev. §: 1071-1073.

Hashibe, M., Morgenstern, FL., Cui, Y., Tashkin, D. P. and others. (2006). Matijuana use and the risk of lung and
upper acrodigestive tract cancers: resulis of a population-based case-control study. Cancer
Epidemicl.Biomarkers Prev. 15: 1829-1834. :

Aldington, S, Harwood, M., Cox, B., Weatherall, M. and others. (2008). Cannabis use and risk of lung cancer: a
case-conirol study. Fur Respir.T. 31: 280-286.

Fligiel, S, E., Roth, M. D., Kleerup, E. C., Barsky, S. H. and others. {1997). Trackeobronchial histopathology in
habitual smokers of cocaine, marijuans, and/or tobacco. Chest. 112: 319-326.

Tetrault, 1. M., Crothers, K., Moore, B. A., Mehra, R. and others. (2007). Effects of marijuara smoking on
pulmonary function and respiratory complications: a systematic review. Arch.Intern.Med. 167: 221-228,

Bloom, J. W, Kaltenborn, W. T., Pacletti, P, Camilli, A. and others. (1987). Respiratory effects of non-tobaceo
cigareties, Br.Med.J.{Clin. Res Ed). 295: 1516-1518.

Tashkin, D. P., Coulson, A. H., Clazk, V. A,, Simmons, M. and others. (1987). Respiratory symptoms and lung
function in habitual heavy smokers of marijuana alone, smokers of marijuana and tobacco, smokers of
tobacco alone, and nonsmokers. Am.Rev. Respir.Dis. 135: 209-216.

Roth, M. D., Arora, A., Barsky, S. H., Kleerup, E. C. and others. (1998). Airway mflammation in young marijuana
and tobacco smokers. Am.J Respir.Crit Care Med. 157: 928-937.

Pleicher, M. I., Vitiinghoff, E., Kathan, R, Richman, J. and others. (2012}, Association between marijuana exposure
and pulmonary function over 20 years. JAMA, 307: 173-181,

Nafiali, T., Lev, L. B., Yablecovitch, D., Half, E. and others. (2011). Treatment of Crohn's disease with cannabis: an
observational study. Isr.Med.Assoc.]. 13: 455-458.

Patsenker, E., Stolf, M., Millonig, G., Agaimy, A. and others. (2011}. Cannabinoid receptor type I modulates
alcohob-induced liver fibrosis. Mol Med, 17: 1285-1294.

Trebicke, I, Racz, L, Siegmund, 8. V., Cara, E. and others. (2011). Rele of cannabinoid receptors in alcoholic
hepatic injury: steatosis and fibrogenesis are increased in CB2 receptor-deficient mice and decreased in
CB1 receptor knockouts. Liver Int. 31: 860-870.

Reichenbach, V., Ros, T, Femmandez-Varo, G., Casals, G. and others. (2012). Prevention of fibrosis progression in
CCl4-treated rats: role of the hepatic endocannabinoid and apelin systems. J.Pharmacol. Exp.Ther. 340:
629-637.

108

1

r

i

L

7



252

253,

254,
255
236.
257.
258.

239,

260.

261.

262.

263.

264,
265,
266.
267.

268.

Sylvestre, D. L., Clements, B. 1, and Malibu, ¥. (2006). Cannsbis use improves retention and virological outcomes
in patients treated for hepatitis C. Bur.J.Gastroenterol. Hepatol, I8: 1057-1063.

Grant, P. and Gandhi, P. (2004). A case of cannabis-induced pancreatitis. JOP. 5: 41-43,

Wargo, K. A, Geveden, B. N, and McConnell, V. 1. (2007). Cannabinoid-induced pancreatitis: a case series, JOP. 8:
579-583.

Bournet, B. and Buscail, L., (2008). [Cannabis: a rare cause of acuie pancreatitis]. Gastroenterol.Clin Biol. 32: 922-
923,

Belze, O., It., Legras, A., Ehrmann, 5., Garot, D. and others. (2011). Cammabis-induced acute pancreatitis,
AmJ Emerg.Med. 29: 131-134,

Cox, M. L., Haller, V. L., and Welch, S. P. (2007). Synergy between delta9-tetrahydrocannabino! and morphine in
the arthritic rat. Eur.J Pharmacol. 567: 125-130.

Smith, F. L., Fujimori, K., Lowe, I, and Welch, S. P. (1998). Characterization of delta9-tetrahydrocannabinol and
anandamide antinociception in nonarthritic and arthritic rafs. Pharmacol. Biochem.Behav. 60: 183-191.

Biake, D. R., Robson, P., Ho, M., Jubb, R. W. and others. (2006). Preliminary assessment of the efficacy, tolerability
and safety of a cannabis-based medicine (Sativex) in the treatment of pain caused by rtheumatoid arthritis.
Rheumatelogy.(Oxford). 45: 50-52.

Schley, M., Legler, A., Skopp, G., Schinelz, M. and others. (2006). Delta-9-THC based monotherapy in fibromyalgia
patients on experimentally induced pain, axon reflex flare, and pain relief. Curr. Med.Res.Opin. 22: 1269-
1276.

Weber, I, Schley, M., Casutt, M., Gerber, H. and others. (2009). Tetrahydrocannabinol (Delta 9-THC) Treatment in
Chronic Central Neuropathic Pain and Fibromyalgia Patients: Results of a Multicenter Survey.
Anesthesiol. Res.Pract. 2009: 827290.-

Zajicek, I., Fox, P., Sanders, H., Wright, D. and others. (2003). Cannabinoids for treatment of spasticity and other
sympioms related fo multiple sclerosis (CAMS study): multicentre randomised placebo-controlled trial.
Lancet. 362: 1517-1526.

Nogueira-Fitho, Gda R, Cadide, T., Rosa, B. T., Neiva, T. G. and others. (2008). Cannabis sativa smoke inhalation
decreases bone filling around titanium implants: a histomorphometric study in rats. Implant Dent. 17: 461-
470.

Tomida, 1, Azuara-Blanco, A., House, H., Flint, M. and others. (2006). Effect of subiingual application of
" cannabinoids on infraocular pressure: & pilot study. J.Glaucoma. 15: 349-353.

Tomida, L, Pertwee, R. G., and zuara-Blanco, A. (2004). Cannabinoids and glaucoma, Br.J.Ophthalmol. 88: 708-
713.

Tanasescy, R, and Constaniinescy, C. S. (2010). Cannabinoids and the imrmune sysiens: an overview.
Immunobiology. 215: 588-597.

Mahas, G. G., Frick, H. C., Lattimer, F. K, Latour, C. and others. (2002). Pharmacokinetics of THC in brain and
testis, male gametotoxicity and premature apoptosis of spermatozoa. Hum. Psychopharmacol. 17: 103-113.

Sadeu, I. C., Hughes, C. L., Agarwal, S., and Foster, W. G. (2010). Alcohol, drugs, caffeine, tobacco, and

environmental contaminant exposure: reproductive health consequences and chinical implications. Crit
Rev.Toxicol. 4(: 633-652.

109



269.

270.

271,

272

273,

274.

275,

276.

277

278,

279,

280.

281.

282,

283.

284.

285,

286.

287.

Gorzalka, B. B, Hill, M. N, and Chang, S. C, (2010). Male-female differences in the effects of cannabinoids on
sexual behavior and gonadal hormone function, Horm. Behav, 58: 91-99,

Brown, T. T. and Dobs, A. 8. (2002). Endocrine effects of marijuana. J.Clin.Pharmacol. 42; 905-968.
Shamioul, R. and Bella, A. J. (201 1). Impact of cannabis use on male sexual health. J.Sex Med. 8: 971-975.

Agurell, 5., Haildin, M., Lindgren, J. E., Ohlsson, A. and others. (1986). Pha:ﬁ-lacokmetics and metabolism of delta
1-tetrahydrocannabinel and other cannabinoids with emphasis on man. Pharmacol. Rev. 38: 21-43,

Abrams, D. 1., Vizoso, H. P., Shade, 8. B,, Jay, C. and others. (2007). Vaporization as a Smokeless Cannabis
Delivery Systern: A Pilot Study. Clin.Pharmacol. Ther. 82: 572-578.

McClure, E. A, Stitzer, M. L., and Vandrey, R. (201 2). Characterizing smoking fopography of cennabis in heavy
users. Psychopharmacology (Berl). 220: 309-318.

Grotenherimen, F. (2003). Pharmacokinetics and pharmacodynamics of cannabinoids. Clin. Pharmacokinet. 42: 327-
360.

Huestis, M. A. (2005). Pharmacokinetics and metabolism of the plant cannabinoids, delta%-tetrahydrocannahinol,
cannabidiol and cannabinol. Handb. Exp.Pharmacol. 657-690.

Carter, G. T., Weydt, P., Kyvashna-Tocha, M., and Abrams, D. 1. (2004). Medicinal cannabis: rational guidelines for
dosing. IDrugs. 7: 464-470.

Oblsson, A., Lindgren, I. E., Wahlen, A., Agurell, 5. and others. (1980). Plasma delta-9 totrahydrocannabinol

concentrations and clinical effects after oral and intravenous administration and smoking.
Clin.Pharmacol. Ther. 28: 409-416.

Cooper, Z. D. and Haney, M. (2009). Comparison of subjective, pharmacokinetic, and physiological effects of
marijuana smoked as joints and blunts. Drug Alcohol Depend. 103: 107-113.

Schwope, D. M., Bosker, W. M., Ramaekers, 1. G, Gorelick, D. A. and others. {2012). Psychomator performance,
subjective and physiological effects and whole blood Delta(9)-tetrahydrocannabinol concentrations in
heavy, chronic cannabis smokers following acute smoked cannabis. J.Anal. Toxicol. 36: 405-412.

Gieringer, D. H. (2601). Cannabis "Vaporization". Journal of Cannabis Therapeutics. 1: 153-170,

Gieringer, D., St Laurent, 1, and Goodrick, 5. (2004). Cannabis vaporizer combines efficient delivery of THC with
effective suppression of pyrolytic compounds. Journal of Cannabis Therapeutics. 4: 7-27.

Hazekamp, A., Ruhaak, R., Zuurman, L., van, Gerven J. and others. (2006). Evaluation of a vaporizing device
(Volcano) for the pulmonary administration of tetrabiydrocannabinol. J.Pharm. Sci. 95: 1308-1317.

Pomahacova, B., Van der Kooy, F., and Verpoorte, R. (2009). Carmabis smoke condensate IIl: the cannabinoid
content of vaporised Cannabis sativa. Inhal Toxicol. 21: 1108-1112.

Walsh, D, Nelson, K, A., and Mahmoud, F, A. (20063). Esiablished and potential therapeutic applications of
cannabinoids in oncology. Support.Care Cancer. 11: 137-143.

Cone, E. I, Johnson, R. E., Paul, B. D, Mell, L. D. and others. (1988). Marijuana-laced brownies: behavioral effects,
physiologic effects, and urinalysis in humans following ingestion, J.Anal Toxicol. 12: 169-175.

Iversen, L. L. The pharmacology of THC, the psychoactive ingredient in cannabis. The science of marijuana. New
York, New York; Oxford University Press, 2000.

110

S
{1

S



288.

289.
250.
291.
292,

293.

294,
295
296.
297,
298,
299,
300.
301.

302,

303,

304.

Schwiike, E. W., Schwope, D. M., Karschner, E. L., Lowe, R. H. and others. (2009). Delta®-tetrabydrocannabinol
(THC), 11-hydroxy-THC, and 11-nor-9-carboxy-THC plasma pharmacokinetics during and after
continuous high-dose oral THC. Clin.Chem. 55: 2180-2189.

Office of Medicinal Cannabis, The Netherlands Ministry of Health Welfare and Sports. Medicinai Cannabis,
Information for Health Care Professionals. 2008.

GW Pharmaceuticals. Sativex Product Monograph. 2010.

Wade, D. T., Makela, P., Robson, P., House, H. and others. {2004). Do cannabis-based medicinal extracts have
general or specific effects on symptoms in multiple sclerosis? A double-blind, randomized, placebo-
confrolled study on 160 patients, Mult.Scler, 10: 434-441.

Nurmikko, T. L., Serpell, M. G., Hoggart, B., Toomey, P. J. and others. (2007), Sativex suceessfuily treats
neuropathic pain characterised by allodynia: a rendomised, double-blind, placebo-controlled clinical trial.
Pain. 133: 210-220,

Brenneisen, R., Egli, A., Elsohly, M. A., Henn, V. and others. (1996). The effect of orally and rectally administered
delta 9-tetrahydrocannabinel on spasticity: a pilot study with 2 patients. Int.J.Clin.Pharmacol. Ther. 34:
446-452.

Mattes, R. D, Shaw, L. M., Edling-Owens, J., Engelman, K. and others. (1993). Bypassing the first-pass effect for
the therapeutic use of cannabinoids. Pharmacel Biochem. Behav. 44: 745-747.

Perlin, E., Smith, C. G., Nichols, A. L, Almirez, R. and others. (1985). Disposition and bioavailability of variouns
formulations of tetrahydrocannabinel in the thesus monkey. J.Pharm.Sci. 74: 171-174,

Elsohly, M. A, Little, T. L., Jr., Hikal, A., Harland, E. and others. (1991). Rectal bioavailability of delta-9-
tetrahydrocannabinol from various esters. Pharmacol. Biochem. Behav. 40: 497-502.

Elsohly, M. A., Stanford, D. F., Harland, E. C., Hikal, A. H. and others. {1991). Recial bioavailability of delia-9-
tetrahydrocannabinol from the hemisuceinate ester in monkeys. J.Pharm.Sci. 80: 942-943,

Valiveti, 8., Hammell, D. C., Earles, D. C., and Stinchcomb, A. L. (2004). Transdermal delivery of the synthetic
cannabimoid WIN 55,212-2: in vitrofin vivo correlation. Pharm. Res. 21: 1137-1145.

Valiveti, 8., Kiptoo, P. K., Hammell, D. C., and Stinchcomb, A. L. (2004). Transdermal permeation of WIN 55,212-
2 and CP 35,940 in human skin in vitro, Int.J Pharm. 278; 173-180.

Stincheomb, A. L., Valiveti, S., Hammell, D. C., and Ramsey, D. R. (2004). Human skin permeation of Delta8-
tetrehydrocannabinol, cannabidiol and cannabinol. J Phamm. Pharmacol. 56: 291-297,

Harvey, D. J. Absorption, distribution and biotransformation of the cannabinoids, Marihuana and medicine. Nahas,
C. G, Sutin, K. M., Harvey, D. I, and Agurel], 5. Totowa, New Jersey: Humana Press, 1599,

Widman, M., Agurell, S., Ehrebe, M., and Jones, G. (1974). Binding of (+)- and (minus)-delta-1-
tetrahydrocannabinols and (minus)-7-hydroxy-delta-1-tetrahydrocannabinol to blood cells and plasma
proteins in man, J.Pharm Pharmacol, 26: 914-916.

Garrett, E. R, and Hunt, C. A. (1977). Pharmacokinetics of delta®-tetrahydrocannabinol in dogs. F.Pharm.Sci. 66;
395-407.

Wahiqvist, M., Nilsson, I. M., Sandberg, F., and Agurell, 8. (1970). Binding of delta-1-tetrahydrocannabinol to
human plasma proteins. Biochem Pharmacol. 19: 2579-2584,

111



306.

307,

308.

309,

310,

311

312

313.

314.

315,

316.

317

319.

320.

321,

322

Widman, M., Nilsson, 1. M., Agurell, S., Borg, H. and others. (1973). Plasma protein binding of 7-bydroxy- 1-
tetrahydrocannabinok: an active I-tetrahydrocannabinol metabolite. J.Pharm.Pharmacod. 25: 453-457.

Truiit, E. B., Jr. (1971). Biological disposition of tetrahiydrocannabinols. Pharmacol.Rev. 23: 273-278,

Nahas, G. G. (2001). The pharmacokinetics of THC in fat and brain: resulting furctional responses to marihuana
smoking. Hum.Psychopharmacol. 16: 247-255.

Schou, J., Prockop, L, D., Dahlstrom, G., and Rohde, C. (1977). Penetration of delta-9-tetrahydrocannabinol and 11-
OH-delta-9-tetrahydrocannabinol through the blood-brain barrier. Acta Pharmacol. Toxicol.(Copenh). 41:
33-38.

Mura, P, Kintz, P., Dumesire, V., Raul, 8. and others. (2003). THC can be detected in brain while absent in blood.
JAnal Toxicol. 29: 842-843.

Gunasekaran, N., Long, L. E., Dawson, B. L., Hansen, G. H. and others. (2009). Reintoxication: the release of fat-

stored delta(9)-tetrahydrocannabinol (THC) into biood is enhanced by food deprivation or ACTH
exposure, Br.J Pharmacol. 158: 1330-1337.

Lemberger, L. (1973). Tetrahydrocannabinol metabolism in man. Drug Metab Dispos. 1: 461-468.

Wall, M. E., Sadler, B, M., Brine, D, Taylor, H. and others. (1983). Metabolism, disposition, and kinetics of delta-9-
tetrahydrocannabino] in men and women, Clin Pharmacol. Ther. 34: 352-363.

Christensen, H. D, Freudenthal, R. 1., Gidley, J. T,, Rosenfeld, R. and others. (1971). Activity of deita8- and delta9-
tetrahydrocannabinol and related compounds in the mouse, Science. 172: 165-167.

Perez-Reyes, M., Timmons, M. C., Lipton, M. A., Davis, K. H. and others. (1972), Infravenous injection in ryan of 9
-tetrahydrocannabinol and 11-OH- 9 <tefrahydrocannabinol. Science. 177: 633-635.

Huestis, M. A., Mitchell, J. M., and Cone, E. J. (1996). Urinary excretion profiles of 1 1-nor-9-carboxy-delta 3-
teirahydrocannabinol in humans after single smoked doses of marijuana. J.Anal. Toxicol. 20: 441-452,

Hawks, R. L. (1982). The constituents of cannabis and the disposition and metabolism of cannabinoids, NIDA
Res.Monogr. 42: 125-137.

Martin, B. R. and Cone, E. J. Chemistry and pharmacclogy of cannabis. The Health Effects of Cannabis. Kalant, H.,
Corrigall, W., Hall, W., and Smart, R. Toronto, Canada: Centre of Addiction and Mental Health, 1999,

Sachse-Seeboth, C., Pfeil, J., Sehrt, D., Meineke, I. and others. (2009). Interindividual variation in the
pharmacokinetics of Delta®-tetrabydrocannabinol as related fo genetic polymorphisms in CYFP2C9.
Ciin.Pharmacol. Ther. 85: 273-276.

Qates, I. A. The science of drug therapy. Goodman and Gilman's the pharmacological basis of therapeutics. Brunton,
L. L., Lazo, 1. 8., and Parker, K. L. New York: McGraw-Hill, 2006.

Graham, M. J. and Lake, B. G. (2008). Induction of drug metabolism: species differences and toxicological
relevance. Toxicology. 254: 184-191.

Bornheim, L. M., Everhart, E. T, Li, 1, and Correia, M. A. (1993). Characterization of cannabidiol-mediated
cytochrome P450 inactivation. Biochem.Pharmacol. 45: 1323-1331.

Kosel, B. W, Aweeka, F. T., Benowitz, N. L., Shade, S. B. and others. (2002). The effects of cannabinoids on the
pharmacokinetics of indinavir and nelfinavir. AIDS. 16: 543-550.

112

.Y

-1

e



323,

324.

325,

326.

327.

328,

329.

330.

331.

332

333,

334,

335.

336.

337.

338.

339.

340.

Jusko, W. J,, Schentag, J. J,, Clark, I. H., Gardner, M. and others. (1978). Enhanced biotransformation of
theophylline in marihuana and tobaceo smokers. Clin.Pharmacol. Ther. 24: 405-410.

Zullino, D. F,, Delessert, D, Eap, C. B., Preisig, M. and others. (2002). Tobacco and cannabis smoking cessation can
lead to infoxication with clozapine or olanzapine. Int.Clin.Psychopharmacol. 17: 141-143.

Huestis, M. A., Henningfield, J. E., and Cone, E. 1. {1992). Blood cammabineids. 1. Absorption of THC and formation
of 11-OH-THC and THCCOOH during and after smoking marijeans. J. Anal. Toxicol. 16: 276-282.

Agurell, S. and Leander, K. {1971). Stability, transfer and absorption of cannabinoid constituents of cannabis
(hashish) during smoking. Acta Pharm Suec. 8: 391-402.

Wall, M. E. and Perez-Reyes, M. (1981). The metabolisim of delta 9-tetrahydrocannabinol and related cannabinoids
in man, J.Clin.Phammacel. 21: 1785-1898.

Huestis, M. A,, Sampson, A. H., Holicky, B. 1., Henningficld, J. E. and others. (1992). Characterization of the
absorption phase of marijuana smoking. Clin.Pharmacol. Ther. 52: 31-41.

Johansson, E., Agurell, S., Hollister, L. E., and Halldin, M. M. (1988). Prolonged apparent half-life of delta 1-
tetrahydrocannabinol in plasma of chronic marijuana users. J.Pharm. Pharmacol. 40: 374-3735.

Cons, E. J. and Huestis, M. A. (1993). Relating blood concentrations of tetrahydrocannabinol and metabolites o
pharmacologic effects and time of marijuana usage. Ther.Drug Monit. 15: 527-532.

Toennes, 8. W., Ramaekers, J. G, Theunissen, E. E., Moeller, M. R. and others. (2008). Comparison of cannabinoid
pharmacokinetic properties in occasional and heavy users smoking a marijuana or placebo joint.
I.Anal. Toxicol. 32: 470-477.

Valeant Canada. Cesamet Product Monograph. 2009,

Hollister, L. E., Gillespie, H. K., Ohlsson, A., Lindgren, J. E. and others. (1981). Do plasma concentrations of delta
9-tetrahydrocannabine] reflect the degree of intoxication? J.Clin.Pharmacol. 21: 1718-1778.

Strougo, A., Zuntman, L., Roy, C., Pinquier, I. L. and others. (2008). Modelling of the concentration--effect
relationship of THC on central nervous system parameters and heart rate -- insight into its mechanisms of
action and a tool for clinical research and development of cannabinoids. J.Psychopharmacol. 22: 717-726.

Lynch, M. E. and Watson, C. P. (2006). The pharmacotherapy of chronic pain: a review. Pain Res.Manag. 11: 11-38,

Wu, D. F.,, Yang, L. Q., Goschke, A., Stumm, R. and others. (2008). Role of receptor internalization in the agonist-
induced desensitization of cannabinoid type 1 receptors. L. Neurochem. 104: 1132-1143.

Maldonado, R. (2002). Study of cannabineid dépendence in animals. Pharmacol. Ther. 95; 153-164.

Pertwee, R: G. (2009). Emerging strategies for exploiting cannabinoid recepior agonists as medicines.
Br.) Pharmacol, 136; 397-411.

Hirvonen, J., Goodwin, R. 8., Li, C. T., Terry, G. E. and others. (2012). Reversible and regionally selective
downregulation of brain cannabinoid CB1 receptors in chronic daily cannabis smokers, Mo!.Psychiatry.
17: 642-649.

Haney, M., Ward, A. 8., Comner, S. D., Foltin, R, W. and others. (1999). Abstinence symptoms following smoked
marijuana in humans. Psychopharmacology (Berl). 141: 393-404.

113

P

N



341.

342,

343,

344.

343,

346.

347.

348.

349,

350.

351

332,

353.

354,

353,

356,

357,

358,

American Psychiatric Association. Substance-related disorders. Diagnostic and statistical manual of mental disorders
text revision (DSM-IV-TR). American Psychiatric Association. Washington, D.C.: American Psychiatric
Association, 2000,

Budney, A. I., Hughes, J. R., Moote, B. A, and Vandrey, R. (2004). Review of the validity and significance of
cannabis withdrawal syndrome. Am.J Psychiatry. 161: 1967-1977.

Hazekamp, A., Bastola, K., Rashidi, H., Bender, 1. and others, (2007), Cannabis tea revisited: 2 systematic
gvaluation of the cannabinoid composition of cannabis tea. J. Ethnopharmacol. 113: 85-90.

Pertwee, R. G. (1974). Teierance to the effect of deltal-jetrahydrocannabinol on corticosterone levels in mouse
plasma produced by repeated administration of cannabis extract or deltal -tetrahydrocannabinol.
Br.I Pharmacel. 51: 391-397.

Lozano, I (2001). The therapeutic uses of Cannabis sativa (L) in Arabic medicine. Journal of Cannabis
Therapeutics. 1: 63-70,

Russo, E. History of cannabis as a medicine. The Medicinal Uses of Cannabis and Cannabinoids. Guy, G. W.,
Whittle, B. A., and Robson, P. J. London: Pharmaceutical Press, 2004,

Russo, E. B. (2007). History of cannabis and iis preparations in saga, science, and sobsiquet. Chem.Biodivers. 4:
1614-1648.

Fraser, G. A. (2009). The use of a synthetic catnabinoid in the management of freatment-resistant nightmares in
posiiraumatic stress disorder (PTSD). CNS.Neurosci.Ther. 15: 84-88.

Portenoy, R. K., Ganae-Motan, E, D., Allende, S., Yanagihara, R. and others, (2012). Nabiximols for opioid-treated
cancer patients with pootly-controlled chronic pain: a randowmized, placebo-controlled, graded-dose trial.
I Pain, 13: 438-449,

Ware, M. A., Adams, H., and Guy, G. W. (2005). The medicinal use of cannabis in the UK: results of a nationwide
survey. Int.].Clin Pract. 59: 291295,

World Hesalth Organization (WHOQ). Cannabis: & health perspective and research agenda. 1997

Cami, 1., Guerra, D, Ugena, B., Segurs, J. and others. (1991). Effect of subject expectancy on the THC intoxication
and disposition from smoked hashish cigarettes. Pharmacol. Biochem.Behav, 40: 115-119.

Skrabek, R. Q., Galimova, L., Ethans, K., and Perry, D. (2008). Nabilone for the treatment of pain in fibromyalgia.
J.Pain. 9: 164-173.

Ware, M. A., Fitzcharles, M. A., Joseph, L., and Shir, Y. (2010). The effects of nabilone on sleep in fibromyalgia:
results of a randomized controlled trial. Anesth.Analg. 110: 604-610.

Kalfiomaki, J., Philipp, A., Baxendale, J., Arnas, P. and others. {2012). Lack of effect of central nervous system-

active doses of nabilone on capsaicin-induced pain and hyperalgesia. Clin.Exp.Pharmacol. Physiol. 39:
336-342.

‘World Health Organization (WHQ), WHO Definition of Palliative Care. 2012,

Green, A. J. and De-Vries, K. (2010). Cannabis use in paliiative care - an examination of the evidence and the
implications for nurses. F.Clin Nurs. 19: 2454-2462.

Gardiner, C. and Ingleton, C. (2010), Commentary on Green AJ &amp; De-Vries K (2010} Cannabis use in palliative
care--an examination of the evidence and the implications for nurses. Joumnal of Clinical Nursing 19, 2454-
2462, 1.Clin, Nurs. 19: 3253-3255.

114

1163

i



359,

360.

361,

362.

363,

364.

365.

366.

367.

368.

369,

370.

375

372

373.

Glare, P., Miller, 1., Nikolova, T., and Tickoo, R. (2011). Treating nausea and vomiting in palliative care: a review.
Clin Interv. Aging. 6: 243-259.

Fine, P. G. (2012). Treatment guidelines for the pharmacological management of pain in older persons. Pam Med. 13
Suppl 2: §57-566.

Svendsen, K. B., Jensen, T. 8., and Bach, E. W. (2004). Does the cannabinoid dronabinol reduce central pain in
multiple sclerosis? Randomised double blind placebo controiled crossover trial. BMJ, 329: 253-260.

Brisbois, T. B, de Kock, §. H., Watanabe, 5. M,, Mithosseini, M, and others. (201 1). Delta-9-tetrahydrocannabinol
may palliate altered chemosensory perception in cancer patients: results of a randomized, double-blind,
placebo-controlled pilot trial. Ann.Oncol. 22: 2086-2093,

Strasser, F., Luftner, ., Possinger, K., Ernst, G. and others. (2006}, Comparison of orally administered cannabis
extract and delta-9-tetrahydrocannabinol in treating patients with cancer-related anorexia-cachexia
syndrome: a multicenter, phase HY, randomized, double-blind, placebo-controlted clinjical trial from the
Cannabis-In-Cachexia-Study-Group. J.Clin.Oncol. 24: 3394-3400.

Toth, C., Mawani, S., Brady, 8., Chan, C. and others. (2012). An entiched-enrolment, randomized withdrawal,
flexible-dose, double-blind, placebo-controlled, paralle] assignment efficacy study of nabilone as adjuvant
in the treatment of diabetic peripheral neuropathic pain. Pain. 153: 2073-2082.

Selvarajah, D., Gandhi, R., Emery, C. J,, and Tesfaye, S. (2010). Randomized placebo-controlled double-blind
clinical trial of cannabis-based medicinal product (Sativex) in painful diabetic neuropathy: depression is a
major confounding factor. Diabetes Care. 33: 128-130.

Novotna, A., Mares, 1., Ratcliffe, S., Novakova, L. and others. (2011). A randomized, double-blind, placebo-
controlled, parallel-group, enriched-design study of nabiximols* (Sativex((R}) ), as add-on therapy, in
subjects with refractory spasticity caused by muoliiple sclerosis. Eur.J.Neurol. 18: 1122-1131.

Navari, R. M. (2009). Pharmacological management of chemotherapy-induced nausea and vomiting: focus on recent
developments. Drugs. 69: 515-533. :

Hornby, P. 1. (2001). Ceatral neurosircuitry associated with emesis. Am.J . Med. 111 Suppl 8A: 1068-1128.

Van Sickle, M. D., Duncan, M., Kingsley, P. I, Mouihate, A. and others. (2003). Identification and furnctional
characterization of brainstem cannabinoid CB2 receptors, Science. 310: 329-332,

Darmani, N. A, (2001). The cannabinoid CB1 receptor antagonist SR 141716 A reverses the antiemetic and motor
depressant actions of WIN 53, 212-2. Eur.J.Pharmacol. 430: 49-58.

Barann, M., Molderings, G., Bruss, M., Bonisch, H. and others. {2002). Direct inhibition by cannabinoids of human
5-HT3A receptors: probable involvement of an allosteric modulatory site. Br.J.Pharmacol. 137: 589-596.

Rock, E. M., Bolognini, D, Limebeer, C. L., Cascio, M. G. and others. (2012). Cannabidiol, a non-psychotropic
component of cannabis, attenuates vomiting and nausea-like behaviour via indirect agonism of 5-HT(1A}
somatodendritic autoreceptors in the dorsal raphe nucleus. Br.J Pharmacol. 163: 2620-2634.

Rock, E. M., Goodwin, J. M., Limebeer, C. L., Brever, A. and others. (2011). Interaction between non-psychotropic
cannabinoids in marihuana: effect of cannabigerol (CBG) on the anti-nausea or anti-emetic effects of
cannabidiol {CBD) in rats and shrews. Psychopharmacology (Berl). 215: 505-512.

Machado Rocha, F. C., Stefano, 8. C,, De Cassia, Haiek R., Rosa Oliveirs, L. M. and others. (2008). Therapeutic use
of Cannabis safiva on chemotherapy-induced nausea and vomiting among cancer patients: systematic
review and meta-analysis. Bar.J.Cancer Care (Engl.). 17: 431-443.

115

116

4

3



375.

376.

377

378.

379,

380.

381.

387.

388.

389,

390.

391,

392.

Meiri, E., Jhangiani, H., Vredenburgh, 1. J., Barbato, L. M. and others. (2007). Efficacy of dronabino! alone and in
combination with ondansetron versus ondansetron alone for delayed chemotherapy-induced nausea and
vomiting. Curr.Med.Res.Opin. 23: 533-543,

Kwiathowska, M., Parker, L. A., Burton, P., and Mechoulam, R. (2004). A comparative analysis of the potential of
cannabinoids anrd ondansetron to suppress cisplatin-induced emesis in the Suncus murinus (house musk
shrew). Psychopharmacology (Berl). 174: 254-259.

Wang, Y., Ray, A. P., McClanahan, B, A., and Darmani, N. A. (2009). The antiemetic interaction of Delta%-
tetrahydrocannabinol when combined with tropisetron or dexamethasone in the least shrew.
Pharmacol. Biochem.Behav. 91: 367-373.

Institute of Medicine. The medical value of marijuana and related substances. Marijuana and medicine: Assessing
the science base. Joy, J. E., Watsen, 5. 1., and Benson, J. A. Washington, DC; National Academy Press,
1999.

Health Department of New South Wales, Australia. Working Party on the Use of Cannabis for Medical Purposes.
(2000. 2.

Herrstedt, J. and Dombernowsky, P. (2007). Anti-emetic therapy in cancer chemotherapy: current status. Basic
Clin.Pharmacol. Toxicel. 101: 143-150.

Canadian Pharmacists Association. Compendium of Pharmaceuticals and Specialties, Ottawa: Canadian Pharmacists
Association, 2009,

National Comprehensive Cancer Network, NCCN Clinical Practice Guidelines in Oncology. 2010.
Clary, P. L. and Lawson, P. (2009). Pharmacologic pearls for end-of-life care. Ain.Fam.Physician. 79: 1059-1065.
Minister of Justice, Government of Canada. Marihuana Medical Access Regulations. 201 1.

Smit, E. and Crespo, C. 1. (2001). Dietary intake and nutritional status of US adult marijuana users: results from the
Third National Health and Nutrition Examination Survey. Public Health Nutr. 4: 781-786.

Di Marzo, V. and Matias, 1. (2005). Endocannabinoid coniro! of food intake and energy balance. Nat.Neurosci. 8:
585-589.

Matias, 1., Bisogno, T., and Di, Marzo, V. (2006). Endogenous cannabinoids in the brain and peripheral tissues:
regulation of their levels and control of food intake, Int.J.Obes.(Lond). 30 Suppl 1; 57-512.

Tibirica, E. (2010). The multiple functions of the endocannabineid system: a focus on the regulation of food intake.
Diabetol.Metab Syndr. 2: 5-10.

Farrimond, J. A, Mercier, M, §., Whatley, B. I, and Williams, C, M. (2011). Cannabis sativa and the endogenous
cannabinoid system: therapeutic potential for appetite regulation. Phytother.Res. 25: 170-188.

Abrams, D. 1., Hilton, 1. F,, Leiser, R. I, Shade, 8. B. and others. (2003). Short-term effects of cannabinoids'in
patients with HIV-1 infection: a randomized, placebo-controiled clinical trial. Ann.InternMed. 139: 258-
266.

Ravinet-Trilion, C., Delgorge, C., Menet, C., Armone, M. and others. (2004). CB1 cannabinoid receptor knockout in
mice leads to keanness, resistance fo diet-induced obesity and enhanced leptin seasitivity. Int.J.Obes.Relat
Metab Disord. 28: 640-648.

Timpone, J. G., Wright, D, J., L1, N, Egorin, M. 1. and others, {1997), The safety and pharmacokinetics of single-
agent and combination therapy with megestrol acetate and dronabinol for the treatment of HIV wasting

116



393.

394.

39s.

396.

357,

398.

399,

400.

401.

402.

403.

404.

405.

406.

407.

syndrome, The DATRI 004 Study Group, Division of AIDS Treatment Research Inifiative. AIDS
Res.Hum. Retroviruses. 13: 305-315.

Beal, J. E.,, Olson, R., Laubenstein, L., Morales, J. O. and others. (1993). Dronabinol as a treatment for anorexia
associated with weight loss in patients with ATDS, J.Pain Symptom.Manage. 10: §89-97,

Beal, I. ., Olson, R., Lefkowitz, L., Laubenstein, L. and others, (1997). Long-term efficacy and safety of dronabinol
for acquired immunodeficiency syndrome-associated anorexia. J Pain Symptom.Manage. 14: 7-14,

Tehekinedyian, N. 8., Zahyna, D., Halpert, C., and Heber, D). (1992). Clinical aspects of nutrition in advanced
cancer. Oncology. 49 Suppt 2: 3-7.

Walsh, D., Donnelly, S., and Rybicki, L. (2000). The symptoms of advanced cancer: relationship to age, gender, and
performance status in 1,000 patients. Support.Care Cancer. 8: 175-179.

Ekert, H., Waters, K. D., Jurl, . H., Mobilia, }. and others. (1979). Amelioration of cancer chemotherapy-induced
nausea and vomiting by delta-9-tetrahydrocannabinol. Med.J. Aust. 2: 657-659.

Sallan, 8, E., Cronin, C., Zelen, M., and Zinberg, N. E. (1980). Antiemetics in patients receiving chemotherapy for
cancer: a randomized comparison of delta-9-tetrahydrocannabinot and prochlorperazine. N.Engl.7. Med.
302: 135-138.

Plasse, T. F., Gorler, R. W., Krasnow, 8. H., Lane, M. and others. (1991). Recent clinical experience with
dronabinol, Pharmacol.Biochem.Behav, 40: 695-700.

Nelson, K., Walsh, D, Deeter, P., and Sheehan, F, (1994). A phase II study of delta-9-tetrahydrocannabinol for
appetite stimulation in cancer-associated anorexia. I.Palliat.Care. 10: 14-18.

Regelson, W., Butler, J. R., and Schulz, J. Delta-3-tetrahydrocannabinol as an effective anfidepressant and appetite-
stimulating agent in advanced cancer patienis, The Pharmacology of marthuana; A monograph of the
National Institute on Drug Abuse. Braude, M. and Szara, S. New York: Raven Press, 1976.

Jatoi, A., Windschitl, H. £., Loprinzi, C. L., Sioan, 3. A, and others. (2002). Dronabinoi versus megestrol acetate
versus combination therapy for cancer-associated anorexia: a North Ceniral Cancer Treatment Group
study. 3.Clin.Oncol. 20: 567-573.

Maniovani, G., Maccio, A., Madeddu, C., Serpe, R. and others. {2010). Randomized phase I1I elinical trial of five
different arms of treatment in 332 patients with cancer cachexia. Oncologist. 15: 2006-211.

Mounteleone, P., Matias, 1., Martiadis, V., De, Petrocellis L. and others. (2005). Blood levels of the endocannabinoid
anandamide are increased in anorexia nervosa and in binge-eating disorder, but not in bulimia nervosa,
Neuropsychopharmacology. 30: 1216-1221.

Siegftied, Z., Kanyas, K., Laizer, Y., Karni, O. and others. {2004). Association study of cannabinoid receptor gene
{CNR1) alleles and anorexia nervosa: differences between restricting and binging/purging subtypes.
Am.J Med.Genet. B Neuropsychiatr. Genet, 125B: 126-130. ’

Mulier, T. D, Reichwald, K., Bronner, G., Kirsehner, J. snd others. (2008). Lack of association of genetie variants in
genes of the endocaanabineid system with anorexia nervosa. Child Adolese.Psychiatry Ment Health. 2: 33-
39.

Lewis, D. Y. and Breit, R, R. (2010). Activity-based anorexia in C57/BL6 mice: effects of the phytocannabinoid,

Delta9-tetrahydrocannabinol (THC) and the anandamide analogue, OMDM-2.
EurNewropsychopharmacol, 20; 622-631.

117



408.

409.

410.

411,

412.

413,

414,

415,

416,

417,

418.

419.

420.

423,

424,

425.

Verty, A. N, Evetts, M. 1., Crouch, G. I, McGregor, I. S. and others. (2011). The cannabinoid receptor agonist THC
aftenvates weight loss in a rodent model of activity-based anorexia. Neuropsychopharmacology. 36: 1349-
1358.

Gross, H., Ebert, M. H., Faden, V. B., Goldberg, S. C. and others. (1983). A double-blind irial of delta 9-
tetrahydrocannabinol in primary anorexia nervosa. 1.Clin Psychopharmacol. 3: 165-171,

Volicer, L., Stelly, M., Morris, J., McELaughlin, J. and others. {1997). Effecis of dronabino! on anorexia and disturbed
behavior in patients with Alzheimer's disease. Int.J, Geriatr Psychiatry. 12: 913-919.

American Medical Association, Council of Scientific Affairs. Medical Marijuana. Internet. American Medical
Assoctation, Council of Scientific Affairs. 1997.

Aggarwal, 8. K., Carter, G. T., Sullivan, M. D., ZumBrunnen, C. and others. (2009). Characteristics of paticnts with
chromic pain accessing freatment with medical cannabis in Washington State. J.Opioid Manag. 5: 257-286.

Heutink, M., Post, M. W., Wollaars, M. M., and van Asbeck, F. W. (2011). Chronic spinal cord injury pain:
pharmacological and non-pharmacological treatments and treatment effectiveness. Disabil Rehabil. 33:
433-440,

Baker, D., Pryce, G., Croxford, 1. L., Brown, P. and others. (2000). Cannabinoids control spasticity and tremor in a
multiple sclerosis model, Nature, 404: 84-87.

Centonze, D, Rossi, S., Finazzi-Agro, A., Bernardi, G. and others. (2007). The (endo)cannabinoid system in
multiple sclerosis and amyotrophic lateral sclerosis. Int.Rev.Newrobiol. 82: 171-186.

Di Filippo, M., Pini, L. A., Pelliccioli, G. P, Calabresi, P. and others. (2008). Abnormalities in the cerebrospinal
fluid levels of endocannabinctds in multiple sclerosis. . Neurol. Nevrosurg Peychiatry, 79: 1224-1229.

Jean-Gilles, L., Feng, §., Tench, C. R., Chapman, V. and others. (2009). Plasma endocannabinoid levels in multiple
sclerosis. J.Neurol.Sei. 287: 212-215.

Pertwee, R. G. (2007). Cannabinoids and muliiple sclerosis. Mol.Neurobiol. 36: 45-39,

Lyman, W. D., Sonett, J. R., Brosnan, C. F, Eikin, R. and others. (1989, Delta 9-tetrahydrocannabinol: a novel
treatment for experimental autoimmune encephalomyelitis, I.Neuroimmunel. 23: 73-81.

Maresz, K., Pryce, G., Ponomarev, E. D., Marsicano, G. and others. (2007). Direct suppression of CNS autoimmune
inflarnmation via the cannabinoid receptor CB1 on neurons and CB2 on aworeactive T ceils. Nat.Med. 13:
492-497.

Pryce, G. and Baker, . (2007). Control of spasticity in a multiple sclerosis model is mediated by CB1, not CB2,
cannabinoid receptors. Br.J.Pharmacol, 150: 519-525.

Croxford, J. L., Pryce, G., Jackson, 8. I, Ledent, C. and others. (2008): Cannabinoid-mediated neuroprotection, not
immunosuppression, may be more relevant fo multiple sclerosis. J.Neurcimmunol. 193: 120-129.

Beker, D., Jackson, 8. J., and Pryce, G. (2007), Cannabinoid control of neuroinflammation related to multiple
sclerosis. Br.J Pharmacol. 152: 649-654,

Sanchez, A. J. and Garcia-Merino, A. (2011). Neuroprotective agents: Cannabinoids. Clin.Tmmunol. 142; 57-67.

Consroe, P. and Sandyk, R. Therapeutic potential of cannabineids in neurological disorders. Marijuana/Cannabinoids
as therapeutic agents. Mechoulam, R. Boca Raton, FL: CRC Press, 1986.

118

.

67



426.

427,

428.

429,

430,

431.

432,

433,

434.

435,

436.

437,

438,

439.

440.

441.

442.

Chong, M. 8., Wolff, K., Wise, K., Tanton, C. and others. (2006). Cannabis use in patients with multiple sclerosis.
Mult.Scler. 12: 646-651.

Zajicek, J. P., Sanders, H. P., Wright, D. E., Vickery, P. J. and others. (2005). Cannabinoids in multiple sclerosis
(CAMS) study: safety and efficacy data for 12 months follow up, FNeurol.Neurosurg Psychiatry, 76:
1664-1669.

Vaney, C., Heinzel-Guienbrunner, M., Jobin, P_, Tschopp, F. and others. (2004). Efficacy, safety and tolerability of
an orally administered cannabis extract in the treatment of spasticity in patients with muftiple selerosis: a
randomized, double-blind, placebo-controlled, crossover siudy. Mult.Scler. 10: 417-424.

Wade, D. T., Makela, P. M., House, H., Bateman, C. and others. (2006). Long-term use of a cannabis-based .
medicine in the treatment of spasticity and other symptoms in multiple sclerosis. Mult.Scler. 12: 639-645,

Collin, C., Davigs, P., Mutiboko, §. K., and Ratcliffe, S. (2007). Randomized controlled trial of cannabis-based
medicine in spasticity caused by multiple sclerosis, Eur.d Neurol, 14; 290-296.

Hobari, J. C., Riazi, A., Thompson, A. J., Styles, I. M. and others. (2006). Getting the measure of spasticity in
multiple selerosis: the Multiple Sclerosis Spasticity Scale (MSSS-88). Brain, 129; 224-234.

Zajicek, J. P., Hobart, J. C,, Slade, A., Barnes, D. and others. (2012). MUltiple Sclerosis and Extract of Cannabis;
restdis of the MUSEC trial. I.Neurol Neurosurg, Psychiatry. 83; 1125-1132.

Killestein, J., Hoogervorst, E. L., Reif, M., Kalkers, N. ¥. and others. (2002). Safety, tolerability, and efficacy of
orally administered cannabinoids in MS. Neurology. 58: 1404-1407.

Aragena, M., Onesti, E., Tomassini, V., Conte, A. and others. (2009). Psychopathological and cognitive effects of
therapeutic cannabinoids in multiple sclerosis: a double-blind, placebo controlled, crossover study.
Clin Neuropharmacol, 32: 4147,

Freeman, R. M., Adekanmi, 0., Waterfield, M. R., Waterfield, A. E. and others. (2006). The effect of cannabis on
urge incontinence in pafients with multiple sclerosis: a multicentre, randomised placebo-controlied trial
(CAMS-LUTS). Int.Urogynecol. Pelvie. Floor.Dysfimet. 17: 636-641.

Sliwa, J. A., Bell, H. K., Mason, K. D, Gore, R. M. and others. (1996). Upper urinary tract abnormalities in multiple
sclerosis patients with urinary symptoms. Arch.Phys.Med.Rehabil. 77: 247-251.

Consroe, P., Musty, R., Rein, F, Tillery, W. and others. (1997). The perceived sffects of smoked cannabis on
patients with multiple sclerosis. Bur. Neurol. 38; 44-48,

Brady, C. M., DasGupta, R., Dalton, C., Wiseman, O. I. and others. (2004}. An open-label pilot study of cannabis-
based extracts for bladder dysfunction in advanced multiple sclerosis. Mult.Scler. 10; 425-433,

Rossi, S., Bernardi, G., and Centonze, D. (2010). The endocannabinoid system in the inflammatory and
neurodegenerative processes of multiple sclerosis and of amyotrophic lateral sclerosis, Exp.Neurol. 224:
92-102.

Scotter, E. L., Abood, M. E., and Glass, M. (2010). The endocannabinoid system as a target for the freaiment of
neurodegenerative disease. Br.J.Pharmacol. 160: 480-498.

Amtmana, D., Weydt, P., Johnson, K. £., Jensen, M. P. and others. (2004). Survey of cannabis use in patients with
amyotrophic lateral selerosis. Am.J. Hosp.Pailiat.Care. 21: 95-104.

Weber, M., Goldman, B., and Truniger, . (2010). Tetrahydrocannabinol (THC}) for cramps in amyotrophic lateral
sclerosis: a randomised, double-blind crossover trial. J.Neurol Neurosurg Psychiatry. 81: 1135-1140.

119



443,

444,

445,

446.

447,

448.

449,

450.

451.

452,

453,

454,

458,

456.

457,

458.

Gelinas, D. F, Miller, R. G, and Abood, M. (2002). Pilot study of safefy and tolerability of delta 9-THC (Marinol)
ireatment for ALS. Amyotroph Lateral Scler Other Motor Neuron Disord. 3: 23-24.

Garcia-Ovejero, D, Arevalo-Martin, A., Peirosino, S., Docagre, F. and others. (2009). The endocannabinoeid system
is modulated in response to spinal cord injury in rats. NeurobiolDis. 33: 57-71.

Hama, A. and Sagen F. 2007 Antmoc;ceptwe effect of cannabineid agonist WIN 55212-2 in rats with a Splnal
cord injury. Exp. Neurol. 204: 454-457.

Hama, A. and Sagen, 1. (2009). Sustained antinociceptive effect of cannabinoid receptor agonist WIN 55,212-2 over
time in rat mode} of neuropathic spinal cord injury pain. J Rehabil Res.Dev. 46: 135-143.

Malec, F., Harvey, R. F., and Cayner, J. J. (1982). Cannabis effect on spasticity in spinal cord injury.
Arch Phys.Med Rehabil. 63: 116-118.

Maurer, M., Heng, V., Dittrich, A., and Hofinann, A. (1990}. Deita-9-teirahydrocannabinol shows antispastic and
analgesic effects in a single case deuble-blind trial. Bur. Arch.Psychiatry Clin.Neurosci. 240: 1-4,

Wade, ). T., Robson, P., House; H., Makela, P. and others. (2003). A preliminary controlled study to detertnine
whether whole-plani cannabis extracts can improve intractable neurogenic symptoms. Clin.Rehabil. 17:
21-29,

Hagenbach, U., Luz, 8., Ghafoor, N, Berger, J. M. and others. (2007). The treatment of spasticity with Delia9-
tetrahydrocannabinol in persons with spinal cord injury. Spinal Cord. 45: 551-562.

Pooyania, S., Ethans, K., Sziurm, VT., Casey, A. and others. (2010). A randomized, donbie-blinded, crossover pilot
study assessing the effect of nabilone on spasticity in persons with spinal cord injury.
Arch. Phys.Med Rehabil. §1: 703-707.

Falensid, K. W_, Blair, R. E,, Sim-Selley, L. I., Martin, B. R. and others. {2007}, Status epilepticus causes a long-
lasting redistribution of hippocampal cannabinoid type 1 receptor expression and function in the rat
pilocarpine model of acquired epilepsy. Neuroscience. 146: 1232-1244.

Ludanyi, A., Eross, L., Czirjak, 8., Vajda, I. and others. (2008). Downregulation of the CB1 cannabinoid receptor
and related molecular e]ements of the endocannabmmd systemn in epileptic human hippocampus.
ENeurosci. 28: 2976-2990.

Falenski, K. W., Carter, D, 8., Harrison, A. I., Martin, B. R. and others. (2009). Temporal characterization of
changes in hippocampal cannabinoid CB(1) receptor expression following pilocarpine-induced status
epilepticus. Brain Res, 1262: 64-72.

Romigi, A., Bari, M., Placidi, F., Marciani, M. G. and others. (2010). Cerebrospinal fluid levels of the
endocannabinoid anandamide are reduced in patients with untreated newly diagnosed teraporal lobe
epilepsy. Epilepsia. 51: 768-772.

Wallace, M. 1., Martin, B. R., and DeLorenzo, R. J. (2002). Evidence for a physiclogical role of endocannzbineids in
the modulation of seizare threshold and severity. EurJ Pharmacol. 452: 295-301.

Mechoulan, R. and Lichtman, A. H. (2003). Neuroscience. Stout goards of the central nervous system. Science. 302: -

65-67.

Wallace, M. 1., Blair, R. E., Falenskd, K. W., Martin, B, R. and others. (2003). The endogenons cannabinoid system
regulates seizure frequency and duration in a model of teraporal lobe epilepsy. J Pharmacol Exp.Ther. 307;
129-137.

120



459.

460,

461,

462.

463,
464.
465.
466.

467,

468,
469,
470.
471,
472,
473,
474,
475.

476,

477.

Shafaroodi, H., Samini, M., Moezi, L., Homayoun, H. and others. (2004). The interaction of cannabinoids and
opioids on pentylenctetrazole-induced seizure threshold in mice. Neuropharmacology. 47: 390-400,

Clement, A. B., Hawkins, E. G., Lichtman, A. H., and Cravatt, B. F. (2003). Increased seizure susceptibility and
proeconvulsant activity of anandamide in mice jacking fatty acid amide hydrolase. J Neurosci. 23; 3916-
3923,

Alger, B. E. (2002). Retrograde signaling in the regniation of synaptic transmission: focus on endocannabinoids.
Prog.Neurobiol. 68: 247-286.

Smith, P. F. (2003). Cannabinoids as potentiat anti-epileptie drugs. Curr,Opin.Investig. Drugs. 6; 680-685,

Hoffman, A F. and Lupica, C, R. (2000). Mechanisms of cannabinoid inhibition of GABA{A) synaptic transmission
in the hippocampus. J.Neurosci. 20: 2470-2479.

Nakatsuka, T., Chen, H. X, Roper, 8. N_, and Gy, 1. G. (2003). Cannabinoid receptor-1 activation suppresses
inhibifory synaptic activity in human dentate gyrus. Neuropharmacology. 45: 116-121.

Gordon, E. and Devinsky, O. (2001). Alcohol and marijuana: effects on epilepsy and use by patients with spilepsy.
Epilepsia. 42: 1266-1272.

Lutz, B. (2004}. On-demand activation of the endocannabinoid system in the control of neurcnal excitability and
epileptiform seizures. Biochem. Pharmacol. 68: 1691-1698,

Gloss, D, and Viekrey, B. (2012). Cannabinoids for epilepsy. Cochrane, Database.Syst.Rev. 6: CD009270-

Hama, A. T. and Sagen, J. (2010). Cannabinoid receptor-mediated antinociception with acetaminophen drug
combinations in rats with neuvropathic spinal cord injury pain. Neuropharmacology. 58: 758-766.

Manzanares, ., Julian, M., and Carrascosa, A. (2006). Role of the cannabinoid system in pain control and
therapeutic implications for the management of acute and chronic pain episodes. Curr.Neuropharmacol. 4:
239-257.

Christie, M. J. and Mallei, C. (2009). Endocannabinoids can open the pain gate. Sci.Signal. 2: pes7.-

Ostenfeld, T., Price, ., Albanese, M., Bullman, J. and others. (2011). A Randomized, Controlled Study to Investigate
the Analgesic Efficacy of Single Doses of the Cannabinoid Receptor-2 Agonist GW8B42166, Ihuprofen or
Placebo in Patients With Acute Pain Following Third Molar Tooth Extraction. Clin.} Pain. 27: 668-076.

Karst, M., Wippermann, 5., and Ahrens, J. (2010). Role of cannabinoids in the treatment of pain and (painful)
spasticity, Drugs. 70: 2409-2438,

Mirchandani, A., Saleeb, M., and Sinaira, R, Acute and Chronic Mechanisms of Pain. Essentials of Pain
Management. Vadivelu, N., Urman, R. ., and Hines, R. L. New York: Springer, 2011.

Seifert, F. and Mathofner, C. (2011). Functional and structural imaging of pain-induced neuroplasticity.
Curr. Opin. Anaesthesiol, 24: 515-523.

Zubieta, J. K. and Stohler, C. 8. {2009). Neurobinlogical mechanisms of placebo responses. Ann N.Y.Acad.Seci.
1156: 198-210.

Finniss, D. G., Kaptchuk, T. J., Miller, F., and Benedetti, F. (2010). Biological, clinical, and ethical advances of
placebo effects. Lancet. 375: 686-695.

Martis, B. R., Compton, D. R, Semus, 5. F., Lin, S. and others. (1993). Pharmacologicai evaluation of iodo and
nitro analogs of delta 8-THC and delta 9-THC. Pharmacol.Biochem. Behav. 46: 295-301.

121



478.

479,

480.

481.

482.

483.

484.

485,

486.

487.

488,

489,

490,

491,

492,

493.

494,

495,

496.

Meng, L D., Manning, B. H., Martin, W. }., and Ficlds, H. L. (1998). An analgesia circuit activated by cannabinoids.
Nature, 395: 381-383.

Finn, D. P, Jhaveri, M. D2, Beckett, 8. B, Roe, C. H. and others. (2003). Effects of direct periaqueductal grey
administration of a cannabinoid receptor agonist on nociceptive and aversive responses in rats.

Neuropharmacology. 45: 594-604.

Azad, 8. C., Monory, K., Marsicano, G., Cravatt, B. F. and others. {2004). Circuiiry for associative plasticity in the
amygdala involves endocannabinoid signaling, J.Neurosci. 24: 9953-9961.

Hill, 8. Y., Schwin, R., Goodwin, D. W, and Poweli, B. 1. (1974). Marihnana and pain. J Pharmacol Exp. Ther. 188:
415-418.

Milstein, S. L., MacCanneil, K., Karr, G, and Clark, 8. (1975). Marijuana-produced changes in pain tolerance.
Experienced and non-experienced subjects. Int. Pharmacopsychiatry. 10: 177-182.

Naef, M., Curatolo, M., Petersen-Felix, 5., Arendt-Nielses, L. and others. (2003). The analgesic effect of oral delia-
9-tetrahydrocannabino! (THC), morphine, and a THC-morphine combination in healthy subjects under
experimental pain conditions. Pain. 105: 79-88.

Kraft, B., Frickey, N. A., Kaufinans, B. M., Reif, M. and others. (2008). Lack of analgesia by oral standardized
cannabis extract on acute inflammatory pain and hyperalgesia in volunteers. Anesthesiology. 109: 101-
110

Redmond, W. J., Goffaux, P., Potvin, §., and Marchand, S. (2008). Analgesic and antihyperalgesic effects of
nabilone on experimental heat pain. Curr.Med Res.Opin. 24: 1017-1024.

Holderoft, A., Maze, M., Dore, C., Tebbs, 8. and others. (2006). A multicenter dose-escalation study of the analgesic
and adverse effects of an oral cannabis exiract (Cannador) for postoperative pain management.
Anesthesiology. 104: 1040-1046.

Wu, C. L. and Raja, S. N. (2011). Treatment of acute postoperative pain. Lancet. 377: 2215-2225.

Jain, A. K., Ryan, J. R., McMahon, F. G., and Smith, G. (1981). Evaluation of intramuscular levonantradol and
placebo in acuie postoperative pain, J.Ciin.Pharmacol. 21: 3208-3268.

Buggy, D. 1., Toogood, L., Maric, S., Sharpe, P. and others. (2003). Lack of analgesic efficacy of ora} delta-9-
tetrahydrocannabinol in postoperative pain. Pain. 106: 169-172.

Beaulieu, P. (2006). Effects of nabilone, a synthetic cannabinoid, on postoperative pain. Can J. Anaesth. 53: 769-775.
Beauliew, P. (2007). Cannabinoids for postoperative pain. Anesthesiology. 106: 397-398.
Voscopouios, C. and Lema, M. (2010), When does acute pain become chronic? Br.J. Anaesth. 105 Suppl 1: i69-185,

Fine, P. G., Burion, A. W, and Passik, 5. D. (2012). Transformation of acute cancer pain to chronic cancer pain
syndromes. J.Suppoit.Oncol. 10: 89-95.

Berlach, I, M., Shir, Y., and Ware, M. A. (2006). Experience with the synthetic cannabinoid nabilone in chronic
nencancer pain. Pain Med, 7; 25-29,

Walker, J. M. and Huang, S. M. (2002). Cannabinoid analgesia. Pharmacol. Ther. 95: 127-135.

Rahn, E. J. and Hohmann, A. G. (2009). Cannabinoids as pharmacotherapies for newropathic pain: from the bench to
the bedside. Neurotherapeutics. 6: 713-737,

122



497.

498.

499,

300.

301,

502

503,

504.

508,

506,

507.

508.

509.

510,

511.

512.

Costa, B., Trovato, A. E., Comelli, F., Giagnoni, G. and others. (2007). The non-psychoactive cannabis constituent
cannabidiol is an orally effective therapeutic agent in raf chronic inflammatory and neuropathic pain.
Eur.J.Pharmacol. 556: 75-83.

Toth, C. C,, Jedrzejewskd, N. M., EHis, C. L., and Frey, W. IL (2010). Cannabincid-mediated modulation of
neuropathic pain and microglial accumulation in a model of murine type I diabetic peripheral neuropathic
pain. Mol.Pain. 6: 16-

Ashton, 1. C. and Milligan, E. D. (2008). Cannabinoids for the treaiment of neuropathic pain: clinical evidence,
Curr, Opin.Investig. Drugs. 9: 65-75,

Grotenhermen, F, (2007), The toxicology of cannabis and cannabis prohibition. Chem.Biodivers. 4: 1744-1769.

Wilsey, B., Marcotte, T., Deutsch, R., Gouaux, B. and others. {2012). Low-Dose Vaporized Cannabis Significantly
Improves Neuropathic Pain. J Pain. 14: 136-148.

Narang, S., Gibson, D., Wasan, A. D., Ross, E. L. and others. (2008). Efficacy of dronabino! as an adjuvant
treatment for chronic pain paticats on opioid therapy. FPain. 9: 254-264.

Berman, 1. 8., Symonds, C., and Birch, R. (2004). Efficacy of two cannabis based medicinal extracts for relief of
central neuropathic pain from brachial plexus avulsion: results of a randomised controiled trial. Pain. 112:
299-306.

Rog, D. I, Nurmikko, T. J., Friede, T., and Young, C. A. (2005). Randomized, controlled frial of cannabis-based
medicine in central pain in maltiple scierosis. Neurology. 65: 812-819.

Moulin, D, E., Clark, A. 7., Gilron, I, Ware, M. A. and others. (2007). Pharmacological management of chronic
newaropathic pain - consensus statement and guidelines from the Canadian Pain Society. Pain Res.Manag,
12:13-21.

Fitzcharles, M, A, Ste-Marie, P. A., Goldenberg, D. L., Pereira, 1. X., Abbey, S., Choinler, M., Ko, G., Moulin, D,
Panopalis, D., Proulx, 1., and Shir, Y. 2012 Canadian Guidelines for the Diagnosis and Management of
Fibromyalgia Syndrome. 2012.

Noyes, R., Jr., Brunk, S, F.,, Baram, D. A., and Canter, A. (1975}, Analgesic effect of delta-9-tetrahydrocannabinol.
J.ClinPharmacol. 15: 139-143,

Noyes, R, Ir., Brunk, 8. F., Avery, D. A., and Canter, A. C. (1975). The analgesic properties of delta-9-
tetrahydrocannabinol and codeine. Clin.Pharmacol. Ther, 18: 84-89.

Johnson, . R., Lossignod, D., Bumell-Nugent, M., and Fallon, M. T. (2012). An Open-Label Extension Study to
Investigate the Long-Term Safety and Tolerability of THC/CBD Oremucosat Spray and Orontucosal THC
Spray in Patients With Terminal Cancer-Related Pain Refractory fo Strong Opioid Analgesics. J Pain
Symptom. Manage.

Bushiin, I, Rozenfeld, R, and Devi, L. A. (2010}. Cannabinoid-opioid interactions during neuropathic pain and
analgesia. Curr.OpinPharmacol. 10: 86-86.

Desroches, I. and Beaulien, P. (2010). Opioids and cannabinoids interactions: involvement in pain management.
Curr.Drug Targets. 11: 462-473.

“Parolaro, D., Rubiao, T., Vigano, D, Massi, P. and others. (2010). Cellilar mechanisms underlying the interaction

between cannabinoid and opioid system. Curr.Drug Targets. 11: 393-405.

Rios, C., Gomes, L, and Devi, L. A. (2006). mu opioid and CB1 cannabinoid receptor interactions: reciprocal
inhibition of receptor signaling and neuritogenesis. Br.J Pharmacol. 148: 387-395.

123



514,
515.

3le.

517.
518.
519

520.

521
522,
523.
7524,
525.
326.
527.
528,
529.
530.

531.

Rozenfeld, R, Bushlin, L, Gomes, 1., Tzavaras, N. and others. (2012). Receptor heteromerization expands the
repertoire of cannabinoid signaling in rodent nevrons. PLoS.One. 7: €29239-

Welch, 8. P. and Stevens, D. L. (1992). Antinociceptive activity of inirathecally administered capnabinocids alone,
and in combination with morphine, in mice. J.Pharmacol. Exp.Ther. 262: 10-18.

Pugh, G., Jr., Smith, P. B., Dombrowski, D. 8., and Welch, S. P; {1996). The role of endogenous opioids in
enhancing the antinociception prodaced by the combination of delta 9-tetrahydrocannabinol and morphine
in the spinal cord, J.Pharmacol. Exp. Ther. 279: 608-616.

Smith, F. L., Cichewicz, D., Martin, Z. L., and Welch, S. P. (1998). The enhancement of morphine antinoeiception in
mice by delta®-tefrahydrocannabinol. Pharmacol. Biochem Behav. 60: 559-366.

Cichewicz, D. L, and McCarthy, E. A. (2003). Antinociceptive synergy between delta(9)-tetrahydrocarmabinol and
opioids aRer oral administration. J.Pharmacol Exp.Ther. 304: 1010-1015.

Cichewicz, D. L. (2004). Synergistic interactions between cannabinoid and opioid analgesics. Life Sci. 74: 1317-
1324,

Smith, P. A., Selley, D. E., Sim-Selley, L. J., and Welch, S. P. (2007). Low dose combination of morphine and
delta%-tetrabydrocannabinol circumvents antinociceptive folerance and apparent desensitization of
receptors. BurJ. Pharmacol. 571: 129-137,

Roberts, J. D., Gennings, C., and Shih, M. (2006). Synergistic affective analgesic interaction between delta-9-
tetrahydrocannabinoei and morphine. Eur.J Pharmacol. 530: 54-58.

Greco, R., Gasperi, V., Maccarrone, M., and Tassorelli, C. (2010). The endocannabinoid system and migraine.
Exp.Neurol. 224: §5-91.

Napchan, U., Buse, D. C,, and Loder, E. W. (2011). The use of marijuana or synthetic cannabinoids for the treatment
of headache. Headache. 51: 502-505.

McGeeney, B. E. (2012). Hallucinogens and cannabinoids for headache. Headache, 52 Suppl 2: 94-97.
Russo, E. B. 2004). Clinical endocannabineid deficiency (CECD): can this concept explain therapeutic benefits of
cannabis in migraine, fibromyalgis, irritable bowel syndrome and other treatment-resistant conditions?

Neuro.Endocrinol.Lett. 25: 31-39,

Sarchielli, P., Pini, L. A., Coppola, F., Rossi, C. and others. (2007). Endocannabinoids i chronic migraine: CSF
findings suggest a systemn failure. Neuropsychopharmacology. 32: 1384-1390.

Villalon, C. M. and Olesen, . (2009). The role of CGRP in the pathophysiclogy of migraine and efficacy of CGRP
recepior antagonists as acute antimigraine drugs. Pharmacol. Ther. 124: 309-323.

Cupini, L. M., Costa, C., Sarchielli, P., Bari, M. and others. (2008). Degradation of endocannabinoids in chronic
migraine and medication overuse headache. Neurobiol. Dis. 30: 186-189.

Evans, R. W. and Ramadan, N. M. (2004). Arc cannabis-based chemicals helfpful in headache? Headache. 44: 726-
727,

Robbins, M. S, Tarshish, §., Solomon, S., and Grosberg, B. M. (2009). Cluster attacks responsive to recreational
cannabis and dronabinol. Headache. 49: 914-916.

Leroux, E., Taifas, 1., Valade, D., Donmet, A. ar;d others. (2012}, Use of cannabis among 139 cluster headache
sufferers. Cephalalgia. 33: 208-213.

124



1174

532. Ducros. A, Boukobza, M., Porcher, R., Sarov, M. and others. (2007). The clinical and radiological spectrum of
reversible cerebral vasoconstriction syndrome. A prospective series of 67 patients. Brain. 130: 3091-3101,

533. Levin, K. H., Copersino, M. L., Heishman, 8. J,, Liu, F. and others. (2010). Cannabis withdrawal symptoms in non-
treatment-secking aduit cannabis smolkers. Drug Alcohol Depend. 111: 120-127.

534. Dunkley, L and Tattersall, R. (2012). Osteoarthritis and the inflammatory arthritides. Surgery. 30: 67-71.
535. Sagar, D, R,, Staniaszek, L. E., Okine, B. N, Woodhams, S. and others. {2010). Tonic modulation of spinal
hyperexcitability by the endocannabinoid teceptor system in a rat modet of osteoarthritis pain. Arthritis

Rbeum. 62: 3666-3676,

336.  Schuelert, N. and McDougall, J. 1. (2008). Cannabinoid-mediated antinociception is enhanced in rat osteoarthritic
knees. Arthritis Rheum. 58: 145-153.

537. Schuelert, N, Johnson, M. P., Oskins, 1. L., Fassal, K. and others, (2011}. Local application of the endocannabinoid
hydrelysis inhibitor URBS97 reduces nociception in spontaneous and chemically induced models of
osteoarthritis. Pain. 152: 975-981,

538. Richards, B. L., Whittle, 5. L., and Buchbinder, R. (2012). Neuromodulators for pain management in rheumatoid
arthritis. Cochrane.Database Syst.Rev. 1: CD008921-

539. Mclnnes, I. B. and Schett, G. (2011). The pathogenesis of rheumatoid arthritis. N.Engl.J Med. 365: 2205-2219.
540, Smith, H. S., Bracken, D., and Smith, J. M. (2011). Pharmacotherapy for fibromyalgia. Front Pharmacol. 2: 17~

541. Julien, N., Goffaux, P., Arsenault, P., and Marchand, $. (2005). Widespread pain in fibromyalgia is related to a
deficit of endogenous pain inhibition. Pain. 114: 295-302.

542, Clauw, D. ], Amold, L. M., and McCarberg, B. H. (2011). The science of fibromyalgia. Mayo Clin,Proc. 86; 907-
911.

543, Normand, E., Potvin, S., Gaumond, 1., Cloutier, G. and others. (2011). Pain inbibition is deficient in chrenic
widespread pain but nommal in major depressive disorder. J.Clin.I'sychiatry. 72: 219-224,

544, Becker, 8. and Schweinhardt, P. (2012). Dysfunctional neurotransmitter systems in fibromyalgia, their role in ceniral
stress circuitry and pharmacological actions on these systems. Pain Res. Treat. 2012: 741746-

545, de Souza, J. B., Potvin, 8, Goffaux, P., Charest, J. and others. (2009). The deficit of pain inhibition in fibromyalgia
is more pronounced in patients with comorbid depressive symptoms. Clin.J.Pain. 25; 123-127,

546. Wolfe, F, Clauw, D. 1, Fitzcharles, M. A., Goldenberg, D. L. and others, {2010). The American College of
Rheumatology preliminary diagnostic eriteria for fibromyalgia and measurement of sympiom severity,
Arthritis Care Res.(Hoboken.). 62: 600-610.

547. Idns, A. 1, Sophocleous, A., Landao-Bassonga, E., Canals, M. and others, (2009). Cannabinoid receptor type 1
protects against age-related osteoporosis by regulating osteoblast and adipocyte differentiation in marrow
stromal cells. Cell Meiab. 10: 139-147.

548. Bab, 1., Smoum, R., Bradshaw, H., and Mechoulam, R. (2011). Skeletal lipidomics: regulation of bone metabolism
by fatty acid amide family. Br.J Pharmacol 163: 1441-1446.

549, Idris, A. 1, van 't Hof R. 1., Greig, I. R., Ridge, S. A. and others. (2005). Regulation of bone mass, bone loss and
osteoclast activity by carnzbinoid receptors. Nat.Med. 11: 774-779.

125



550.

351

352

353,

554,

555.

j56.

558.

559,

560.

561.

562.

563,

564.

565.

366.

1175

Whyte, L. 8., Ford, L., Ridge, S. A., Cameron, G. A. and others. (2012). Canndbinoids and bone: endocannabinoids
roodulate human osteoclast function in vitro, Br.J.Pharmacol. 163: 2584-2597.

Tam, J., Ofek, O., Fride, E., Ledent, C. and others. (2006). Involvement of neuronal cannabinoid receptor CB1 in
reguiation of bone mass and bone remodeling. Mol Pharmacol, 70: 786-791.

Tam, I., Trembovler, V., Di, Marzo, V, Petrosino, S. and others, (2008). The cannabinoid CB1 receptor regulates
bone formation by meduiating adrenergic signaling. FASER J, 22: 285-294,

Rossi, F., Siniscalco, D, Luongo, L., De, Petrocellis L. and others. (2009). The endovanilloid/endocannabinoid
system in human osteoclasts: possible involvement in bone formation and resorption. Bone. 44; 476-484,

Ofek, O, Karsak, M., Leclerc, N., Fogel, M. and others. (2006}, Peripheral cannabinoid receptor, CB2, regulates
bone mass. ProcNath Acad.Sei U.8.A. 103: 696-701.

Sophocleous, A., Landao-Bassonga, E., van't Hof, R. .f., Idnis, A. L and others. (2011). The type 2 cannabinoid
recepior regulates bone mass and ovariectomy-induced bone loss by affecting osteoblast differentiation and
bone formation. Endocrinology. 152:2141-2149.

Idris, A. L, Sophocleous, A., Landao-Bassonga, E., van't Hof, R. I. and others. (2008). Regulation of bone mass,
osteoclast function, and ovarieciomy-induced bone loss by the type 2 cannabineid receptor,
Endocrinology. 149: 5619-5626. ’

Karsak, M., Cohen-Solal, M., Freudenberg, J., Ostertag, A. and others. (2005). Cannabinoid receptor type 2 gene is
associated with human osteoporosis. Hum.Mol. Genet. 14: 3389-3396.

Karsak, M., Malkin, L, Toliat, M. R., Kubisch, C. and others. (2009). The cannabinoid reeeptor type 2 (CNR2) gene
is associated with hand bone sirength phenotypes in an ethnically homogeneous family sample.
Hum.Genet. 126: 629-636.

Huaag, Q. Y., Li, G. H., and Kung, A. W. (2009). Multiple osteoporosis susceptibitity genes on chromosome 1p36 in
Chinese. Bone. 44: 984-988.

Fernandez-Ruiz, I. (2009). The endocannabinoid system as a target for the treatment of motor dysfimction.
Br.J Pharmacol. 156: 1029-1040.

Glass, M., Dragunow, M., and Fauli, R. L. (2000). The pattern of neurodegeneration in Huntington's disease: a
comparztive study of cannabinoid, dopamine, adenosime and GABA(A) receptor alierations in the human
basal ganglia in Huntington’s disease. Neuroscience. 97: 505-519.

Romero, J., Berrendero, F., Perez-Rosado, A., Manzanares, J. and others. (2000). Unilateral 6-hydroxydopamine
Iestons of nigrosiriatal dopaminergic neurons increased CB1 receptor mRNA levels in the caudate-
putamen. Life Sci. 66: 485-494.

Lastres-Becker, 1, Fezza, F., Cebeira, M., Bisogno, T. and others, (2001). Changes in endocannabinoid transmission
in the basal ganglia in a rat model of Huntington's disease. Neuroreport. 12: 2125-2129,

Garcia-Arencibia, M., Garcia, C., and Fernandez-Ruiz, J. (2009). Cannabinoids and Parkinson's disease.
CNS Neurol. Disord, Drug Targets, 8; 432-439.

Richter, A. and Loscher, W. (1994). (+)-WIN 55,212-2, a novel cannabinoid receptor agonist, exerts antidystonic
effects in mutant dystonic hamsters. Eur.J.Pharmacol. 264: 371-377.

Richter, A. and Loscher, W, (2002). Effects of pharmacolegical manipulations of cannabinoid recepfors on severity
of dystonia in a genetic model of paroxysmal dyskinesia. Eur.J Pharmacol. 454: 145-151.

126



567.

570,

571,

572.

573.

574.

575.

576.

377,

578.

579.

580.

581.

582.

Madsen, M. V., Peacock, L. P., Werge, T., Andersen, M. B. and others. (2011). Effects of cannabinoid CB(1)
receptor agonism and antagonism on SKF81297-induced dyskinesia and haloperidol-induced dystonia in
Cebus apella monkeys. Neuropharmacology. 60: 418-422,

Uribe Roca, M. C., Micheli, F., and Viotii, R. (2003). Cannabis sativa and dystonia secondary to Wilson's disease.
Mov Disord. 20: 113-115.

Jabasch, H. C., Schneider, U, and Alienmuiler, E. (2004). Delta9-tetrahydrocannabinel improves motor control in a
patient with musician's dystorda. Mov Disord. 19: 990-991.

Consroe, P., Sandyk, R., and Snider, S. R. (1986). Open label evaluation of cannabidiol in dystonic movement
disorders. Int.J Neurosci. 30: 277-282.

Fox, 8. H., Kellett, M., Moore, A. P., Crossman, A. R, and others. (2002). Randomised, double-blind, placebo-
controlled trial to assess the potential of cannabinoid receptor stimulation in the treatment of dystonia. Mov
Disord. 17: 145-149.

Denovan-Wright, E. M. and Robertsor, H. A. (2000). Cannabinoid receptor messenger RNA levels decrease in a
subset of neurons of the lateral striatum, cortex and hippocampus of transgenic Huntingion's disease mice,
Neuroscience. 98: 705-713,

Lastres-Becker, L., Gomez, M., de, Miguel R, Ramos, J. A. and others, (2002). Loss of cannabinoid CB(1) receptors
in the basal ganglia in the late akinetic phase of rats with experimental Huntington's disease. Neuroiox Res.
4: 601-608.

Naver, B., Stub, C., Moller, M., Fenger, K. and others. (2003). Molecular and behavioral analysis of the R6/1
Huntington's disease iransgenic mouse, Neuroscience. 122; 1049-1057.

McoCaw, E. A, Hu, H., Gomez, G. T, Hebb, A. L. and others. (2004). Structure, expression and regulation of the
cannabinoid receptor gene (CB1) in Huntington's disease transgenic mice. Bur.J.Biochem. 271: 4909-4920.

Centonze, D, Rossi, 8., Prosperetti, C., Tscherter, A. and others. (2005). Abnormal sensitivity to cannabinoid
receptor stimulation might contribute o altered gamma-aminobutyric acid transmission in the striatum of
R6/2 Huntington's disease mice. Biol Psychiatry, 57: 1583-1589.

Pazos, M. R., Sagredo, O., and Fernandez-Ruiz, J. (2008). The endocannabinoid system in Huntington's disease.
Cugr Pharm. Des. 14: 2317-2325.

Dowie, M. I, Bradshaw, H. B., Howard, M. L., Nicholson, L. F. and others. (2009). Alered CB1 receptor and
endocannabinoid levels precede motor symptem onset in a fransgenic mouse model of Huntington's
disease. Neuroscience. 163: 456-465.

Blazquez, C., Chiarlone, A., Sagredo, Q.. Aguado, T. and others. (2011). Loss of striatal type 1 cannabinoid
receptors is a key pathogenic factor in Huniington's disease. Brain, 134; 119-136.-

Casteels, C., Vandeputte, C_, Rangarajan, J. R., Dresselasrs, T. and others. (2011). Metabolic and type 1 cannabinoid
receptor imaging of a transgertic rat model in the early phase of Huntington disease. Exp.Neurol. 229: 440-
449,

Mievis, 8., Blum, ., and Ledent, C. (2011). Worsening of Huntington disease phenotype in CB1 receptor knockout
mice. Neurobiol. Dis. 42: 524-529,

Van Laere K., Casteels, C., Dhollander; I, Goffin, K. and others. (2010). Widespread decrease of type 1 capnabinoid
receptor availability in Huntington disease in vivo. JNucl.Med. 51: 1413-1417.

127



583.

584.

586.

587.

588.

589,

590.

591

592,

593.

594,

595.

596.

397,

598.

599.

1177

Palazuclos, 1., Aguado, T., Pazos, M. R., Julien, B. and others. (2009). Microglial CB2 cannabinoid receptors are
neuroprotective in Huntington's disease excifotoxicity. Brain. 132: 3152-3164.

Dowie, M. I, Howard, M. L., Nicholson, L. F., Faull, R. L. and others. (2010). Behavioural and molecular
consequences of chronic cannabinoid treatment in Huntingion's disease transgenic mice. Neuroscience.
170: 324-336.

Consroe, P., Laguna, J., Allender, J, Snider, S. and others. {1991). Controlled clinical trial of cannabidiol in
Huntington's discase. Pharmacol Biochem Behav. 40: 701-708.

Curtis, A., Mitchell, I, Patel, 8., Tves, N. and others. (2009). A pilot study asing nabifone for symptomatic treattnent
in Huntington's disease. Mov Disord. 24: 2254-2259.

Muller-Vahl, K. R., Schneider, U, and Emrich, H. M. (1999), Nabilone increases chorestic movements in
Huntington’s disease. Mov Disord. 14: 1038-1040.

Curtis, A. and Rickards, H. (2006). Nabilone could treat chorea and irritability in Huntington’s disease.
T Neuropsychiatry Clin.Neurosci. 18: 553-554. ’

Pisani, V., Moschella, V., Bari, M., Fezza, F. and others. (2010). Dynamic changes of anandamide in the
cerebrospinal fluid of Parkinson's disease patients. Mov Disord. 25: 920-924.

Pisani, A., Fezza, F., Galati, 3., Battista, N. and others. (2003). High endogenous cannabinoid kevels in the
cerebrospinal fluid of untreated Parkinson's disease patients. Ann Neurol. 57: 777-779.

Gareia-Arencibia, M., Gareia, C., Kurz, A., Rodriguez-Navarro, J. A. and others, {2009). Cannabinoid CB1 receptors
are early downregulated foilowed by a further upregulation in the basal ganglia of mice with deletion of
specific park genes. J.Neural Transm.Suppl. 269-275.

Papa, 8. M. (2008). The cannabinoid system in Parkinson's disease: multiple targets to motor effects. Exp.Neurol.
211:334-338.

Garcia, C., Palomo, C., Garcia-Arencibia, M., Ramos, J. A. and others. (2011). Symplom-relieving and
neuroprojective effects of the phytocanmabinoid D{9) -THCV in animal models of Parkinson's disease.
Br.J Pharmacol. 163; 1495-1506.

Frankel, J. P., Hughes, A, Lees, A. ], and Stern, G. M. (1990}, Marijuana for parkinsonian tremor.
J Neurol.Neurosurg Psychiatry. 53: 436.-

Sieradzan, K. A., Fox, 8. H,, Hili, M., Dick, J. P. and others. (2001). Cannabinoids reduce levodopa-induced
dyskinesia in Parkinson’s disease; a pilot study. Neurology. 57: 2108-2111.

Carroil, C. B., Bain, P. G,, Teare, L., Liu, X. and others. (2004). Cannabis for dyskinesia in Parkinson disease: a
randomized double-blind crossover study. Neurology. 63: 1245-1250.

Sandyk, R. and Awerbuch, G. (1988). Marijuana and Tourette's syndrome. J.Clin.Psychopharmacol. 8: 444-445,

Hemming, M. and YeHowlees, P. M. (1993}, Effective treatment of Tourette's syndrome with marijuana. Joursal of
Psychopharmacology. 7: 389-391.

Muller-Vahl, K. R., Koblenz, A., Jobges, M., Kolbe, H. and others. (2001). Influence of treatment of Touratie

syndrome with delta®-tetrahydrocannabinol (deltad-THC) on neuropsychological performance.
Pharmacopsychiatry, 34; 19-24.

128



600.

601.

602,

603.

604,

605,

606.

667.

608.

609.

610.

61L

612,

613.

614,

615,

616.

617.

Muller-Vahl, K. R., Schneider, U, Prevedel, ¥, Theloe, K. and others. (2003). Delta 9-tetrahydrocannebinol (THC)
is effective in the treatment of tics in Tourette syndrome: a 6-week randomized trial. 7.Clin Psychiatry, 64:
459-4635.

Curtis, A,, Clarke, C. E., and Rickards, H. E. {2009). Cannabinoids for Touretie's Syndrome.
Cochrane.Database Syst.Rev, CDO06565 .-

Cheung, W., Guo, L., and Cordeiro, M. F. {2008). Neuroprotection in glaucoma: drug-based approaches.
Optom.Vis.Sci. 85; 406-416.

Tarvinen, T., Pate, D. W., and Laine, K. (2002). Cannabinoids in the freatment of glaucoma. Pharmacol. Ther. 95:
203-220.

Jampel, H. (2010). American glaucoma society position statoment: marijuana and the treatment of glavcoma.
F.Glaucoma. ¥9: 75-76.

Chen, ., Matias, I, Dink, T., Lu, T. and others. (2005). Finding of endocannabinoids in human eye tissues:
implications for glaucoma. Biochem Biophys.Res.Commun. 330; 1062-1067.

Porcella, A., Casellas, P., Gessa, G. L., and Pani, L. (1998). Cannabinoid receptor CB1 mRNA is highly exptessed in

the rat ciliary body: implications for the antiglaucoma properties of marihuana. Brain Res. Mol Brain Res.
58: 240-245.

Straiker, A. ., Maguire, G., Mackie, K., and Lindsey, J. (1999). Localization of cannabineid CB1 receptors in the
human anterior eye and retina. Invest Ophthalmel. Vis.Sci. 40: 2442-2448.

Porcella, A., Maxia, C., Gessa, G. L., and Pani, L. (2000). The human eye expresses high levels of CB1 cannabinoid
receptor mRNA and protein. Eur.J.Neurosci. 12: 11231127,

Song, Z. H. and Slowey, C. A. (2000). Involvement of cannabinoid receptors in the intraocular pressure-lowering
effects of WIN55212-2. J Pharmacol Exp. Ther. 292: 136-139,

Porcella, A, Maxis, C., Gessa, G. L., and Pani, L. (2001). The synthetic cannabinoid WIN55212-2 decreases the
intraocular pressure in human glancoma resistant to conventional therapies. Bur.J Neurosci. 13: 409-412,

Flach, A. J. (2002). Delta-9-tetrahydrocannabinoe! (THC) in the treatment of end-stage open-angle glaucoma.
Trans. Am.Ophthalmol.Soc. 100: 215-222,

Yoles, E., Belkin, M., and Schwariz, M. {1996). HU-211, a nonpsychotropic cannabinoid, produces short- and long-
term neuroprotection afier optic nerve axotomy. J Neurotrauma. 13; 49-57,

Shen, M. and Thayer, S. A. (1998). Cannabinoid receptor agonists protect cultured rat hippocampal neurons from
excitotoxicity. Mol.Pharmaco!. 54; 459-462,

Levin, L. A. (1999). Direct and indirect approaches to neuroprotective therapy of glaucomatous optic neuropathy. -
Surv.Ophthalmol. 43 Suppl 1: §98-101,

Jin, K. L., Mao, X. O,, Goldsmith, P, C., and Greenberg, D, A. (2000). CB1 cannabinoid receptor induction in
experimental stroke. Ann Neurol. 48; 257-261.

Panikashvili, I, Simeonidou, C., Ben-Shabat, S., Hanes, L. and others. (2001). An endogenous cannabinoid (2-AG)
is neuropretective after brain injury. Nature. 413: 527-531.

Marsicane, G., Moosmann, B., Hermann, H., Lutz, B. and others. (2002). Neuroprotective properties of cannabinoids
against oxidative stress: role of the cannabinoid receptor CB1. J.Neurochem. 80: 448-456.

129

. Y

"]

-
iy

1,



618.

619,

620.

621,

622,

623,

624.

625.

626.

627.

628.

629.

630,

631

632,

633.

634,

633,

Mechoulam, R., Panikashvili, D., and Shohami, E. (2002). Cannabinoids and brain injury: therapeutic implications.
Trends Mol.Med. 8: 58-61,

Braida, D., Pegorini, 8., Arcidiacono, M. V., Consalez, G. G. and others. (2003). Post-ischemic freatment with
cannabidiol prevents electroencephalographic flattening, hyperlocomotion and neuronal injury in gerbils.
NeurosclLett. 346; 61-64,

El-Remessy, A. B., Ai-Shabrawey, M., Khalifa, Y., Tsai, N. T. and others. (2006). Neuroprotective and blood-retinal
barrier-preserving effects of cannabidiol in experimental diabetes. Am.J Pathol. 168: 235-244.

Gilbert, G. L., Kim, H. I, Waataja, I. ., and Thayer, S. A. (2007). Delta9-tetrahydrocannabino! protects
hippecampal neurons from exeitotoxicity. Brain Res. 1128: 61-69.

Wan, M. I, Daniel, 8., Kassam, F., Mutti, G. and others. (2012). Survey of complementary and alternative medicine
use in glaucoma patients. L.Glauvcoma. 21: 79-82.

Hepier, R. 8. and Frank, L R. (1971). Marihuana smoking and intraocular pressure, JAMA. 217: 1392.-

Merrits, J. C., Crawford, W. T, Alexander, P. C., Anduze, A. L. and others. (1980). Effect of marihuana on
intraocular and bleed pressure in glaucoma. Ophthalmology. §7: 222-228.

Zhan, G. L., Camras, C. B, Palmberg, P. F., and Toris, C. B. (2005). Effects of marijuana on aqueous humor
dynamics in a glaucoma patient. J.Glaucoma. 14: 175-177.

Abboud, R. T. and Sanders, H. D, (1976). Effect of oral administration of delta-tefrahydrocannabinal on airway
mechanics in normal and asthrmatic subjects. Chest. 70: 480-485.

Calignano, A., Katona, I, Desarnaud, F., Giuffrida, A. and others. (2000). Bidirectional conirol of airway
responsiveness by endogenous cannabinocids. Nature. 408: 96-101.

Jan, T. R., Farraj, A. K., Harkema, . R., and Kaminski, N. E. (2003). Atteruation of the ovalbumin-induced sllergic
airway response by cannabinoid treatment in A/J mice. Toxicol. Appl.Pharmacol. 188: 24-35.

Giannini, L., Nisiri, 8., Mastroiaoni, R., Cinei, L. and others. (2008). Activation of cannabinoid receptors prevents
antigen-induced asthma-like reaction in guinea pigs. J.Cell Mol.Med. 12: 2381-2394,

Fukuda, H., Abe, T, and Yoshihara, S. (2010). The caanabinoid receptor agonist WIN 55,2122 inhibits antigen-
induced plasma extravasation in guinea pig airways. Int. Arch Allergy Immumol. 152: 295-300.

Vachon, L., FitzGerald, M. X, Solliday, N. H., Gould, 1. A. and others. (1973). Single~dose effects of marihuana
smoke. Bronchial dynamics and respiratory-center sensiivity in normal subjects, N.Engl.J.Med, 288: 985-
0989, .

Tashkin, D, P., Shapiro, B. T, and Frank, 1. M. (1973). Acute pulmonary physiologic effects of smoked marijuana
and oral 9 -tetrahydrocannabinol in healthy young men. N.Engi.J.Med. 289: 336-341.

Tashkin, D. P. (2001). Airway effects of marijuana, cocaine, and other inkaled illicit agents. Curr.Opin.Pulm.Med. 7:
43-61.

Tashkin, D P., Shapiro, B. 1, and Frank, 1. M. (1974). Acute effects of smoked marijuana and oral delta9-
tetrahydrocannabinol on specific airway conductance in asthmatic subjects. Am.Rev.Respir.Dis. 109: 420-
428,

Tashkin, D. P., Shapiro, B. 1, Lee, Y. E., and Harper, C. E. (1975). Effects of smoked marijuana in experimentaliy
induced asthma. Am.Rev.Respir.Dis. 112: 377-386.

130



636.
637,
638,
639.
640,
641.
642.
643,

644,

6435,

646.

647,
G48.
649.
650,
651.

652.

653.

654.

Gong, H., Jr., Taskkin, D. P, Simmons, M. 8., Calvarese, B. and others. (1984). Acute and subacute broachial
effects of oral cannabinoids. ClinPharmacol. Ther. 35: 26-32.

Williams, S. J., Hartley, J. P., and Graham, J. B. {1976). Bronchodilator effect of deltal -tetrahydrocannabinol
administered by aerosol of asthmatic patienis. Thorax. 31: 720-723.

Hartley, J. P., Nogrady, 8. G., and Seaton, A. {1978). Bronchodilator effect of deltal ~tetrahydrocannabinol.
Br.J.Chin Pharmacol. 5: 523-525.

Tashkin, D. P, Shapiro, B, 1., Lee, Y. E., and Harper, C. E. (1976). Subacute effects of heavy marihnana smoking on
pulmonary function in healthy men. N.Engl.J Med. 294: 125-129.

Davies, B. H., Radcliffe, S., Seaton, A., and Graham, J. T2, (1975). A trial of oral delta-1-(irans}-
tetrahydrocannabinol in reversible airways obstruction. Thorax. 30: 80-85.

Gong, H., Jr., Tashkin, D. P., and Calvarese, B. (1983). Comparison of bronchial effects of nabilone and terbutaline
in healthy and asthmatic subjects. J.Clin.Pharmacol. 23: 127-133.

Pacher, P_, Batkai, S., and Kunos, G. (2005). Cardiovascular pharmacology of cannabineids. Handb Exp. Pharmacol.
599-625. .

Crawford, W. 1. and Marritt, 1. C. (1979). Effects of tetrahydrocannabinol on arterial and intraocular hypertension.
Int.J.Clin.Pharmacol Biopharm. 17: 191-196.

Denson, T. F. and Earleywine, M. (2006). Decreased depression in marijuana users, Addict. Behav, 31; 738-742.

Witkin, }. M., Tzavara, E. T., and Nomikos, G. G. (2005). A role for cannabinoid CB1 receptors in mood and anxiety
disorders. Behav.Pharmacol. 16: 315-331.

Moreira, F. A. and Woijak, C. T. (2010). Cansrabinoids and anxiety. Curr. Top.Behav Neurosci. 2: 429-450.

Bambico, F. R., Katz, N., Debonpel, G., and Gobbi, G. (2007). Cannabinoids elicit antidepressant-tke behavior and
activate serotonergic neurons through the medial prefrontal coriex, J.Neurosel. 27; 11706G-11711,

Bambico, F. R, and Gobbi, G. (2008). The cannabineid CB1 receptor and the endocannabinoid anandamide: possible
antidepressant targets. Expert.Opin. Ther Targets. 12: 1347-1366.

Hill, M. N. and Gorzalka, B. B. {2005). Pharmacological enhancement of cannabinoid CB1 receptor activity elicils
an antidepressant-like response in the rat forced swim test. Eur Newropsychopharmacol. 15: 593-599.

Christensen, R., Kristensen, P'. K., Bartels, E. M., Bliddal, H. and others. (2007). Efficacy and safety of the weight-
loss drug rimonabant: a meta-analysis of randomised trials, Lancet. 370: 1706-1713,

Gorzalka, B. B. and Hiil, M. N. (2010). Putative role of endocannabinoid signaling in the etiology of depression and
actions of antidepressants. Prog Neuropsychopharmacol Biol Psychiatry. 35: 1575-1585.

Hill, M. N, Miller, G. E., Cartier, E. 1., Gorzalka, B. B. and others. (2009). Circulating endocannabinoids and N-
acyl ethanolamines are differentially regulated in major depression and following exposure to social stress.

Psychoneuroendacrinology, 34: 1257-1262.

Woolridge, E., Barton, 8., Samuel, J., Osorio, J. and others. (2005). Cannabis use in HIV for pain and other medical
symptoms. § Pain Symptom. Manage. 29: 358-367.

Page, 8. A. and Verhoef, M. L (2006). Medicinal marijuans use: experiences of people with multiple sclerosis.
Can.Fam.Physician. 52: 64-65.

131

80



1181

655. Mitchell, P. B. and Morris, M. J, (2007). Depression and anxiety with rimonabant. Lancet, 370: 1671-1672.

656. Morgan, C. J., Schafer, G., Freeman, T. P, and Curran, H. V. {2010). Impact of cannabidiol on the acute memory
and psychotomimetic effects of smoked cannabis: naturalistic study: naturalistic study [corrected].
Br.J.Psychiatry, 197: 283-290,

657. Guimaraes, F. 8., de Aguiar, I. C., Mechoulam, R., and Breuer, A, (£994). Anxiolytic effect of cannabidiol
derivatives in the elevated plus-meze. GenPharmacol. 25: 161-164.

658. Crippa, J. A., Zuardi, A. W., Garrido, G. E., Wichert-Ana, L. and others, {2004), Effects of cannabidiol (CBD) on
regional cerebrai blood flow. Neuropsychopharmacology. 29; 417-426.

659, Bergamaschi, M. M., Queiroz, R. H., Chagas, M. I, de Oliveira, D. C. and others. (2011). Cannabidiol reduces the
anxiefy induced by simulated public speaking in treatment-naive social phobia patients.
Neuropsychopharmaceology. 36: 1219-1226.

660. Resstel, L. B., Tavares, R. F., Lisboa, §. F., Joca, S. R. and others. (2009). 5-HT1A receptors are involved in the
cannabidiol-induced attenuation of behavioural and cardiovascular responses to acute restraint stress in
rats. Br.J Pharmacol. 156: 181-188.

661. Gomes, F. V., Resstel, L. B., and Guimaracs, F. 8. (2011), The anxiolytic-like effects of cannabidiol injected into the
bed nucleus of the siria terminalis are mediated by 5-HT1TA receptors. Psychopharmacology (Berl). 213;
465-473.

662, Koethe, D., Schreiber, D., Giuffrida, A., Mauss, C. and others. (2009). Sleep deprivation increases
oleoylethanolamide in human cerebrospinal fluid. J.Neuzal Transm. 116: 301-305.

663. Hemera-Solis, A., Vasquez, K. G., and Prospero-Garcia, O. (2010). Acute and subchronic a&ﬂﬁnistration of
anandamide or oleamide increases REM sleep in rats. Pharmacol. Biochem. Behav. 95: 106-112.

664. Bolla, K. 1, Lesags, S. R., Gamaldo, C. E., Neubauer, I2. N. and others. {2008). Sleep disturbance in heavy
marijuana nsers. Sleep. 31: 901-908,

665. Bolla, K. I, Lesage, S. R., Gamaldo, C. E., Neubauer, D. N. and others. (2010). Polysomnogram changes in
marijuana wsers who report sleep disturbances during prior abstinence. Sleep Med. 11: 882-889.

666. Lutz, B. (2007). The endocannabinoid system and extinction learning. Mol Neurobiol. 36: 2-101.
667. Pamplona, F. A, Prediger, R. D., Pandolfo, P, and Takahashi, R, N. (2006). The cannabinoid receptor agonist WIN
55,212-2 facilitates the extinction of contextual fear memory and spatial memory in rats.

Psychopharmacology (Berl). 188: 641-649.

668. Marsicano, G., Wotjak, C. T., Azad, 8. C., Bisogno, T. and others. (2002). The endogenous cannabinoid system
controls extinction of aversive memories. Nature, 418: 530.534.

609. Varvel, S. A. and Lichtman, A. H. (2002). Evaluation of CB1 receptor knockout mice in the Morris water maze.
J.Pharmacol Exp.Ther. 301: 915-924.

670. Chhatwal, J. P, Davis, M., Maguschak, K. A, and Ressler, K. J. €2005}. Enhancing cannabinoid neurotransmission
augments the extinction of conditioned fear, Neuropsychopharmacology. 30: 516-524,

671. Pava, M. J. and Woodward, J. J. (2012). A review of the interactions between alcohel and the endocannabinoid
system: implications for alcohol dependence and fiture directions for rescarch, Alcohol. 46: 185-204.

672, Deikel, 5. M. and Carder, B. (1976}. Attentuation of precipitated abstinence in methadone-dependent rats by deltad-
THC. Psychopharmacol.Commun. 2: 61-65.

132



673,

674.

6735,

676.

677.

678.

679.

680.

6851.

682,

683.

684.

683,

686.

687,

688,

689.

118,

O

Vela, G., Fuentes, J. A., Bonnin, A, Fernandez-Ruiz, J. and others. (1995}. Perinatal exposure to delta 9-
tetrahydrocannabinol (delta 9-THC) leads to changes in opioid-related behavioral patterns in rats. Brain
Res. 680: 142-147.

Yamaguchi, T., Hagiwara, Y., Tanaka, FL.. Sugiura, T. and others. (2001). Endogenous cannabingid, 2-
arachidonoylglycerol, aftenuates naloxone-precipifated withdrawal sigas in morphine-dependent mice.
Brain Res. 909: 121-126.

Reiman, A. (2009). Cannabis as a substitute for aleohol and other drogs. Harm Reduct.J, 6; 35-39,

Fernandez-Espejo, E., Viveros, M. P., Nunez, L., Ellenbroek, B. A, and others. (2009). Role of cannabis and
endocamabinoids in the genesis of schizophrenia. Psychopharmacology (Berl). 206: 531-549.

Koethe, D, Giuffrida, A., Schreiber, D., Hellmich, M. and others. (2009). Anandamide elevation in cerebrospinal
fluid in initial prodromal states of psychosis. Br.J Psychiatry. 194: 371-372.

Leweke, F. M., Giuffrida, A, Wurster, U., Emrich, H. M. and others, (1999). Elevated endogenous cannabinoids in
schizophrenia. Neuroreport. 10: 1665-1669.

De Marchi, N, De Petrocellis, L., Orlando, P., Daniele, F. and others. (2003). Endocannabinoid signalling in the
blood of patients with schizopbrenia. Lipids Health Dis. 2: 5.-

Rodriguez de Fonseca, F., Gorritl, M. A., Bilbao, A., Escuredo, L. and others. (2001). Role of the endogencus
cannabinoid system as a modulstor of dopamine transtnission: implications for Parkinson's disease and
schizophrenia. Neurotox.Res. 3: 23-35,

McoCreadie, R. G. (2002). Use of drugs, alecohol and tobacco by people with schizophrenia: case-control study.
Br.J Paychiatry, 181: 321-325.

Gregg, L., Barrowelough, C., and Haddock, G. (2007). Reasons for increased substance use in psychosis.
Clin Psychol.Rev. 27: 494-510.

Khantzian, E. J. (1985). The self-medication hypothesis of addictive disorders: focus on heroin and cocaine
dependence. Am.J. Psychiatry. 142: 1259-1264.

Lembke, A. (2012). Time to abandon the self-medication hypothesis in patients with psychiatric disorders.
Am.JDrug Alcohol Abuse. 38: 524-529.

Chambers, R. A., Krystal, }. H., and Self, D. W. (2001}, A neurobiological basis for substance abuse comorbidity in
schizophrenia. Biol Psychiatry. 50: 71-83,

Caspi, A, Moffitt, T. E., Cannoﬁ, M., McClay, J. and others. (2005). Moderation of the effect of adolescent-onset
cannabis use on adult psychosis by a functional polymorphism in the catechol-O-methyltransferase gene:
longitudinal evidence of a gene X environment interaction. Biol.Psychiatry. 57: 1117-1127.

Henguet, C., Rosa, A., Krabbendam, L., Papicl, S. and others. (2006). An experimental study of catechol-o-
methyliransferase Vaili8Met moderation of detta-9-tetrahydrocannabinol-induced effects on psychosis
and cognition. Neuropsychopharmacolegy. 31: 2748-2757.

Henquet, €., Rosa, A., Delespaul, P., Papiol, S. and others. (2009}, COMT ValMet moderation of cannabis-induced
psychosis: a momentary assessment study of 'switching on’ hallucinations in the flow of daily life. Acta
Psychiatr. Scand. 119: 156-160.

Pelayo-Teran, J. M., Perez-Iglesias, R., Mata, 1., Carrasco-Marin, E. and others. (2010). Catechol-O-
Methyltransferase (COMT) Vall58Met variations and cannabis use in first-episode non-affective
psychosis: clinical-onset implications. Psychiatry Res. 179: 291-296.

133



690.

691.

692,

693,

694.

695,

696.

697.

698.

6995.

700.

701.

702

703,

704,

705,

706.

Estrada, G., Fatjo-Vilas, M., Munoz, M. 1., Pulido, G. and others. (2011). Cannabis use and age at onset of
psychosis: further evidence of interaction with COMT Val158Met polymorphism. Acta Psychiatr Scand.
123: 485-492.

van Winkel, R., van Beveren, N, I, and Simons, C. (2011). AKTI moderation of cannabis-induced cognitive
alterations in psychotic disorder. Neuropsychopharmacology. 36; 2529-2537.

van Winkel, R. (2011). Family-based analysis of genetic variation underlying psychosis-inducing effects of cannabis:

sibling analysis and proband follow-up. Arch.Gen.Psychiairy. 68: 148-157,

Di Forti, M., Iyegbe, C., Sallis, H,, Kolliakou, A. and others. 2012), Confirmation that the AKT1 (£s2494732)
Genotype Influences the Risk of Psychosis in Caunabis Users, Biol. Psychiatry. 72: 811-816.

Leweke, F. M., Schneider, U., Radwan, M., Schmidt, E. and others. (2000). Different effects of nabilone and
cannabidio! on binocular depth inversion in Man. Pharmacol. Biochem. Behav. 66: 175-181,

Musty, R. Cannabinoids and anxiety. Cannabinoids as Therapeutics, Mechoulam, R. Basel: Birkhafiser, 2005.

Zuardi, A. W, Rodrigues, J. A., and Cunha, J. M. (1991). Effects of cannabidiol in animal models predictive of
aniipsychotic activity. Psychopharmacology (Berl). 104: 260-264.

Moreira, F, A. and Guimaraes, F. S. (2005). Cannabidiol inhibits the hyperlocomotion induced by psychotomimetic
drugs in mice. Bur.J. Pharmacol, 512; 199-205.

Leweke, F. M., Piomelli, D., Pahlisch, F., Muh!}, D. and others, (2012). Cannabidiol enhances anandamide signaling
and alleviates psychotic symptoms of schizophrenia. Transl. Psychiairy. 2: ¢94-

Zuardi, A, W, (2008). Cannabidiol: from an inactive cannabinoid to a drug with wide spectrum of action.
Rev.Bras Psiquidatr. 30: 271-280.

Benito, C., Nunez, E., Pazos, M. R., Tolon, R. M. and others. (2007). The endocannabinoid system and Alzheimer's
disease. Mol.Neurobiol. 36: 75-81.

Koppel, J. and Davies, P. (2008). Targeting the endocannabinoid system in Alzheimer's discase. J.Alzheimers.Dis.
15: 495-504,

van der Stelt, M., Mazzola, C., Esposito, G., Matias, L and others. (2006). Endocannabinoids and beta-amyloid-
induced neurotoxicity in vive: effect of pharmacological elevation of endocannabineid levels. Cell
Mol.Life Sci. 63: 1410-1424,

Jang, K. M., Astarita, G., Yasar, 8., Vasilevko, V. and others. (2011). An amyloid beta(42)~dependent deficit in
anandamide mobilization is associated with cognitive dysfunction in Alzheimer's disease.
Neurobiol. Aging. 33: 1522-1532.

Noonan, I., Tanveer, R., Klompas, A., Gowran, A. and others. (2010). Endocannabinoids prevent beta-amyloid-
mediated fysosomal destabilization in cultured neurons. I.Biok. Chem. 285: 38543-38554.

Eubanks, 1. M., Rogers, C. J., Beuscher, A. E., Koob, G. F. and others. (2006). A molecular link between the active
component of marijuana and Alzheimer's disease pathology. Mol Pharm. 3: 773-777.

luvose, T., Esposito, G.. Esposito, R., Sentamaria, R. and others, (2004). Neuroprotective effect of cannabidiol, a
non-psychoactive component from Cannabis sativa, on beta-amyloid-induced toxicity in PC12 cells.
JNeurochem. 89: 134-141.

134

—h

Llod

(!



707.

708,

705,

710.

711.

712,

713.

714,

715.

716.

17,

718.

719,

720,

721,

722.

723,

1184

Esposito, G., De, Filippis D., Camuccio, R., zzo, A. A. and others. (2006). The marijuana component cannabidiol
irhibits beta-amyloid-induced tau protein hyperphosphorylaiion through Wnt/beta-catenin pathway rescue
in PC12 cells. JMolMed.(Berl). 84: 253-258.

Booz, G. W. (2011). Cannabidio} as an emergent therapeutic strategy for lessening the impact of inflammation on
oxidative stress. Free Radic. BiclMed. 51: 1054-1061,

Esposito, G., Scuderi, C., Savani, C., Steardo, L., Jr. and others. (2007). Cannabidiol in vivo blunts beta-amyloid
induced neurcinflammation by suppressing I1-1beta and iNOS expression. Br.J Pharmacol. 151: 1272~
1279,

Esposito, (., Tuvone, T., Savaai, C., Scuderi, C. and others. (2007). Opposing control of cannabinoid receptor
stimulation on amyloid-beta-induced reactive gliosis: in vitro and in vivo evidence. J.Pharmacol. Exp.Ther.
322: 1144-1152.

Walther, 5., Mahlberg, R., Eichmann, U, and Kunz, D. (2006). Delta-9-tetrahydrocannabinol for nighttime agitation
in severe dernentia. Psychopharmacology (Berl). 185: 524-528.

Passmore, M. J. (2008). The cannabinoid receptor agonist nabilone for the treatment of dementia-related agitation,
Int.J.Geriatr Psychiatry. 23: 116117,

Krishnan, 8., Catrns, R., and Howard, R, (2009). Cannabinoids for the treatment of dementia.
Cochrane.Database. Syst.Rev. CDO0O7204.-

Klein, T. W. (2005). Cannabincid-based drugs as anti-inflarmatory therapeutics. NatRev,Immunol, 5; 400-411,

Nagarkatti, P., Pandey, R., Rieder, 8. A, Hegde, V. L. and others. (2009). Cannabinoids as nove! anti-inflammatory
drugs. Future.Med.Chem. 1: 1333-1349.

Stander, §., Schmelz, M., Metze, D, Luger, T. and others. (2005). Distribution of carmabinoid receptor 1 (CB1) and
2 {CB2) on sensory nerve f{ibers and adnexal stractures in human skin. ¥ .Dermatol. Sci. 38: 177-188.

Toth, B. L, Dobrosi, N, Dajnoki, A., Czifra, G. and others. (2011). Endocannabinoids modulate human epidermal
keratinocyte proliforation and survival via the sequential engagement of cannabinoid receptor-1 and
transient receptor potential vanilloid-1. LInvest Dermatol, 131; 1095-1104.

Maccarrone, M., Bi Rienzo M., Battista, N., Gasperi, V. and others. (2003). The endocannabinoid system in human
keratinocytes, Evidence that anandamide inhibits epidermal differentiation through CB1 receptor-
dependent inhibition of protein kinase C, activation protein-1, and transglutaminase. J . Biol.Chem. 278:
33896-33903.

Wilkinson, I. D. and Williamson, E. M. (2007). Cannabinoids inhibit human keratinocyte proliferation through a
non-CB1/CB2 mechanism and have a potential therapeutic value in the treatment of psoriasis.

J.Dermatol.Sci. 45: 87-92.

Dvorak, M., Watkinson, A., McGlone, F., and Rukwied, R. {2003}. Histamine induced responses are attenuated by a
cannabineid receptor agonist in human skin. Inflamm . Res. 52: 238-245.

Rukwied, R., Watkinson, A., McGlone, F., and Dvorak, M. (2003). Cannabinoid agonists attenuate capsaicin-
induced responses in human skin. Pain. 102: 283-288.

Watson, E. 8., Murphy, J. C.,, and Turner, C, E. (1983). Alkergenic properties of naturally occurring cannabinoids.
J.Pharm.Sci. 72: 954-955.

Witliams, C., Thompstone, J., and Wilkinson, M. (2008). Work-related contact Urticaria to Cammabis sativa. Contact
Permatitis. 58: 62-63,

135



724,

723.

726.

727,

728.

729.

730.

73L

732,

733,

734.

73s.

736.

737.

738.

739,

740.

Mikuriya, T. H. (1969). Marijuana in medicine: past, present and future. Calif Med. 110: 34-40.
Kalant, H. (2001). Medicinal use of cannabis: history and current status. Pain Res. Manag. 6: 80-91.
Zuardi, A. W. (2000). History of cannabis as a medicine: a review. Rev.Bras Psiquiatr. 28: 153-157.

Duncan, M., Thomas, A. D., Chuy, N. L., Patel, A. and others. (2008). Distribution and function of
monoacylglycerol lipase in the gastrointestinal tract. Am.J Physiol Gastrointest.Liver Physiol. 295: G1255-

G1265.

Kemnedy, P. I., Clarke, G., Quigley, E. M., Groeger, J. A, and others. (2012). Gut memories: towards a cognitive
neurobiology of irritable bowel syndrome. Neurosci.Biobehav.Rev. 36: 310-340,

Storr, M. A, Yuce, B, Andrews, C. N, and Sharkey, K. A. (2008). The role of the endocarmabinoid system in the
pathophysiclogy and treaiment of irritable bowel syndrome. Newrogastroenterol Motil. 20: 857-868.

Yao, X., Yang, Y. 8., Cui, L. H,, Zhao, K. B. and others. (2012). Subtypes of irritable bowel syndrome on Rome 11T
criteria: a multicenter study. J.Gastroenterol. Hepatol, 27. 760-765.

Camilleri, M., Carlson, P., McKinzie, 8., Grudell, A. and others. (2008). Genetic variation in endocannabinoid
metaholism, gastrointestinal motility, and sensation. Am.J Physiol Gastrointest.Liver Physiol. 294: G13-

G19.

Park, J. M., Choi, M. G, Cho, Y. K, Le¢, 1. S. and others. (2011). Cannabinoid receptor 1 gene polymorphism and
irritable bowel syndrome in the Korean population: a hypothesis-generating study. J.Clin.Gastroenterol,

45: 45-49.

Camilleri, M. and Katzka, D. A. (2012). Irritable bowel syndrome: methods, mechanisms, and pathophysiology.
Genetic epidemiology and pharmacogenetics in irritable bowel syndrome. Am.J.Physiol Gastrointest.Liver

Physiol. 302: G1075-G1084.

Sanson, M., Bueno, L., and Fioramonti, J, (2006). Involvement of cannabinoid receptors in inflammatory
hypersensitivity to colonic distension in rats. Neurogastroenterol Motil, 18: 949-956.

Brusberg, M., Arvidsson, S, Kang, D., Larsson, H. #nd others. (2009). CB1 receptors mediate the analgesic effects
of cannabinoids on colorectal distension-induced visceral pain in rodents. I Neurosci, 29: 1554-1564.

Kimball, E. 5., Wallace, N. H., Schneider, C. R., D'Andrea, M. R. and others. (2010). Small intestinal cannabinoid
receptor changes following a single colonic insult with oil of mustard in mice, Front Pharmacel. 1; 132-

Esfandyari, T., Camilieri, M., Ferber, L, Burton, I, and others. (2006). Effect of a cannabinoid agonist on
gastrointestinal transit and postprandial satiation in healthy human subjects: & randomized, placeho-
controlled study. Neurogastroenterol Motil. 18: 831-838.

Esfandyari, T., Camilieri, M., Busciglio, L, Burton, D. and others. (2007}, Effects of a cannabinoid receptor agonist
on colonic motor and sensory functions in humans: a randomized, placebo-controlled study. Am.J Physiol

Gastrointest.Liver Physiol. 293: G137-G145,

Rao, 8. 5. and Singh, 8. (2010). Clinical utility of coloric and anorectal manometry in chronic constipation.

J.Clin.Gastroenterol. 44: 597-609.

Coulie, B., Camilleri, M., Bharucha, A. E., Sandborn, W. 1. and others. (2001). Colonic motility in chronic ulcerative
proctosigmoiditis and the effects of nicotine on colonic motility in patients and healthy subjects.

Aliment. Pharmacol. Ther. 15; 653-663,

136

1

<

8



741,

742.

743,

744.

745.

746.

747,

748.

749.

750,

751

752,

753.

754,

755,

756.

Lembo, T., Wright, R. A, Bagby, B., Decker, C. and others. (2001). Alosetron controls bowel urgency and provides
global symptom improvement in women with diarrhea-predominant irritable bowel syndrome.
Am.J Gastroenterol, 96: 2662-2670.

Wong, B. S., Camilteri, M., Busciglio, I, Carlson, P. and others. (2011). Pharmacogenetic trial of 2 cannabinoid
agonist shows reduced fasting colonic motility in patients with nonconstipated irritable bowel syndrome.
Gastroenterology. 141: 1638-1647. -

Wong, B. 5., Camilleri, M., Eckert, D., Carlson, P. and others. (2012). Randomized pharmacodynamic and
pharmacogenetic trial of dronabinol effects on colon transit in irritable bowel syndrome-diarrhea.
Neuarogastroenterol. Motil. 24: 3584169,

Di Sabatino, A., Baitista, N., Biancheri, P., Ra}iino, C. and others. (2011). The endogenous cannabinoid system in
the gut of patients with iaflammatory bowel disease. Mucosal.Immunol. 4: 574-583.

Mowat, C., Cole, A., Windsor, A., Ahmad, T. and others, {201 1). Guidelines for the masnagement of inflammatory
bowel disease in adulis. Gut. 60: 571-607.

Ligresti, A., Bisogno, T., Matias, 1., De, Petrocellis L. and others, (2003). Possible endocannabinoid control of
colorectal cancer growth. Gastroenterology. 125: 677-687.

Guageini, F., Valenti, M., Mukenge, S., Matias, I. and others. (2006). Neural contractions in colonic strips from
patients with diverticular disease: role of endocannabinoids and substance P, Gut. 55: 946-953.

D'Argenio, G., Petrosino, 5., Gianfrani, C., Valenti, M. and others, (2007). Overactivity of the infestinal
endacannabinoid system in celiac disease and In methotrexate-treated rats. J.Mol.Med. 85: 523-530.

Massa, F., Marsicano, G., Hermann, H., Caurich, A. and others. (2004). The endogencus cannabinoid system
protects against colonic inflammation. J.ClinInvest, 113; 1202-1209.

D'Argenio, G., Valenti, M., Scaglione, (., Cosenza, V. and others. (2006). Up-regulation of anandamide levels as an
endogencus mechanism and a pharmacologiesl strategy to limit colon inflammation. FASEB J. 20; 568-
570.

Kimbal}, E. 8., Schneider, C. R., Wallace, N. H., and Hornby, P. L. (2006). Agonists of cannabinoid receptor 1 and 2
inhibit experimental colitis induced by oif of mustard and by dextran sulfate sodium. Am.J.Physiol
Gastrointest.Liver Physiol. 291: G364-G371.

Storr, M., Emmerdinger, D., Diegetmann, J., Yuce, B. and others. (2009). The role of fatty scid hydrolase gene
variants in inflammatory bowel disease. Aliment.Pharmacol. Ther. 29: 542-551,

Engei, M. A., Kellermann, C. A., Burnat, G., Hahn, E. G. and others. (2010), Mice lacking cannabinoid CB1-, CB2-
receptors or both receptors show increased susceptibility to trinitrobenzens sulfonic acid (TNBS)-induced
colitis, J Physiol Pharmacol, 61: 89-97,

Jamontt, J. M., Molleman, A., Pertwee, R. G., and Parsons, M. E. (2010). The effects of Delta-tetrahydrocannebinol
and cannabidio! alone and in combination on damage, inflammation and in vitro motility disturbances in
rat colitis. Br.J.Phanmacol. 160: 712-723.

i Paola, R., Mazzon, E., Patel, N. 8., Genovese, T. and others. {2005). Beneficial effects of GW274150 treatment

on the development of experimental colitis induced by dinitrobenzene sulfonic acid. Eur.J Pharmacol. 507:

281-289.

Storr, M. A., Keenan, C. M., Zhang, H., Patel, K. D. and others. (2009). Activation of the cannabinoid 2 recepior
(CB2) protects against experimental colitis. Inflamm Bowel.Dis, 15: 1678-1685.

137



157

758.

759,

760.

761.

762,

763.

764.

763.

766.

767.

768.

769.

770.

771,

772,

Borrelli, F., Aviello, G., Romane, B., Orlando, P. and others. (200%). Cannabidiol, a safe and non-psychotropic
ingredient of the marijuana plant Cannabis sativa, is protective in & murine model of colitis.
JMolMed.(Berl). 87: 1111-1121,

Schicho, R. and Storr, M. (2012). Topical and systemic cannabidiol improves trinitrobenzene sulfonic acid colitis in
mice. Pharmacology. 89: 149-155.

Athouayek, M., Lambert, D. M., Delzenne, N. M., Cani, P. D. and others. (2011). Increasing endogencus 2-
arachidonoylglycerol levels counteracts colitis and related systemic inflammation. FASEB J. 25: 2711-
2721,

Singh, U. P, Singh, N. P., Singh, B., Price, R. L. and others. {2012). Cannabinoid receptor-2 (CB2) agonist
ameliorates colifis in TL-10(~/~) mice by attenuating the activation of T cells and promoting their apopiosis.
Toxicol. ApplPharmacol. 258: 256-267.

Izzo, A. A., Capasso, R., Aviello, G., Borrelli, F. and others. (2012), Inhibitory effect of cannabichromene, a major
non-psychoiropic cannabinoid extracted from Cannabis sativa, on inflammation-induced hypermotility in
mice. Br.J. Pharmacol. 166: 1444-1460.

Klooker, T. K., Leliefeld, K. E., van den Wijngaard, R. M., and Boeckxstaens, G. E. (2011). The cannabipoid
receptor agonist delta-9-tetrahydrocannabinol does not affect visceral sensitivity to rectal distension in
healthy volunteers and IBS patiests. Neurogastroenterol. Motil. 23: 30-5, 2,

Tam, I, Liu, J., Mukhopadhyay, B., Cinar, R. and others. (2011). Endocannabinoids in liver disease. Hepatology. 53:
346-355.

Teixeira-Clere, F., Belot, M. P., Manin, S., Deveaux, V. and others. (2010). Beneficial paracrine effects of
cannabinoid receptor 2 on liver injury and regeneration. Hepatology. 52: 1046-1059.

Giannone, F. A, Baldassarre, M., Domenicali, M., Zaccherini, G. and others. (2012). Reversal of liver fibrosis by the
antagonism of endocannabinoid CB1 receptor in & rat model of CCl(4)-induced advanced cirrhosis, Lab
Invest. 92: 384-395.

Lim, M. P, Devi, L. A., and Rozenfeld, R. (2011}, Cannabidiol causes activated hepatic stellate cell death through a
mechanism of endoplasmic reticulum stress-induced apoptosis. Cell Death.Dis. 2; el 70-

Mukhopadhyay, ., Rajesh, M., Horvath, B., Batkai, S. and others. {2011). Cannabidiol protects against hepatic
ischemia/reperfusion injury by attenuating inflammatory signaling and response, oxidative/nitrative siress,
and celi death. Free Radic Biol Med. 50: 1368-1381.

Fouad, A. A. and Jresat, I (2011). Therapeutic potential of cannabidiol against ischemia/reperfusion liver injury in
rats. Eur.J Pharmaecol, 670; 216-223,

Avraham, Y., Grigoriadis, N., Poutahidis, T., Vorobiev, L. and others. (2011). Cannabidio] improves brain and liver
function in a fulminant hepatic failure~-induced model of hepatic encephalopathy in mice. Br.J.Pharmacol.
162: 1650-1658.

Batkai, S., Mukhopadhyay, P., Horvath, B., Rajesh, M. and others. {2012). Delia8-Teirahydrocannabivarin prevents
hepatic ischaemnia/reperfusion injury by decreasing oxidative stress and inflammatory responses through

cannabinoid CB2 receptors. Br.J.Phammacol. 163: 2450-2461.

Silvestri, C., Ligresti, A., and Di, Marzo, V. (2011). Peripheral effects of the endocannabinoid system in energy
homeostasis: adipose tissue, liver and skeletal muscle. Rev.Endocr. Metab Disord. 12: 153-162.

O'Hare, J. D, Zielinski, E., Cheng, B., Scherer, T. and others. (2011). Central endocannabinoid signaling regulates
hepatic glucose production and systemic lipoiysis. Diabetes, 60: 1055-1062.

138

(R

Lot

7



773.

774,

775,

776.

777.

778.

779.

780.

781.

782

783.

784.

783,

786.

787.

788.

Engeli, S. (2012). Central and peripheral cannabinoid receptors as therapeutic targets in the conirol of food intake
and body weight, Handb. Exp Pharmacol. 357-381.

Li, C., Jones, . M., and Persaud, S. 1. (2011). Role of the endocannabinoid system in food intake, energy
homeostasis and regulation of the endocrine pagcreas. Pharmacol. Ther. 129: 307-320.

Osei-Hylaman, D, Depetrillo, M., Pacher, P, Liu, J. and others. {(2003). Endocannabinoid activation at hepatic CB1
receptors stimulates fatty acid synthesis and contributes to diet-induced obesity. J.Clin Invest. 115: 1298~
1305,

Pagano, C., Pilon, C., Calcagne, A., Urbanet, R. and others. (2007). The endogencus cannabineid system stimulates
glucose uptake in human fat cells via phosphatidylinositol 3-kinase and calcium-dependent mechanisms.
J.Clin Endocrinol. Metab. 92: 4810-4819,

Cardinal, P., Bellocchio, L., Clark, S., Cannich, A. and others. (2012). Hypothalamic CB1 cannabinoid receptors
regulate energy balance in mice. Endocrinology. 153: 4136-4143.

Cota, D, Marsicano, G., Tschop, M., Grebler, Y. and others. (2003). The endogenous cannabinoid system affects
energy balance via central orexigenic drive and peripheral lipogenesis. J.ClinInvest. 112: 423-431.

Quarta, C., Belloochio, L., Maneini, G., Mazza, R. and others. (2010). CB(1)} signaling in forebrain and sympathetic
neurons is a key determinant of endocannabinoid actions on energy balance. Cell Metab. 11: 273-285.

Osei-Hyiaman, D., Liu, ¥, Zhou, L., Godlewski, G. and others. (2008). Hepatic CB1 receptor is required for
development of diet-induced steatosis, dyslipidemia, and insulin and leptin resistance in mice.
J.Clin.Invest. 118: 3160-3169.

Lin, 1., Zhoy, L., Xiong, K., Godlewski, G. and others. (2012). Hepatic cannabinoid receptor-1 mediates diet-induced
insulin resistance via inhibition of insulin signaling and clearance in mice. Gastroenterology. 142: 1218-
1228.

Ravinet, Trillon C,, Arnone, M., Delgorge, C., Gonalons, N. and others. (2003). Anti-obesity effect of SR141716, a
CB1 receptor antagonist, in diet-induced obese mice. Am.J.Physiol Regul Integr Comp Physiol. 284:
R345-R353.

Poirier, B., Bidouard, 1. P., Cadrouvele, C., Marniquet, X. and others. {2005). The anti-obesity effect of rimonabant
is associated with an improved serum lipid profile. Diabetes Obes.Metah, 7: 65-72.

Ibilo, O., Ravinet-Trillou, C., Arnone, M., Buisson, I. and others. (2005). The CB1 receptor antagonist rimonabant

reverses the diet-induced obesity phenotype through the regulation of lipolysis and ensrgy balancs. FASEB

3. 19: 1567-1569.

Watanabe, T., Kubota, N, Ohsugi, M., Kubola, T. and others. (2009). Rimonabant ameliorates insulin resistance via
both adiponectin-dependent and adiponectin-independent pathways. I Biol.Chem. 284: 1803-1812.

Jourdan, T., Djaouti, L., Demizieux, L., Gresti, J. and others. (2010). CBI antagonism exerts specific molecular
effects on visceral and subeutaneous fat and reverses liver steatosis in diet-induced obese mice. Diabetes.
59: 926-934.

Crespiilo, A., Suarez, ., Bermudez-Silva, E. J., Rivera, P. and others. (2011)}. Expression of the cannabinoid system
in muscie: effects of a high-fat diet and CB1 receptor blockade. Biochem.J. 433: 175-185.

Bell-Anderson, K. S., Aouad, L., Williams, H., Sanz, F. R. and others. (2011). Coordinated improvement in glicose
tolerance, lver steatosis and obesity-associated inflammation by cannabinoid 1 receptor antagonism in fat
Aussie mice, Int.J.Obes.(Lond). 35: 1539-1548.

139



789.

790,

791,

792.

793,

794.

795,

796,

797.

798.

799,

200,

801.

802,

803.

804,

80s5.

Van Gasl, L. F., Rissanen, A. M., Scheen, A. J., Ziegler, O. and others. (2005). Effects of the cannabinoid-1 receptor
blocker rimostabant on weight reduction and cardiovaseular risk factors in overweight patients: 1-year
experience from the RIO-Europe study. Lancet. 363 1389-1397.

Despres, 1. P., Golay, A., and Sjostrom, L. (2005). Effects of rimongbant on metebolic risk factots in overweight
patients with dyslipidemia. N.Engl.T.Med. 353; 2121-2134,

Pi-Sunyer, F. X, Aronge, L. I, Heshmati, 1. M., Devin, I, and others, (2006). Effect of rimonabant, a cannabinoid-1
receptor blocker, on weight and cardiometabolic risk factors in overweight or obese patients: RIO-North
America: a randomized confrolled trial, JAMA, 205: 761-775,

Scheen, A. I, Finer, N., Hollander, P, Jensen, M, D, and others. (2006). Efficacy and tolerability of rimonabant in
overweight or obese patients with type 2 diabetes: a randomised controlled study. Lancet. 368: 1660-1672.

Van Gaal, L. F., Scheen, A. J., Rissanen, A. M., Rossner, S. and others. (2008). Long-term effect of CB1 blockade
with rimonabant on cardiometabolic risk factors: two year results from the RIO-Europe Sindy. Evr Heart J,
29:1761-1771.

Van Gaal, L., Pi-Sunyer, X, Despres, J. P, McCarthy, C. and others. (2008). Efficacy and safety of rimonabant for
improvement of multiple cardiometabolic risk factors in overweight/obese patients: pooled 1-year data
from the Rimonabant in Obesity (RIO) program. Diagbetes Care. 31 Suppl 2: §229-8240.

Despres, I. P., Ross, R., Boka, G., Almeras, N. and others. (2009). Effect of rimonabant on the high-triglyceride/
low-HIDL-cholesterol dyslipidemia, intraabdominal adiposity, and liver fat: the ADAGIO-Lipids trial.
Arterioscler. Thromb. Vase Biol. 29: 416-423.

Hayatbakhsh, M. R., O’'Callaghan, M. §, Mamun, A. A., Williams, G. M. and others, (201(). Cannabis use and
obesity and young adults. Am.J.Drug Alcohol Abuse. 36: 350-356.

Le Strat, Y. and Le Foll, B. (2011). Obesity and cannabis uge: results from 2 representative national surveys.
Am.J Epidemiol. 174: 929-933.

Deveaux, V., Cadoudal, T., Ichigotani, Y., Teixeira-Clere, F. and others. (2009). Cannabinoid CB2 receptor
potentiates ohesity-associated inflammation, insulin resistance and hepatic steatosis. PL0S.One. 4: e5844-

Agudo, J., Martin, M., Roca, C., Molas, M. and others. (2010). Deficiency of CB2 cannabinoid receptor in mice
improves inselin sensitivity but increases food intake and obesity with ags. Diabetologia. 53: 2629-2640.

Levendal, R. A, Schumana, D, Donath, M., and Frost, C. L. (2012). Cannabis exposure associated with weight
reduction and beta-cell protection in an obese rat model. Phytomedicine. 19: 575-582,

1i, C, Bowe, 1. E., Huang, G. C., Amie], S. A. and others. (2011). Cannabinoid receptor agonists and antagonists
stimutate insulin secretion from isolated human islets of Langerhans. Diabetes Obes.Metab. 13: 503-910.

Li, C,, Vilches-Flores, A., Zhao, M., Amiel, 8. A. and others. (2012). Expression and function of monoacylglycerol
lipase in mouse beta-cells and human islets of Langerhans. Cell Physiol Biochem. 30: 347-358.

Bermudez-Silva, F. J., Suarez, I., Baixeras, E., Cobo, N, and others. (2008). Presence of functional cannabinoid
receptors in human endocrine pancreas. Diabetologia. 51: 476-487.

De Pasquale, A., Costa, G., and Trovato, A. (1978). The influence of cannabis on glucoregulation. Bull Nare. 30; 33-
41, ‘

Bermudez-Siva, F. I., Serrano, A., Diaz-Molina, F. I, Sanchez, Vera, I and others. (2006). Activation of cannabinoid
CB1 receptors induces glucose intolerance in rais. Eur.F.Pharmacol. 531: 282-284,

140

1189



1190

806. Hollister, L. E. and Reaven, G. M. (1974). Delta-9-tetrahydrocannabinol and glucose tolerance.
Clin.Pharmacol. Ther. 16: 297-302.

807. Rajavashisth, T. B., Shaheen, M., Norris, K. C., Pan, P. and others. (2012). Decreased prevalence of diabetes in
marijuana users: cross-sectional data from the National Health and Nutrition Examination Survey
(NHANES) II1. BMJ Open. 2; e000494-

808. Michalski, C. W., Laukert, T., Sauliunaite, D, Packer, P. and others. (2007). Cannabinoids ameliorate pain and
' reduce disease pathology in eerulein-induced acute pancreatitis. Gastroenterology. 132: 1968-1978.

80%9. Michaiski, C. W, Maier, M., Erkan, M., Sauliunaite, D. and others. (2008). Cannabinoids reduce markers of
inflammation and fibrosis in pancreatic stellate cells. PLoS.One. 3: e1701-

810. Matsuda, K., Mikami, Y., Takeda, K., Fukuyama, S. and others. (2005). The cannabinoid 1 receptor antagonist,
AM231, prolongs the survival of rats with severe acute pancreatitis. Tohoku LExp.Med. 207: 99-107.

811. Dembinski, A., Warzecha, Z., Ceranowicz, P., Dembinski, M. and others. (2006). Cannabinoids in acute gastric
damage and pancreatitis. . Physiol Pharmacol. 57 Suppl 5: 137-154,

812, Zyromski, N. 1., Mathur, A., Pitt, H A, Wade, T. E. and others. (2009). Cannabinoid receptor-1 blockade aitenuates
acute pancreatitis in obesity by an adiponectin mediated mechanism. J.Gastrointest.Surg, 13: 831-838.

813. Petrelia, C., Agostini, S., Alema’, G. S., Casolini, P. and others. {2010). Cannabinoid agonist WIN55,212 in vitro
inhibits interfevkin-6 (I.-6) and monocyie chemo-attractant protsin-1 (MCP-1) release by rat pancreatic
acini and in vive induces dual effects on the course of acute pancreatitis. Neurogastroenterol Motil, 22:
1248-56, £323.

814, Maifitano, A. M., Ciaglia, E., Gangemi, G., Gazzerro, P. and others. (2011). Update on the endocannabinoid system
as an anticancer target. Expert. Opin. Ther. Targets. 15: 297-308.

815. Pagotto, U., Marsicano, G., Fezza, F., Theodoropoulou, M. and others. (2001). Norma! human pituitary gland and
pituitary adenomas express cannabinoid receptor type | and synthesize endogenous cannabinoids: first
evidence for a direct role of cannabinoids on hormone moduiation at the human pitsitary level.
J.Clin.Endocrinol Meiab. 86: 2687-2696.

816. Schmid, P, C., Wold, L., E,, Krebsbach, R. ], Berdyshev, E. V. and others. (2002). Apandamide and other N-
acylethanolamines in human tumeors. Lipids. 37: 907-912.

817. Nithipatikom, K., Endsley, M. P, Isbell, M. A, Falck, J. R. and others. {2004). 2-arachidonoylglycerol: 2 novel
inhibitor of androgen-independent prostate cancer cell invasion. Cancer Res. 64: 8826-8830.

818. Petersen, G., Moesgaard, B., Schmid, P. C., Schmid, H. H. and others. (2005). Endocannabinoid metabolism in
human glioblastomas and meningiomas compared to human non-tumour brain tissue. I Neurochemn, 93:
299-309,

819. Cianchi, F., Papucci, L., Schiavene, N., Lulli, M. and others. (2008). Cannabinoid receptor activation induces
apoptosis through fumor necrosis factor alpha-mediated ceramide de novo synthesis in colon cancer cells.
Clin.Cancer Res. 14: 7691-7700. i

820. Grimaldi, C. ard Capasso, A. {2011). The endocannabinoid system in the cancer therapy: an overview.
Curr.Med.Chem, 18: 1575-1583.

821. Pisanti, S. and Bifalco, M. (2009). Endocannabinoid system modulation in cancer biology and therapy.
Pharmacol.Res. 60: 107-116.

141



822.

823.

824.

825,

826.

827.

828.

829.

830.

831,

833.

834,

835.

836.

837.

838.

Stella, N. (2010). Cannabinoid and carnabinoid-like receptors in microglia, astrocytes, and astrocytomas. Glia. 58:
1017-1030.

Mcallister, S. D., Chan, C., Taft, R. I., Luy, T. and others. (2005). Cannabinoids selectively inhibit proliferation and
induce death of cultured human glioblastoma multiforme cells. Y. Neurooncol. 74: 31-40.

Cudaback, E., Marrs, W.., Moeller, T., and Stella, M. (2010). The expression level of CBI and CB2 receptors
determines their efficacy at inducing apoptosis in astrocytomas. PLoS.One. 5: e8702.-

Caffarel, M. M., Sarrio, I, Palzcios, J., Guzman, M. and others. (2006). Delta9-tetrabydrocannabinol inhibits cell
cycle progression in human breast cancer cells through Cdc2 regulation. Cancer Res. 66: 66135-6621,

MecKallip, R. J., Nagarkatti, M., and Nagarkatti, P. S. (2005). Delta-9-tetrahydrocannabinol enhances breast cancer
growth and ractastasis by suppression of the antitumor immune response. T Immunol. 174: 3281-3289.

Takeda, 8., Yamaori, S., Motoya, ., Matsunaga, T. and others. (2008), Delta(9)-Tetrashydrocannabinol enhances
MCF-7 cell proliferation via cannabinoid receptor-independent signaling, Toxicology. 245: 141-146,

Ligresti, A., Morieflo, A. ., Starowicz, K., Matias, | and others. {2006). Antitumor activity of piant cannabinoids
with emphasis on the effect of cannabidiol on human breast carcinema. J.Pharmacol. Exp.Ther. 318: 1375-
1387.

Preet, A, Ganju, R. K., and Groopman, J. E. (2008). Delia®-Tetrehydrocannabino! inhibits epithelial growth factor-
induced lung cancer cell migration in vitro as well as its growih and metastasis in vivo, Oncogene. 27; 339-
346.

Greenhough, A., Patsos, H. A, Williams, A. C., and Paraskeva, C. (2007), The cannabinoid delta(9)-
tetrahydrocannabinol inhibits RAS-MAPK and PI3K-AKT survival signalling and induces BAD-mediated
apoptosis in colorectal cancer cells. Int.J.Cancer. 121: 2172-2180.

Galve-Roperh, I, Sanchez, C., Cortes, M. L., Gomez, del Pulgar and others. (2000). Anti-tumoral action of
cannabinoids: involvement of sustained ceramide accumulation snd extracellular signal-regulated kinase
aciivation, Nat,Med. 6: 313-319,

Caffarel, M. M., Andradas, C., Mira, E., Perez-Gomez, E. and others. (2010). Cannabincids reduce ErbB2-driven
breast cancer progression through Akt inhibition. Mol.Cancer. 9: 196-206.

McAllister, 8. D., Murase, R., Christian, R. T., Lau, D. and others. (2010). Pathways mediating the effects of
cannabidiol on the reduction of breast cancer cell proliferation, invasion, and metasiasis. Breast Cancer
Res. Treat, 129 37-47.

Carracedo, A., Lotente, M., Egia, A., Blazquez, C. and others. (2006). The stress-regulated protein p8 mediates
canuabinoid-induced apoptosis of tumor cells. Cancer Cell. 9: 301-312.

Torres, 8., Lorente, M., Rodriguez-Fornes, F., Hernandez-Tiedra, S. and others. (2011). A combined preclinical
therapy of cannabinoids and temozolomide against glioma. Mol.Cancer Ther. 10: 90-103.

Guzman, M., Duarie, M. J., Blazquez, C., Ravina, }. and others. (2006). A pilot clinical study of Delta9-
tetrahydrocannabino! in patients with recurrent glioblastoma multiforme. Br.J.Cancer. 95: 197-203,

Dinnes, I, Cave, C., Huang, S., and Milne, R. (2002). A rapid and systematic review of the effectiveness of
temozolomide for the treatment of rectizrent malignant ghoma, Br.J.Cancer, 86; 501-505.

Brem, H., Piantadosi, 8., Burger, P. C., Walker, M. and others. (1995). Placebo-controlled trial of safety and efficacy

of intraoperative controlled delivery by biodegradable polymers of chemotherapy for recurrent gliomas.
The Polymer-brain Tumor Treatment Group. Lancet. 345: 1008-1012.

142

1191



839,

840.

841.

842

843.

344,

845,

846,

847,

848,

849.

830,

851.

852,

853.

834

855.

Marcu, I. P,, Christian, R. T., Lau, D., Ziclinski, A. }. and others. (2010). Cannabidiol enhances the inhibitory effects
of delta¥-tetrahydrocannabinol on human glioblastorsa cell proliferation and survival. Mol.Cancer Ther. 9:
180-189,

Velasco, G., Carracedo, A., Blazquez, C., Lorente, M. and others. (2007). Camnabinoids and gliomas.
Mol Newrobiol. 36: 60-67,

Parclaro, D. and Massi, P. (2008). Cannabinoids as potential new therapy for the treatment of gliomas.
Expert.Rev.Neurother. 8: 37-49.

Alexander, A., Smith, P. F., and Rosengren, R. J. (2009}. Cannabinoids in the treatment of cancer. Cancer Lett, 285;
6-12.

Steffens, S., Veillard, N. R., Amaud, C., Pelli, G, and others. (20035). Low dose oral cannabinoid therapy reduces
progression of atheroscleresis in mice. Nature. 434: 782-786.

Sugamura, K., Sugiyama, 5., Nozaki, T., Matsuzawa, Y. and others. (2009). Activated endocannabinoid system in
coronary artery disease and antiinflammatory effects of cannabinoid 1 receptor blockade on macrophages.
Circulation. 119: 28-36.

Zhao, Y., Yuan, Z., Liu, Y., Xue, J. and others. {2010). Activation of cannabinoid CB2 receptor ameliorates
atherosclerosis associated with suppression of adhesion molecules. I.Cardiovasc.Pharmacol. 55 292-298.

Hoyer, ¥. F., Steinmetz, M., Zimmer, S., Becker, A. and others, (2011). Atheroprotection via cannabinoid receptor-2
is mediated by circulating and vascular cells in vivo, LMol.Cell Cardiol. 51: 1007-1014.

Willecke, F., Zeschly, K., Ortiz, Rodriguez A., Colberg, C. and others. (2011). Cannabinoid recepior 2 signaling
does not modulate atheregenesis in mice. PLoS.One. 6: e19405-

Netherland, C. D, Pickle, T. G., Bales, A., and Thewke, D. P. (2010). Cannabinoid receptor type 2 (CB2) deficiency
alters atherosclerotic lesion formation in hyperlipidemic Ldlr-null mice. Atherosclerosis. 213: 162-108.

Rajesh, M., Mukbopadhyay, P., Hasko, G., Liaudet, L. and others. (2010). Cannabinoid-1 receptor activation induces
reactive oxygen species-dependent and -independent mitogen-activated protein kinase activation and cell
death in human coronary artery endothelial cells. Br.J.Pharmacol. 160: 688-700.

Singla, S., Sachdeva, R, and Mehta, J, L, (2012), Cannabinoids and atherosclerotic coronary heart disease.
Clin.Cardiol. 35; 329-335.

Montecucco, F. and Di Marzo, V. {2012). At the heart of the matter: the encdocannabinoid system in cardiovascular
function and dysfunction. Trends Pharmacel.Sci. 33: 331-340.

Steffens, S. and Pacher, P. (2012). Targeting cannabineid receptor CB{2) in cardiovascular disorders: promises and
controversies. Br.J Pharmacol. 167: 313-323. : ’

Takeda, S., Usami, N., Yamamoto, 1., and Watanabe, K. (2009). Cannabidiol-2',6'-dimethy! ether, a cannabidiol
derivative, is a highly potent and selective 15-lipoxygenase inhibitor, Drug Metab Dispos. 37 1733-1737.

Hezode, C., Zafrani, E. 8., Roudot-Thoraval, F., Costentin, C. and others. (2008). Daily cannabis use: a novel tigk
factor of steatosis severity in patients with chronic hepatitis C. Gastroenterology. 134: 432-439,

Barrett, 5. P, Darredeau, C., and Pihl, R. Q. (2006). Patterns of simualtaneous polysubstance use in drug using
vniversity students. Hum Psychopharmacol. 21: 255-263.

143



856.

857.

858.

839,

860.

8ol.

862.

863,

864,

865,

866.

867,

868.

§69.

870.

§71.

872.

873,

874.

Agrawal, A. and Lynskey, M. T. {2007). Does gender contribute to heterogeneity in criteria for cannabis abuse and
dependence? Results from the national epidemiological survey on alcohol and related conditions. Drug
Alcohol Depend. 88: 300-307.

Kuepper, R., van, Os I, Lieb, R., Wittchen, H. U. and others. (2011). Continued cannabis use and risk of incidence
and persistence of psychotic symptoms: 10 year follow-up cohort study. BMIJ, 342: d738.-

Budney, A. }. and Hughes, I. R. (2006). The cannabis withdrawal syndrome. Curr.Opin Psychiatry. 19: 233-238.
National Institate on Drug Abuse, NIDA InfoFacts: Marijuana. 2009.

Mathew, R. 1., Wilson, W. H., Coleman, R, E., Turkingion, T. G. and others. {1997). Marijuana intoxication and
brain activation in marijuana smokers. Life Sci. 60: 2075-2089.

Ramaekers, I. G, Kauvert, G., van, Ruitenbeek P., Theunissen, E. L. and others. (2006). High-potency marijuana
impairs executive function and inhibitory motor control. Neuropsychopharmacology. 31: 2296-2303.

Kurzthaler, I, Hummer, M., Miller, C., Sperner-Unterweger, B. and others. (1999). Effect of cannabis nse on
cognitive functions and driving ability. J.Clin Psychiatry. 60: 395-399.

Reisfield, G. M., Wasan, A. D, and Jamison, R. N. (2009). The prevalence and significance of cannabis use in
patients prescribed chronic opioid therapy: areview of the extant Hterature, Pain Med, 1(0: 1434-1441.

Ashton, C. IE. (1999). Adverse effects of cannabis and cannabinoids. Br.J. Anaesth. £3: 637-649.

de Jong, F. A., Engels, F. K., Mathijssen, R. H., van, Zuylen L. and others. (2003). Medicinal cannabis in encology
practice: stilf a bridge too far? J.Clin.Oncol. 23: 2886-2891.

Ballard, M. E. and de, Wit t. (2011), Combined effects of acute, very-low-dose ethanol and delta(9)-
tetrahydrocannabino! in healthy human volunteers. Pharmacol Biochem Behav. 97: 627-631.

Battista, N., Pasquariello, N., Di, Tommaso M., and Maccarrone, M. (2008). Interplay between endocannabinoids,
steroids and cytokines in the control of buman reproduction, F.Neuroendocrinol. 20 Suppl 1: 82-89.

Habayeb, O. M., Taylor, A. IL, Finncy, M., Evans, M. D. and others, (2008). Plasma anandamide concentration and
pregnancy cutcome in women with threatened miscarriage. JAMA. 299: 1135-1136.

Fried, P. A, (2002). Conceptual issues in behavioral teratology and their application in determining long-term
sequelae of prenatal marihuana exposure. J.Child Psychol Psychiatry. 43: §1-102.

Richardson, G. A., Ryan, C., Willford, I., Day, N. L. and cthers, (2002). Prenatal alcohol and marijuana exposure:
effects on neuropsychological outcomes at 10 years. Neurotoxicol. Teratol. 24: 309-320.

Percz-Reyes, M. and Wall, M. E. (1982). Presence of deltaS-letrabydrocannabinol in human milk. N.Engl.J.Med,
307; 819-820,

Garry, A., Rigourd, V., Amirouche, A., Fauroux, V. and others. (2009). Cannabis and breastfeeding. J. Toxicol. 2009:
506149 -

Chait, L. D. and Perry, . L. (1994). Acute and residual effects of alcoho! and marijuana, alone and in combination,
on mood and performance. Psychopharmacology (Bert). 115: 340-349.

Lukas, 8. E. and Orozco, 8. (2001). Ethano! increases plasma Delta(9)-tetrahydrocannabinol (THC) levels and
subjective effects after marihuana smoking in human volunteers. Drug Aleohol Depend. 64: 143-149.

144



875,

876.

877.

878.

879.

380.

881,

882.

883,

834,

885.

886.

887

888.

BRI,

890,

891,

1194

Li, X. ., Andessson, T. B,, Ahlstrom, M., and Weidolf, L. {2004). Comparison of inhibitory effects of the proton
pump-inhibiting drugs omeprazole, esomeprazole, lansoprazole, pantoprazole, and rabeprazole on human
cytochrome P45( activities. Drug Metab Dispos. 32: 821-827.

Spina, E., Santoro, V., and DY'Arrigo, C. (2008), Clinically relevant pharmacokinetic drug interactions with second-
generation antidepressants: an update. Clin. Ther. 30: 1206-1227.

Davisen, 8. N. and Davison, J. 8. {2011). Is there a legitimate role for the therapeutic use of cannabinoids for
sympiom tnanagement in chronic kidney disease? I.Pain Symptom.Manage. 41: 768-778.

Ellig, G. M., Jr., Mann, M. A., Judson, B. A, Schramm, N. T, and others. (1985). Excretion patterns of cannabinoid
metabolites after last use in a group of chronie users. Clin.Pharmacol Ther. 38: 572-578.

Lowe, R. IL, Abraham, T. T., Darwin, W. D, Herning, R. and others. (2009). Extended urinary Delta9-
tetrahydrocannabinol excretion in chronic cannabis users precludes use as a biomarker of new drug
exposure. Drag Alcohol Depend. 105: 24-32.

Wang, T., Cofllet, 1. P., Shapiro, S., and Ware, M. A. (2008). Adverse effects of medical cannabinoids: a systematic
review. CMAJ, 178: 1669-1678.

Amos, A., Wiltshire, 8., Bostock, Y., Haw, 8. and others. (2004), "You can't go without a fag...you need it for your
hash'~a qualitative exploration of smoking, cannabis and young people. Addiction. 99: 77-81.

Hezode, C., Roudot-Thoraval, F., Nguyen, S., Grenard, P. and others. (2003). Daily cannabis smoking as a risk
factor for progression of fibrosis in chronie hepatitis C, Hepatology. 42: 63-71,

Vandrey, R. G, Budney, A.J, Hughes,_ I R., and Liguori, A. (2008). A within-subject comparison of withdrawal
symptoms during abstinence from cannabis, tobacco, and both substances, Brug Alcohol Depend. 92: 48-
54.

Agrawal, A., Scherrer, J. F., Lynskey, M. T, Sartor, C. E, and others. {2011). Patterns of use, sequence of onsets and
correlates of tobacco and cannabis. Addict. Behav. 36: 1141-1147.

Wu, T. C,, Tashkin, D. P., Djahed, B., and Rose, J. E. (1988). Pulmonary hazards of smoking marijuana as compared
with tobacco, N.Engl.J Med. 318: 347-351.

Taylor, D. R, Fergusson, D. M., Milue, B. I., Horwood, L. J. and others. (2002). A longitudinal study of the effects
of tobacco and cannabis exposure on lung function in young adults. Addiction. 97: 1055-1061.

Tashkin, D, P. Marihuana and the long. Maribuana and medicine. Nahas, C. G., Sutin, K. M., Harvey, D. L, and
Agurell, 8. Totowa, New Jersey: Humnana Press, 1999,

Taylor, D. R., Poulton, R., Moffitt, T. E., Ramankutty, P. and others. (2000). The respiratory effects of cannabis
dependence in young aduits. Addiction. 93: 1669-1677.

Denning, D. W, Follansbee, 8. E., Scolaro, M., Norris, 8. and others. (1991}, Puimonary aspergillosis in the
acquired immunodeficiency syndrome. N.Engl.J.Med. 324: 654-662.

Moore, B. A, Augustson, E. M., Moser, R. P, and Budney, A. 1. (2005). Respiratory effects of marijuana and
tobacco use in a U.S. sample. J.Gen.Intern Med. 20: 33-37.

Roth, M. D, Whittaker, K., Salehi, K., Tashkin, D. P. and others. {2004). Mechanisms for irpaired effector function
in alveolar macrophages from marijuana and cocaine smokers. L.Neuroimmuncl. 147: §2-86.

145



892,

893,

894,

895,

896.

897.

898.

£99.

. %00.

901.

902.

903.

904.

G035,

906.

907.

908,

LIU,B. 2., HU, C. M., HUANG, C. H,, WEY, 8. P, and others. {2010). Cannabidio} attenuates delayed-type
hypersensitivity reactions via suppressing T-cell and macrophage reactivity. Acta Pharmacol.Sin. 31:
1611-1617.

Kozela, E., Pictr, M., Juknat, A., Rimmerman, N, and others, (2010). Cannabinoids Delta(9)-tetrahydrocannabinol
and cannabidiol differentially inhibit the lipopolysaccharide-activated NF-kappaB and interferon-
beta/STAT proinflammatory pathways in BV-2 microglial cells. 1.Biol.Chem. 285: 1616-1626.

Reiss, C. S. (2010). Cannabinoids and viral infections. Pharmaceuticals (Basei). 3: 1873-1886.

Mishkin, E. M. and Cabral, G. A. (1985). delta-9-Tetrahydrocannabinol decreases host resistance to herpes simplex
virus type 2 vaginal infection in the B6C3¥F1 mouse. J.Gen. Virol. 66 ( Pt 12): 2539-2549.

Cabral, G. A, McNerney, P. I, and Mishkin, E. M. (1986). Delta-9-tetrahydrocannabinol enhances release of herpes
simplex virus type 2. J.Gen. Virol, 67 ( Pt 9): 2017-20122,

Roth, M. D., Baldwin, G. C., and Tashkin, D. P. (2002). Effects of delta-9-tetrahydrocannabinel on human immune
function and host defense. Chem.Phys.Lipids. 121: 229-239.

Buchweitz, J. P., Karmaus, P. W., Harkema, J. R,, Williams, K. J. and others. (2007). Modulation of airway
responses to influenza A/PR/8/34 by Delta®-tetrahydrocannabinol in C57BL/6 mice.
J.Pharmacol Exp. Ther. 323: 675-683.

Zhang, X., Wang, 1. F., Kunos, G., and Groopman, . E. {2007). Cannabinoid moduiation of Kaposi's sarcoma-
associated herpesvirus infection and transformation. Cancer Res, 67: 7230-7237.

Herrera, R. A, Oved, 1. H., and Reiss, C. S. (2008). Disruption of IFN-gamma- mediated antiviral activity in
neurons: the role of cannabinotds. Viral imoanol. 21: 141-152,

Bredt, B. M., Higuera-Alhino, D., Shade, S, B., Hebert, S. I. and others. (2002}, Shori-term effects of cannabinoids
on immune phenotype and function in HIV-1-infected patients, J.Clin Pharmacol. 42: §25-898,

Chao, C., Jacobson, L. P., Tashkin, D., Mariinez-Maza, Q. and others. (2008). Recreational drug useand T

Iymphocyte subpopulations in HIV-uninfected and HIV-infected men. Drug Alcohol Depend. 94: 165-171.

Di Franco, M. F., Sheppard, H. W., Hunter, . J., Tosteson, T. D. and others. (1996). The lack of association of
marijuana and other recreational drugs with progression io AIDS in the San Francisco Men's Health Study.
Ann. Epidemiol. 6; 283-289,

Ishida, J. I, Peters, M. G., Jin, C., Louie, K. and others. {2008). Influence of cannabis use on severity of hepatitis C
disease. Clin.Gastroenterol. Hepatol. 6: 69-75.

Bonn-Mitler, M. Q., Oser, M, L., Bucossi, M. M., and Traften, }. A. (2012). Cannabis use and HIV antiretroviral
therapy adherence and HIV-related symptoms {in press). L. Behav.Med.

Rossato, M., Paganro, C., and Vettor, R. (2008). The cannabinoid system and male reproductive functions.
IL.Neurcendoorinol. 20 Suppl 1: 99-93,

Hembree, W. C., Nahas, G. G., Zeidenberg, P., and Huang, H. F. S. Changes in human spermatozoa associated with
high-dose marihuana smoking. Marihuana and medicine. Nahas, G. G., Sutin, K. M., Harvey, D. J,, and
Agurell, 8. Totowa: Humana Press, 1999,

Hong, C. Y., Chaput de Saintonge, D. M., Turner, P., and Fairbaim, I. W. (1982). Comparison of the inhibitory

action of delta-9-tetrahydrocannabinol and petroleum spirit extract of herbal cannabis on human sperm
motility. Hum. Toxicol. 1: 151-154.

146



909.

214.

911,

912.

913.

914.

915

916.

917.

918.

919.

920.

921,

922,

923,

924.

925.

Whan, L. B., West, M. C., McClure, N., and Lewis, 8. E. (2006). Effects of delta-9-tetrahydrocannabinol, the
primaty psychoactive cannabinoid in mariiuana, on humas sperm function in vitro. Fertil.Steril. 85: 633-
660.

Lacson, 1. C., Catroll, J. D., Tuazon, E., Castelao, E. 1. and others. (2012). Population-based case-control study of
recreational drug use and testis cancer risk confirms an association between marijnana use and
nonseminoma risk. Cancer. 118: 5374-5383.

Zuckerman, B., Frank, D. A., Hingson, R., Amaro, H. and others. (1989). Eiffects éf maternal marijuana and cocaine
use on fetal growth. N.Engl.J Med. 320: 762-768.

Hurd, Y. L., Wang, X., Anderson, V., Beck, O. and others. (2005). Marijuana impairs growth in mid-gestation
fetuses. Neurotoxicol. Teratol. 27: 221-229.

El-Marroun, H, Tiemeier, H, Steegers, E. A, Jaddoe, V. W and others, (2009). Intrauterine Carnsbis Exposure
Affects Fetal Growth Trajectories: The Generation R Study. I.Am.Acad.Child Adolesc.Psychiatry. 48;
1173-1181.

Gray, T. R., Eiden, R. D., Leonard, X. E., Comnors, G. L. and others. (2010}, Identifying prenatal cannabis exposure
and effects of concurrent tobacco expeosure on neonatal growth. Clin.Chem. 56: 1442-1450.

Scragg, R. K., Mitchell, E. A., Ford, R. P., Thompson, J. M. and others. (2001). Maternal cannabis use in the sudden
death syndrome. Acta Paediatr. 90: 57-60.

Shiono, P. H., Klebanoff, M. A., Nugent, R. P, Cotch, M. F. and others. (1995). The itpact of cocaine and
marijuana use on low birth weight and preterm birth: a multicenter study. Am.J.Obstet.Gynecol. 172: 19~
27,

Fried, P. A., Watkinson, B., and Gray, R. (1999). Growth from birth to early adolescence in offspring prenatally
exposed to cigarettes and marijuana. Neurotoxicol. Teratol. 21: 513-5235.

van Gelder, M. M., Reefhuis, ., Caton, A. R., Werler, M. M. and others. (2010). Characteristics of pregnant illicit
drug users and associations between cannabis use and perinatal outcome in a population-based study. Drug
Alcohol Depend. 109: 243-247.

Ahmad, G. R. and Ahmad, N. (1990}. Passive consumption of marijuana through milk: a low level chronic exposure
1o delta-9-tetrabydrocannabinol(THC), . Toxicol. Clin. Toxicol. 28: 235-260,

Astley, . 1. and Little, R. E. (1990). Maternal marijuana vse during lactation and infant development at one year,
Neurotoxicol. Teratol. 12: 161-168.

Mittleman, M. A. and Mostofsky, E. (2011). Physical, psychological and chernical triggers of acute cardiovascular
events: preventive strategies. Circulation. 124: 346-354.

Aronow, W. S, and Cagssidy, J. (1974). Effect of marihuana and placebo-marihuana smoking on angina pectoris.
N.Engl.J.Med. 291: 65-67.

Sidney, S. (2002). Cardiovascular consequences of marijuana use. I.Clin.Pharmacol. 42: 645-708S.

Fisher, B. A., Ghuran, A., Védamaiai, V., and Antonies, T. F. (2005). Cardiovaseular complications induced by
cannabis smoking: a case report and review of the literature. Emerg.Med.J. 22: 679-680.

Chesher, G. and Hall, W. Effects of cannabis on the cardiovasonlar and gastrointestina! systems. The health effects

of cannabis. Kalant, H., Corrigall, W., Hall, W, and Smart, R. Toronto: Centre of Addiction and Mental
Health, 1999,

147

96



926.

927,

928.

929,

930,

931,

932.

933.

934

935.

936,

937.

938.

939.

940,

941.

042,

943,

944,

1197

Merritt, J. C,, Cook, C. E., and Davis, K. H. (1982). Orthostatic hypotension after delia 9-tetrahydrocannabinol
marihuana inhalation. Ophthalmic Res, 14: 124-128,

Purnell, J. Q., Zambon, A., Knopp, R. H., Pizzuti, D. J. and others. (2000). Effect of ritonavir on lipids and post-
heparin lipase activities in normal subjects. AIDS. 14: 51-57.

Cottencin, O., Karila, L., Lambert, M., Arveiller, C. and others. (2010). Cannabis arteritis: review of the literature.
Y Addict Med. 4: 191-196,

Noel, B., Ruf, L, and Panizzon, R. G. (2008). Cannabis arteritis. J.Am, Acad.Dermatol. 58: 565-S67.

Combemale, P., Consort, T., Denis-Thelis, L., Estival, J. L. and others. (2005). Cannabis arteritis. Br.J.Dermatol.
152: 166-169.

Digdier, P., Granel, B,, Serratrice, J., Constans, J. and others, (2001). Cannabis arteritis revisited--ten new case
reports. Angiology. 52; 1.5,

Wolff, V., Lauer, V., Rouyer, O., Sellal, F. and others. (2011}. Cannabis use, ischemic stroke, and multifocal
intracranial vasoconstriction: a prospective study in 48 consecutive young patients, Stroke, 42; 1778-1780,

Cox, B., Chhabra, A., Adler, M., Simmons, J. and others, {2012). Cannabinoid hyperemesis syndrome: case report of
a paradoxical reaction with heavy marijnana use. Case Report.Med. 2012: 757696~

Batkai, S., Jarai, Z., Wagner, J. A., Goparaju, 5. K. and others. (2001). Endocannabinoids acting at vaseular CB1
receptors mediate the vasodilated state in advanced liver cirrhosis. Nat.Med. 7: 827-832,

Fernandez-Rodriguez, C. M., Romero, J., Petros, T. J., Bradshaw, H. and others. (2004). Circulating endogenous
cannabinoid anandamide and portal, systemic and renal hemodynamics in cirthosis. Liver Int. 24: 477-483.

Tulien, B., Grenard, P., Teixeira-Clerc, F., Van Nhiew, J, T. and others. (2005). Antifibrogenic role of the
cannabineid receptor CB2 in the liver. Gastroenterology. 128: 742-755.

Teixeira-Clerc, F., Julien, B., Grenard, P., Tran Van, Nhieu J. and others. (2006). CB1 cannabinoid receptor
antagonisim: a new strategy for the treatment of liver fibrosis. Net.Med. 12: 671-676. |

Siegmund, S, V. and Schwabe, R. F. (2008}, Endocannabinoids and Hver disease. II, Endocannabinoids in the
pathogenesis and treatment of liver fibrosis. Am.J Physiol Gastrointest Liver Physiol. 294: G357-G362.

Mallat, A., Hezode, C., and Lotersztain, 5. (2008). Environmental factors as disease accelerators during chronic
hepatitis C. J.Hepatol. 48: 657-665.

Guy, G. W, and Stott, C. G. The development of Sativex®— a natural cannabis-based medicine. Cannabinoids as
Therapeutics. Mechoulam, R. Basel: Birkhéuser Verlag, 2005.

Bolla, K. L, Brown, K., Eldreth, D., Tate, K. and others. (2002). Dose-related neurocogniiive effects of marijuana
use. Neurclogy. 59 1337-1343.

Rubino, T. and Parolara, D. (2008). Long lasting consequences of cannabis exposure in adolescence. Mol.Cell
Endocrinol. 286: S108-5113.

Heishman, S. I, Stitzer, M. L., and Yingling, J. E. (1989). Effects of tetrakydrocannabinol content on marijuana
smoking behavior, subjective reports, and performance. Pharmacol. Biochem.Behav. 34: 173-179.

Wetzel, C. D, Janowsky, D. ., and Clopton, P. 1. (1982). Remote memory during marijuans infoxication.
Psychopharmacology (Berl). 76: 278-281,

148



945,

946.

947,

948,

949.

950,

931,

9352,

953,

954,

955.

956.

957.

958.

959.

960.

961.

962.

Fletcher, I. M., Page, J. B., Francis, D. J., Copeland, K. and others. (1996). Coguitive correlates of long-term
cannabis use in Costa Rican men. Arch Gen Psychiatry. 53: 1051-1057.

Pope, H. G, Ir., Gruber, A. }., Hudson, J. L, Cohane, G. and others. (2003). Early-onset cannabis use and cognifive
deficits: what is the nature of the association? Drug Aleohol Depend. 69: 303-310.

Messinis, L., Kyprianidou, A., Malefaki, $., and Papathanasopoulos, P. (2006). Neuropsychological deficits in long-
term frequent cannabis users, Neurology. 66: 737-739.

Lyketsos, C. G., Garrett, E., Liang, ¥. Y., and Anthony, I. C. (1999). Cannabis use and cognitive decline in persons
under 65 years of age. Am.J Epidemiol. 149: 794-800.

Pope, H. 3., Jr;, Gruber, A. I., Hudson, . 1., Huestis, M. A. and others. (2001). Neuropsychological performance in
long-term cannabis users. Arch.Gen Psychiatry. 58: 909-915.

Pope, H. G, Ir., Gruber, A. I, and Ywrgelun-Todd, D. {1995}. The residual neuropsychological effects of cannabis:
the current status of research, Drug Alcohol Depend, 38; 25-34.

Gonzalez, R., Carey, C., and Grant, 1. (2002). Nonacute (residual) neuropsychological effects of cannabis use: a
gualitative analysis and systematic review. J.Clin.Pharmacol. 42: 488-578.

Meier, M. H, Caspi, A., Ambler, A., Harringfon, H. and others. (2012). Persistent cannabis users show
neuropsychological decline from childhood fo midlife. Proc. Natl.Acad.Sci.U.S.A. 109: E2657-E2664,

Menetrey, A., Augsburger, M., Favrat, B., Pin, M. A. and others. {2005). Assessment of driving capability through
the use of clinical and psychomotor fests in relation to biood cannabinoids levels following oral
administration of 20 mg dronabinol er of a cannabis decoction made with 20 or 60 mg Delta9-THC.
FAnal. Toxicol. 29: 327-338.

Asbridge, M., Pouliny, C., and Donato, A. (2005). Motor vehicle collision risk and driving under the influence of
cannabis: evidence from adolescents in Atlantic Canada. Accid. Anal Prev. 37: 1025-1034.

Gieringer, D. H. (1988). Marijuana, driving, and accident safety. J.Psychoactive Drugs. 20: 93-101.

Sexton, B. F., Tunbridge, R. 1., Brook-Carter, N., Jackson, P. G. and others. The influence of cannabis on driving.
(2007). 477. Berkshire, UK: TRL Limited.

Moskowitz, H. (1983), Marihuana and driving, Accid. Anal.Prev. 17: 323-345,
Bosker, W. M., Kuypers, K. P., Theunissen, £. L., Surinx, A. and others. (2012). Medicinal Delta(9) -
tetrahydrocannabinol {dronabinol) impairs on-the-road driving performance of occasional and heavy

cannabis users but is not detected in Standard Field Sobriety Tests, Addiction. 107: 1837-1844,

Kuypers, K. P., Legrand, 5. A., Ramaekers, J. G., and Verstraete, A. G. (2012). A case-control study estimating
accident risk for slcohol, medicines and illegal drugs. PLoS.One. 7: e43496-

Laumon, B., Gadegbeku, B., Martin, I. L., and Biecheler, M. B. (2005), Cannabis intoxication and fatal road crashes
in France: population based case-control study. BMJ. 331: 1371-

Khiabani, H. Z., Bramness, J. G, Bjorneboe, A., and Morland, J. (2006). Relationship between THC concentration in
blood and impairment in apprehended drivers. Traffic.Xnj Prev. 7: 111-116.

Thoraicroft, G. (1990). Cannpabis and psychosis. Is there epidemiological evidence for an association?
Br.J Psychiatry, 157; 25-33,

149



963.

964,

965.

966.

967,

968,

969,

970.

971

972.

973.

974.

975.

976.

977.

978.

979.

980.

Morrison, P. D, Zois, V., McKeown, D. A, Lee, T. D, and others. (2069). The acute effects of synthetic infravenous
Delta9-tetrahydrocannabinol on psychosis, mood and cognitive functioning, Psychol.Med. 39: 1607-1616.

Kotin, J., Post, R. M., and Goodwin, F. K. (1973)}. 9 -Tetrahydrocannabinol in depressed patients.
Arch.Gen. Psychiatry. 28; 345-348,

Ablon, S, L. and Goodwin, F. K. (1974). High frequency of dysphoric reactions to tetrahydrocannabinol among
depressed patients. Am.J Paychiatry. 131: 448-453, .

Glass, R. M., Uhlenhuth, E. H., Hartel, F. W., Schusier, C. R. and others. (1980). A single dose study of nabilone, a
synthetic cannabinoid. Psychopharmacology (Berl). 71: 137-142,

Glass, R. M., Uhlenhuth, E. EL, Hartel, . W, Schuster, C. R. and others. (1981). Single-dose study of nabilone in
anxious volunieers. J.Clin Pharmacol. 21: 3835-396S.

Degenhardt, L., Hail, W, and Lynskey, M. (2003). Exploring the association between cannabis use and depression,
Addiction. 98: 1493-1504.

Harder, V. 5., Mowal, A. R., and Arkes, J. (2006). Marijuana use and depression among adults: Testing for causal
associations. Addiction. 101; 1463-1472, '

Harder, V. 5., Staart, E. A., and Anthony, J. C. (2008). Adolescent cannabis problems and young adult depression:
male-female stratified propensity score analyses. Am.J Epidemiol. 168: 592-601.

Stinson, F. S., Ruan, W. ], Pickering, R., and Grant, B. F. (2006). Cannabis use disorders in the USA: prevalence,
correlates and co-morbidity. Psychol Med. 36: 1447-1460,

van Laar, M., van Dorsselaer, S., Monshouwer, K., and de Graaf, R. (2007). Does cannabis use predict the first
invidence of mood and anxiety disorders in the adult population? Addiction. 102: 1251-1260.

Chabrof, H., Chauchard, E., and Girabet, J. (2008). Cannabis use and suicidal behaviours in high-school students.
Addict.Behav. 33: 152-155.

Pedersen, W. (2008). Does cannabis use Jead to depression and suicidal behaviours? A population-based longitudinal
study. Acta Psychiatr.Scand. 118: 395-403.

Henquet, C., Krabbendam, L., de, Graaf R., ten, Have M. and others. (2006}. Cannabis use and expression of mania
in the general population. . Affect.Disord. 95: 103-110.

Strakowski, S. M., DelBello, M. P, Fleck, D. E., Adter, C. M. and others. (2007). Effects of co-occurring cannabis
use disorders on the course of bipolar disorder after a first hospitalization for mania. Arch.Gen.Psychiatry.
64: 57-64.

Agrawal, A, Nurnberger, 1. L, Jr., and Lynskey, M. T. {2011). Cannabis involvement in individuals with bipolar
disorder. Psychiatry Res. 185: 459-461.

D¢ Pradier, M., Gorwood, P., Beaufils, B., Ades, §. and others. (2010). Influence of the serotonin transporter gene
polymorphism, cannabis and childhood sexual abuse on phenotype of bipolar disorder: a preliminary
study. Bur.Psychiatry. 25; 323-327.

Baethge, C., Hennen, J., Khalsa, H. M, Safvatore, P. and others. (2008). Sequencing of substance use and affective
morbidity in 166 first-episede bipolar I disorder patients. Bipolar.Disord. 10: 738-741.

Martinez-Gras, 1., Hoenicks, J., Ponce, G., Rodriguez-Timenez, R. and others. (2006). (AAT)n repeat in the
cannabinoid receptor gene, CNR1: association with schizophrenia in a Spanish population.
Eur.Arch.Psychiatry Clin.Neurosci. 256: 437-441.

150

1199



981.

982.

983.

984.

98s.

986.

987.

988,

289.

990.

991.

992,

| 993,

994,

995.

994.

997.

Monteleone, P., Bifulco, M., Maina, G., Tortorella, A. and othess. (2010). Investigation of CNR1 and FAAH
endocannabinoid gene polymorphisms in bipolar disorder and major depression. Pharmacol Res. 61: 400-
404,

Lagerberg, T. V., Sundet, K., Aminoff, S. R, Berg, A. O. and others. (2011). Excessive cannabis use is associated
with earlier age at onset in bipofar disorder. Eur.Arch.Psychiatry Clin Neuroscl, 261: 397-405.

Braga, R, J., Burdick, K. E., Perogse, P, and Malhotra, A, K. (2012). Cognitive and clinical outcornes associated
with cannabis use in patients with bipolar I disorder. Psychiatry Res. 200: 242-245.

Allebeck, P. Catnabis and psychiatric syndrome. Marihuana and medicine. Nahas, C. G., Sutin, K. M., Harvey, D.
1., and Agurell, S. Totowa, New Jersey: Humana Press, 1999,

Caspari, D. (1999). Cannabis and schizophrenia: results of a follow-up study. Eur. Arch.Psychiatry Clin.Neurosci.
249: 45-49,

Zammit, 5., Aflebeck, P., Andreasson, S., Lundberg, 1. and others. (2002). Self reported cannabis use as a risk factor
for schizophrenia in Swedish conscripts of 1969: historical cohort study. BMJ. 325: 1199-1203.

Arseneault, L., Cannon, M., Poulion, R., Murray, R. and others, (2002). Caanabis use in adolescence and risk for
adult psychosis: longitudinal prospective study. BMI. 325: 1212-1213.

Arseneault, L., Cannon, M., Witton, J., and Murray, R. M. {2004}, Causal association between cannabis and
psychosis: examination of the evidence. Br.J. Psychiatry, 184: 110-117,

Decoster, 1., van, Os I, Kenis, G., Henquet, C. and others. {2011}, Age at onset of psychotic disorder: cannabis,
.BDNF Val66Met, and sex-specific models of gene-environment interaction. Am.J. Med.Genet.B
Neuropsychiatr.Genet. 156B: 363-369.

Tunbridge, B. M., Harrison, P. I, and Weinberger, D. R. (2006). Catechol-o-methylransferase, cognition, and
psychosis: Vall358Meat and beyond. Biol Psychiairy. 6(: 141-151.

Melntosh, A. M., Baig, B. J,, Hafl, I, Job, 1. and others. (2007). Relationship of catechol -O-methyltransferase
varianis fo brain structure and function in a popuiation at high risk of psychosis. Biol.Psychiatry. 61: 1127-
1134,

Miyzake, N., Thompson, J., Skinbjerg, M., and Abi-Dargham, A. (2011). Presynaptic dopamine in schizophrenia.
CNS . Neurosci. Ther. 17: 104-109.

¥an, J. B., Zhang, C. 8, Gu, N. T, Li, X, W, and others. (2005), Catechol-O-methyliransferase gene Val/Met
funetional polymorphism and risk of schizophrenia: a large-scale association study plus meta-analysis.
Biol.Psychiatry. 57: 139-144.

Avalew, M., Le-Niculeseu, H., Levey, D. F., Tain, N. and others. {2012). Convergent functional genomics of
schizophrenia: from comprehbensive understanding to genetic risk prediction. Mol Psychiatry. 17: 8§7-905.

D'Souza, D. C., Sewell, R. A,, and Ranganathan, M. (2009). Cannabis and psychosis/schizophrenia: human studies.
Eur.Arch.Psychiatry Clin.Neurosci. 259: 413-431.

Castle, D. J. and Solowii, N. Acute and subacute psychomimetic effects of cannabis in humans, Marijuana and
madness. Castle, D. and Murray, R. Cambridge: Cambridge University Press, 2004.

Fridberg, D. J., Volimer, J. M., O'Donneli, B. ¥., and Skosnik, P. D. (2011). Cannabis users differ from non-users on
measures of personality and schizotypy. Psychiatry Res. 186: 46-52.

151

1200



121

998. Thompson, G. R., Rosenkrantz, H., Schaeppi, U. ¥, and Braude, M. C. (1973). Comparison of acute ora toxicity of
cannabinoids in rats, dogs and monkeys. Toxicol. Appl.Pharmacol. 25: 363-372.

999. Robson, P. (2001). Therapeutic aspects of cannabis and cannabinoids, Br.J.Psychiatry, 178: 107-115.

1000. Weinstein, A. M. and Gorelick, D. A. {2011). Pharmacological treatment of cannabis dependence. Curr.Pharm.Des.
17: 13531358,

152

1



1

nND
=
D

This is Exhibit “H” referred to in the
Affidavit of JEANNINE RITCHOT
Affirmed before me at the City of Ottawa,
in the Province of Ontario,

this 15" day of January 2015.

7 A~

A\Cémmissioner fo}’Taklng Affidavits



Terms of Reference - Expert Advisory Committee on Information for Physicians on Mari... Page 1 of 8

Health  Samé . 495§
Canada Canada ; ; Cdnad
Heme > Drugs & Health Products > Medical Use og‘ Marihuana

Drugs and Health Products

Terms of Reference of the Expert Advisory Committee on Information for
Physicians on Marihuana for Medical Purposes (EAC-IPMM)

The Fxpert Advisory Committee on Information for Physicians on Matrihuana for Medical Purposes
(EAC-IPMM) provides Health Canada (MC) jwith scientific/medical advice related to the 2010 ‘
version of the document published by Health Canada entitled "Information for Health Care
Professionals- Marihuana" and its amended versions. Involvement of the scientific and medical
communities in specific gquestions and issuies related to this document is expected to enhance
transparency and provide an opportunity for external input, thus improving the quality of the
information that is provided to physicians by Health Canada regarding marihuana for medical
purposes,

Date Terms of Reference endosrsed: January 26, 2012

1.0 Mandate .

The Controlied Substances and Tobacco Directorate (CSTD) has identified the need for an Expert
Advisory Committee (EAC-IPMM) to provide advice and recommendations to Health Canada on the
current Information on marihiuana for medical purposes and any additional information/ education
materials that might be of help so that physicians can be better informed of the current science on
marihuana for medical purposes and thus better support thelr discussions with patients.

Health Cahadé has the responsibility and sole authority to make decisions with respect to the
mandate of this advisory body.

2.0 Reporting Structure / Governance

Health Canada advisory bodies operate under the Health Canada Policy on External Advisory
Bodies. All elements of the policy apply to the EAC-IPMM unless these Terms of Reference
specifically state otherwise. Section references in this template are to the policy.

Health Canada is representad by the Director General (DG) of the Controlled Substances and
Tobacco Directorate (CSTD), who is the Executtve Secretary to the EAC-IPMM.

The EAC~IPMM reports to the Executive ch_retar_v and the Office of Research and Surveillance in
the CSTD (ORS) will provide Secretariat siypport as required.

3.0 Membership _i\fomination Prcéess

Members of the EAC-IPMM are recrulted through a targeted nomination process. The goal of the
nomination process, as detalled below, is to ‘ensure that, together, advisory body members have a
range of knowledge, ‘expertise, and exper:{ence and reflect a variety of perspectives. Health Canada
promotes diversity and inclusiveness in advisory body membership.

The Chair and advisory body members aré%iaijpointed by the Executive Secretaty. They are
appointed at pleasure, and appointments i ay be ended without cause or consultation.

i

http://www.hc-sc.ge.ca/dhp-mps/marihuana/eacipmm-ceimmm/tor-mandat-eng.php 2014-06-11
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3.1 Membership Considerations =

3.1.1 Size of the Committee A

3
The Committea will consist of 9 core members and one (1) Chair (permanent for the duration of
their term).

31,2 Types of Members

The Committee is composed of core members selected for their medical/sdentific expertise or
knowledge pertinent to issues pesed to the Committee but may also incude ad Aoc members, if
required. Core members are permanent members for the duration of their terms. Ad hoc members
may be invited on an "as-needed” basis to provide input on a specific topic.

3.1.3 Selection of Members

The Executive Secretary, based on input provided by the Secretariat, selects and appoints a Chair
from among the nominees, The Secretariat will recommend potential core members for
confirmation by the Executive Secretary. In order to preserve the independence of both the
advisory body and the federatl government as decision-maker, Federal government empioyees will
not serve as members of the EAC-IPMM.

The mandate of the EAC-IPMM defines its membership. The membership of the Committee as a
whele should cover various areas of medical and scientific expertise related to cannabis and
cannabinoids including but not fimited to areas such as: pain, oncology, neuromuscuiar diseases,
psychopathoiogy {mood disorders, anxiety disorders), cannabinoid pharmacology, and dlinical or
pharmacy practice,

At the discretion of the Executive Secretary and with the approval of the Chair, ad hoc members
may be invited to attend meetings or to join the advisory body for a defined period to provide
input on a topic or agenda item. An ad Aoc member must follow the same rules and procadures as
a core member,

The Chair and the Executive Secretary may grant observer status, for all or part of the
Committee's deliberations to selected individuals, including Health Canada emplovees that would
benefit from the deliberations of the Committes.

3.2 Affiliations and Inferests

As a condition of appointment, potential members of the EAC-IPMM are required to complete and
return the "Affillations and Interests Declaration Form. " This form is used to disclose to the
Secretariat any circumstances that may piace, or be seen to p]ace the member in a real, apparent,
or potential conflict of interest.

In keeping with the @ Privacy Act, this completed Affiliations and. Interests Declaration Form is
considered confidential, Health Canada will not make public any information in the form without
the member's permission. However, as a condition of membership, members will allow the CSTD
to publish on Health Canada's website and in print a "Summary of. :Expertise, Expetience, and
Affilfations and Interests" which will be based on the completed ngaratlon Form. Members will be
asked to review the content of the Summary for accuracy before ils release.

|
It is incumbent upon the member to update his/her declaration in ert ing shouid hisfher personat
situation change, or where the matters before the Committee may affect the conflict of interest
situation of 3 member. Declarations will be assessed by the Secreﬁ:arrat prior to appointment and
ot an ongolng basis as updates occur, %

http://www he-se.ge.ca/dhp-mps/marihuana/eacipmm-ceimmm/tor-mandat-eng. php 2014-06-11
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Al the beginning of the meeting, the Executive Secretary or the Chair will ask members to make a
verbal statement of their affiliations and interests. The leve! of participation of a member with
potential.or actual conflict is detarmined by the Chair In consultation with the Secretafiat,

Members are expected to conduct themselves in an appropriate manner. They may not use their
position on an advisory body for their private gatn or for the gain of any other person, company, ot
organization. :

. - Top of Page
3.3 Confidentiality

To support their abliity to provide weli-informed advice, EAC-IPMM membars may receive
confidential information. Everyone must sign a Confidentiality Agreement before participating in
the EAC-IPMM as a member, ad Aoc member, presenter, or obsarver,

The Confidentiality Agreement prohibits the disciosure of any confidential information received
through participation in the advisory body, including information recelved orally or in writing,
through email correspondence, tefephone calls, print materials, meeting discussions, etc.

The Secretariat wilt mark information according o the level to which it is protected under the %
Policy on Government Securify.

The Chair will ensure that everyone participating In the meeting, teiephone discussion, email
exchange, or in ancther form of communication has received dear instructions on the
confidentiality of the proceedings.

3.4 Security Clearance

All members are required to attain an enhanced security clearance, The Secretariat provides the
required forms to candidates for appointment.

3.5 Legal Assistance and Indemnification
All members serve on the FAC-IPMM on a volunteer basis.

Health Canada undertakes to provide its volunteer advisory body members with protection against
civil Habiity provided the volunteer member acts in good faith, within the scope of their volunteer
duties; and does not act against the interests of the Crown,

Members act collectively as an advisor to Health Canada with respect {o the mandate of thair
advisory body but they are not final decision-makers. The Department has the ultimate
responsibility and accountabitity for any declsion resulting from the advice received from an
external advisory body.

3.6 Travel and Expenses
Members are reimbursed for travel and accommodation expenses incurred during their work on

the EAC-TPMM, according to the Treasury Board's & "Directive on the Management of
Expenditures on Travel, Hospitality and Conferences”. ;

3.7 Tenure

Members are appointed by the Executive Secretary for & one year term. The appointment will be
from December 19, 2011 to December 18, 2012,

hitp://www.he-se. ge.ca/dhp-mps/marihuana/eacipmm-ccimmm/tor-mandat-eng, phyp 2014-06-11
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3.8 Resignation Process

1t Is preferable for a member to provide 14 days' notice of the intent to resign. The resignation
letter must be in writing and be addressed to the Executive Secretary and to the Chair. The (etter
should state the effective date.of the resignation,

3.9 Reasons for Termination

Health Canada may end a member's appointment by writing to the member stating the reasons
the appointment is being concluded and the effective date. Appointments may end for a variety of
reasons: the member's term is complete; the mandate of the advisory body has been completed;
the advisory body's mandate has changed, thus raquiring a different membership, etc. An
appointment may alse be ended for cause when, for example, a member fails ko act according to
the Terms of Referance, breaks the Confidentiality Agreement, or misses a meeting without
satisfactory reason.

4.0 Roles and Responsibilities

4.1 Members
Members of the EAC-IPMM have a responsibility to Health Canada, and by extension to Canadians,
to offer their independent and cobjective advice in reference to the rmandate of the EAC-IPMM, To
do so, they must consider afi input received that is related to the mandate of the advisory body.

The members of the EAC-IPMM will have a number of expecied deliverables which can be broken
down into those te be performed prior, during and after the mesting of the EAC.

Prior to the face-to-face meeting of the EAC:

+ Review and provide comments on the meeting agenda and the EAC's Terms of Reference
(attached} or any documents sent prior to the meeting.

¢ Review and provide comments on the peer-reviewed version of the document published in
2010 by Health Canada (HC) entitled "Information for Health Care Profassicnails-

Marihuana” {attached);
o Bring up any other issues in this document that may be conflicting, unclear or require

discussion and/for clarification;
During the meeting:

e Discuss and reach a consensus on the specific issues that have been highlighted by HC as
being undlear and requiring debate or darification;

s Provide recommendations to MC on the final content of the "Information for Health Care
Professionals-Marihuana™ document;

¢ Provide recommeandations on any possible additional information/ education materials
needed by physicians (besides the revised "Information for Health Care Professionals-
Marihuana" document to be produced by HC). This item may be addressed at a second,
subsequent meeting (TBD).

After the meeting:

» Provide comments and approve the draft report prepared by the Health Canada Secretariat
as well as the final content of the "Information for Health Care Prafessionals-Marinuang”

document; 5
» Follow up on any action items requested during the meeting and attend teleconferences, if

necassary.

The members provide advice and make recommendations to Health Canada on the information and
questions as submitted.

http:/fwww he-se.ge.caldbp-mps/marihuana/eacipmm-ceimmm/tor-mandat-eng. php 2014-06-11
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Other responsibilities include:

+ being available and prepared to participate in advisory bady meeting(s), including email
exchanges and conference calls, if requested;

¢ participating in any discussions surrounding the advisory body's recommendations, advice or
the preparation of meeting reports, if necessary;

» notifying the Secretariat and the Chair of any changes in the status of thelr affiliations and
interests in relevance to the mandate during the tirme they are members of the advisory
body;

+ making a verbal statement of affiliations and interests at the beginning of the meaeting when
asked by the Chair; and

» directing any media inguiries to the Secretarlat and notifying the Secretariat about the
fnquiry.

2
Top of Page
4.2 Chair
In addition to ail the responsibilities of a membaer, the Chair Is responsible for the following:

» providing input to and consulting with the Secretariat on the selection of members;

e consulting with the Secretariat to determine whether to limit the participation of a member
in a meeting, depending on the nature of the person’s affiliations or interests;

o consulting with the Executive Secretary to end the appointment of a Committee member;

= oversaeing and chairing the Committee meeting;

o facilitating full and frank discussion among Committee members In relation to Health
Canada’s questions and agenda in fuifillment of the advisory hody's mandate, including in
formulating its recommendations, advice, or report to Health Canada;

« inviting members to make a presentation at a meeting when relevant and appropriate;

« cooirdinating the work of the Committee;

» seeking consensus on the advisory body's advice from all advisory body members, and if
there is not agreement, ensuring that this diversity of opinion is noted in the final report;

s identifying when information and discussions are considered confidential and clarifying
axpectations regarding this protected information;

« reviewing and tabling the Committee's report to the Executive Secretary; and

« supporting, in any other way, the fulfillment of the Committee’s mandate.,

4.3 Secretariat

The Office of Research and Surveillance (ORS) of the CSTD acts as the Secretariat of the EAC-
IPMM. The Secretariat is the administrative Haison between advisory body members and Health
Canada, is a resource for members, and works closely with the Chair and Executive Secretary, The
Secretariat identifies and prioritizes the specific questions and issues for Committee discussion. In
addition, the Secretariat:

s coordinates the membership appointment process as well as processes such as the
affiliations and interests declarations and security clearances, and maintains an up-to- date
membership list;

s coordinates the preparation of the meeting agenda, sends out invitations to Committee
members, prepares background information packageas for the EAC-IPMM, and drafis the
report. The final report summarizing the recommendations of the Commsttee will he drafted
for the review and approval by the membership: and the Chair;

« rnaintains any information about the EAC-IPMM, its mandate, or work that may be posted on

Health Canada's web site;

coordinates requests for travel relmbursement;’

assists the Chair in carrying out the Chair's responsibilities;

undertakes any tasks delegated to it by the Executive Secretary;

reports to the Executive Secretary on the activities of the advisory body;

. & O &
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¢ carries out additional duties as appropriate in support of the EAC-IPMM.

The Secretariat receives guidance and support from a "Working Group” with representation from
" within the Department (i.e, the Office of Research and Surveiliance, the Office of Controiled
Substances and the Office of Policy and Strategic Planning of the Controlled Substances and
* Tobacco Directorate of the Healthy Environments and Consumer Safety Branch as well as the
Strategic Communication Directorate of the Public Affairs, Consultation and Communfcatlons
- Branch).

4.4 Executive Secretary

 The Executive Secretary is the Director General {CSTD) who represents Health Canada and makes
decisions about the EAC-IPMM and its advice, The Executive Sacretary provides leadership and
stratagic advice in the management of the EAC-IPMM and works closely with the Chair and
Secretariat,

If appiicable, the Executive Secretary, or a delegate, reports back to the advisory body at the
beginning of each meeting on next steps and the impact of the advice received,

4.5 Media and Communications

Al members are expected to protect and maintain as confidential any trade secret or privileged

information divulged during the work of the Committee, Discussion of the EAC-IPMM's work with

the media or at conferences or other external events should only be done when authorization is
. given by the Executive Secretary.

in the case of media requests, the Executive Secretary wilt coordinate a response in consultation
with the Chair and the Health Canada Media Relations and will appoint a member to be the media
spokesperson when crocumstances warrant this,

5.0 Management and Administration

5.1 Transparency
Health Canada is committed to ensuring transparency as an operating principle by:

» ensuring that meeting schedules are predictable, where possible;

» ensuring an accurate and up-to-date report;

+ publishing/posting to the Heaith Canada website the ToR, membership, member
biographies, Sumrmary of Expertise, Experience, and Affiliations and Interasts, and the final
report (containing the recommendations).

5.2 Meeting Agendas

=

The agenda and specific questions and issues for EAC-IPMM discussions will be approved by the
Executive Secretariat in consuitation with the Secretariat and the Chair.

5.3 Meeting Notices and Invitations =
The meeting is held at the cail of the Executive Secretary or the Secretariat, in consultation with
the Chair. Meeting sttendance is by invitation only. The notice is sent by the Secretariat. Members

‘will receive an agenda, briefing materials and other documentation as far in advance as possible
but at least ten working days prior to the meeting. ;

http://www he-sc.ge.ca/dhp-mps/marihuana/eacipmm-ccimmim/or-mandat-eng. php 2014-06-11
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5.4 Frequency, Type, and Location of Meetings

The initial meeting will be held in the National Capital Ragion. An additional meeting and/or
teleconference may be held as required at the discretion of the Executive Secretary in consuitatlon
with the Secretariat (Secretariat In consuitation with the Chair).

For all teleconferences, members shouid make every effort to ensure that the conversation is
private and that a secure telephone fine is used for the cail. Only members of the Committee or
others approved by the Chair and the Secretariat can listen to the deliberations.

55Observers

The Secretariat or the Chair, in consultation with the Executive Secretary, may allow individuals or
organizations to observe a meeting or part of a meeting, QObservers may not provide input on
agenda items or patticipate in the discussions, uniess specifically invited to do so by the Chair (in
consultation with the Secretariat).

5.6 Invited Presenters
The Secretariat, or the Chair in consultation with the Executive Secretary, may Invite individuals or
associations with particular expertise or experience to provide input on a specific topic or agenda
item. Invited guests may participate in the discussions if the Chair (In consultation with the
Secretariat) specifically invites them to do so, but they do not participate in the formuiation of
advice,

Top of Pa
5.7 Requirements of Presenters and Observers

Heaith Canada may require an invited presenter or observer to complete the:

» Affifiations and Interests Declaration Form;
s Confidentiality Agreament;
s Personnel Screening, Consent and Autherization Form,

5.8 Deliberations

Detiberations during the meeting are held in camera {i.e. private) In order to foster open, frank
and free-flowing discussion. All members of the Commities will have equal status during
discussion. Committee members are expected to demonstrate faimass and a commitment to in-
depth examination of matters under review.

Topics that do not fit within the mandate of the Committee are not to be discussed.

Committee members are expected to conduct themselves in an appropriate manner, Le. the use of
their position cannot be reasonably construed to be for their private gain or that of any other
persons or organization. ,

Ali members are expected to protect and maintain as confidential any trade secret or privileged
information divulged during the work of the Comimittee. Members must not discuss this
information with persons not on the Committee, or divuige information obtained from the work of
the Committes, including presentations made to it, until such time as this information has besn -
officially released for public distribution, Documents leaving HC must be securely stored at all
times and any confidential information provided must be returned or securely destroyed.

The Committee must have quorum when making recommendations or providing advice to Health
Canada. The quorum is defined as half the number of core members plus ong (the Chair),

http://www he-sc.ge.ca/dhp-mps/marihuana/eacipmm-ccimmm/tor-mandat-eng.php 2014-06-11
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5.9 Recommendations and Final Repost

Advice from the Committee is in the form of recommendations £o the Executive Secretary. These
recommendations are captured in a draft report. The EAC-IPMM is encouraged to reach a
consensus in providing advice whenever possible. When a consensus is not possible, the report will
reflect the diversity of opinions. The reasons for a lack of consensus, if any, must be clearly
identified and substantiated. In cases where there is a real divergence of apinion, the Chair will
ensure that the different opinlons and the number of members stpporting each opinion are
recorded and will make a recommendatioh with respect to further study of the Issue and a
proposal for resolution. The recommendations will have to be evidence-based.

A draft report is prepared and circulated by the Secretariat to members and the Chair for review
within 1 month of the conclusion of the meeting, and a final report wilf be submitted by the Chair
to the Executive Secretary. The final report wili be posted to the Health Canada website and
sumimarize the EAC-IPMM's recommendations to reflect the advice offered. The repeort will not
contain any attributions, i.e. there wili be no references to comments made by individual
members. ' :

Date Modified: 2012-05-15

httpi/fwww he-se.ge.ca/dhp-mps/marihuana/eacipmm-ceimmm/tor-mandat-eng. php 2014-06-11
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Executive Summary

‘the Canadian Association of Chiefs of Police (CACP) Drug Abuse Committee
requésted a formal report on any misuse and non-compliance issues of the
Marihuana Medical Access Regulations (MMAR]) encountered by law
enforcement agencies throughout Canada. (L)

This report analyzes national cases of abuse related to the MMAR administered
by Health Canada (HC). It examines criminal activity associated with MMAR
licences, challenges with the MMAR from a public safety perspective, and
provides strategic recommendations on the application of the MMAR. A total
of 190 MMAR:-related cases submitted by various law enforcement agencies,
covering the time frame becween August 2003 and April 2010, were examined
for this assessment. {A)

This report does not claim to provide a comprehensive review of the MMAR
and the Marihuana Medical Access Program, rather it is intended to provide
examples of abuses that have come to the attention of the police and which have
resulted in enforcement action. In order to produce an accurate scale of abuses,
each and every MMAR grow operation would have to be inspected by HC.
HC has limited capacity to conduct inspections and during the time period
covered by this report had not conducted any inspections, to the knowledge of
the authors of this report. (A)

Cases outlined in this report have been investigated by the police across Canada.
It is important to note that, in the majority of instances, when police start an
investigation inte a marihuana grow, they contact HC to confirm if there is
a holder of a production licence at that address. 1f the response from HC is
positive, and no further extenuating circumstances exist, the investigatdon is
often concluded and ne further action is taken. If informarion exists about
traflicking, overproducdon or other issies, then the investigation is continued.
Some of those cases are included in this report. (A)

It is important to add that HC licences individuals only, and that it does not
licence organizations such as “compassion clubs” to possess, produce, or distribute
marihuana for medical purposes. The Department restricts the number of people
growing in common through two provisions of the Regulations: by limiting
the number of production licences in one location to four, and by limiting the
number of people a person can produce for to two. A licensed production holder
whose site exceeds these limits would be subject to law enforcement measures. (A)

Key Findings

+ Sixty-seven of the 190 cases involved trafficking and/or production of
marthuana exceeding the terms of the MMAR authorization or licence.
The remaining 123 files involved licence violations, viclence against
licence holders, and health and safety hazards, (A)

* Thirty-seven of 134 licensees' had a minimum of one trafficking and/or
production conviction —- 67 had a criminal record. (A)

1 There were 134 licensees identified in this review, however, a number of licensees appeared in
several of the 190 files,

Ak
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* The number of Designated Person Production Licences {DPPL) being
granted is increasing, and licensees are now permitted to grow more
matihuana plants for an increasing number of individuals. (A)

* A single marihuana plant can yield approximately five to six times more

drieid marihuana than what is estimated by HC in the MMAR. (4)

+ The current ratio of HC MMAR inspectors to licensees in Canada is one
tw 338. (A)

* Marihuana grow operations, legal or otherwise, continue o be a concern
for health and safety reasons, There is an increased risk of home invasion,
violence, fire, and health refated issues. {A)

tih shRgh el iian
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Introduction

The iHicit production of marihuana in Canada has increased steadily in the last
20 years. In 2008, HC reported that marihuana seizuges represented nearly
75 percent of all illicit drugs seized by law enforcement agencies in Canada
According to the U.S. National Drug Intelligence Center, while seizures of -
Canadian marihuana have declined® at the U.S.-Canada border, Canada
continues to be one of the source countries for high-grade marihuana destined to
U.S. illicit drug markets." Cannabis products have the largest consumer market
ia the world.® 'The drugs’ popularity with the general public and its potential |
for profit malces it an attractive market for organized crime (OC) involvement.
In 2009, there were 343 Canadian OC groups known to be involved in the
marihuana marker, 102 of these groups are specificaily involved in marihuana
grow operations.” (A)

A 2007 study in the Journa! of Quantitative Criminology stated that the risk of
detection in one year for indoor marihuana grow operations in the province of
Quebec® was less than 10 percent, even for the largest grow operations” Across
Canada the risk of detection of MMAR grow operations that are cornmitting
criminal abuses is assumed to be significandy lower than the smdy found.
Unlike illegitimate marihuana grow operations, police do not normally search
for and pursue suspecied MMAR violators due to the presence of a licence to
produce and other law enforcement issues highlighted in this report, (A)

Many law enforcement agencies across the country have voiced similar concerns
as those expressed by Cpl. Chris NEWEL of Clearwater RCMP Detachment
“B” Division:

“The problem is we start an investigation onby to find out somewhere along the
line that there is a MMAR licence, at that point we basically stop the investigation.
Although we “belicve” the person is not abiding by the regulations (i.e. too many
plants, trafficking, etc), because we don’t execute a warrant we never know
Jor sure. The Crown (prosecutor) bas basically told us not to go near a licensed

grow.” (4)

The current MMAR and its application have exposed a new avenue for Canadian
drug traffickers to produce and sell illicit marihuana with minimal interference
from law enforcement agencies. Some police agencies and crown atworneys have
shown a lack of appetite to pursue MMAR viclators, as an individual’s access to
medical marihuana can be a sensitive issue. (A)

This assessment of 190 law enforcement cases involving the MMAR across
Canada highlights the limitations- of the current regulations and provides
tecommendations for improvements and enhanced controls. (A)

2 The 2010 NDIC National Drug Threat Assessment reported a decrease in the amount of
marihuana seizad along the U.S-Canada border from 10,447 kilograms in 2005 to 3423 kilograms
in 2009.

3 Thestudy examined the province of Quebec only, detection rates in other provinces were not
provided.
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Methodology

In order to obtain a national perspective of MMAR licence misuse in Canada,
the CACP requested Canadian law enforcement agencies to participate in an
examination of investigational andfor intelligence files held by their agency

regarding MMAR infractions. (U)

This report is the resule of an analysis of information contained in files, from
intelligence reports and other information sources from various law enforcement
agencies including: RCMP; Abbotsford Police Deparement;  Calgary Police
: Service; Edmonton Police Service; Guelph Police Service; Halifax Regional
Police; Hamilton Police; Ontario Provincial Police; Otrawa Police Service; Peel
Regional Police; Roval Newfoundland Constabulary; Service de police de la Ville
de Montréal; Service de police de la Ville de Québec; Streté du Québec; Strathroy
Caradoc Police Services; Taber Police Service; Toronto Police Service; Vancouver
Police Department; Winnipeg Police Service; and, Windsor Police. (L)

A total of 190* files dated between August 2003 and April 2010 were reviewed;
this included the 70 files previously collected for a RCMP Criminal Intelligence
Brief produced in April 2009 on this subject™ (A)

| MARWisuso Coses by Yeart

- Nuimber of Cases -

4 OnMay 27, 2010 a sefzure occurred at 3 MMAR grow gperation, The ticensee had a licence to
produce 75 plants and was found with 1,744 plants growing in the residence, This is the largest
known plant seizure at a MMAR ficensed grow operation. While this case fell outside the date
parameters of data collection for this report, the authors chose to include this exarmple due 1 the
significance of the seizure, for the benefit of the readers,

5 This chart shows the breakdown of the 190 cases in this assessment by year of occurrence,
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Background

On July 30, 2001 Health Canada (HC) implemented the MMAR. The
objective was to provide Canadians suffering from critical and chronic illnesses
(terminal illnesses or severe conditions) a means with which to access a lawful
source of marihuana for medicinal purposes. It was created in response to a
court decision that identified a need to offer access and 4 supply of marihuana
to those suffering from these illnesses where conventional treatments were not
appropriate or providing the necessary relief. (U)

Currently there are three types of authorizations under the MMAR:

» Aurhorization to Possess (ATF) — licence holder can possess dried
marihuana for medical purposes;

* Personal-use Production Licence {PPL) — licence holder can
produce marthuana plants for their own personal consumption for
medical purpeses;

» Designated Person Production Licence (DPPL) — licence holder can
produce marihuana for medical purposes on behalf of a person with

an ATP. (U}

Holders of an ATP can currendy purchase dried marihuana from the
Government of Canada supply. Holders of a production licence can purchase
maribuana seeds from the Government as well. (U)

Obtaining a Licence

In order to obrain a licence to possess or produce marihuana for medical
purposes applicants must be a resident of Canada, complete a detailed written
application, include two photos, fall into one of the two eligibility categories,”
and have the support of a medical practitioner.® Licence holders are required to
rettew their authorization every year, and must inchide the signed declaration
of their medical practitioner with each renewal. A criminal record check is
completed on those applicants applying for DPPL and is redone every year upon
renewal of the licence. At this time a criminal record check is not completed for
those applying to produce or possess for personal use. Once approved, licence
holders are issued an identification card that can be shown to law enforcement
officials as evidence that they are authorized to possess or produce marihuana

for medical purposes. (U)

Based on the type of licence obtained and an applicant’s medical needs, there are
specific terms and conditions assigned with regards to the amount of marihuana
the licence kolder can possess for a 30-day treatment supply, or the amount of
marihuana plants that can be grown. Growers are told that they need to take
the necessary measures in order to protect plants as well as dried marihuana
from any potential loss or theft. (U)

6 Health Canada has a contract with Prairie Plant Systems Incorporated which extends through Fail
2017,

7 Category 1is compassionate end-of-life care, and Category 2 Is symptoms of a serlous condition
not listed in Category 1. Inthe case of Category 2, the applicant needs to demanstrate that they
have consulted with a Specialist.

8  Asof June 2009, 1,977 physicians had referred two gatients or more under the MMAR.
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Current Status

As of November, 2009 4,728 Canadians were issued authorizations to possess
{(AT?) dried marihtana. . There have been 3,430 production licenses granted,
this includes both PPL and DPPL, The program has grown in size since it
inception and it is believed that it will continue ro increase in number. (U)

L B Authorization fo Possess (ATF) _
- B Parsonal-use Production Licence (PEL) Y - ©
. B Designated Person Production Licence (DPPL)

- Number of Licences.

G These are Health Canacla statistics for total ATP as of Novernber, 2009, and for PPL, and DPPL as of
lune 2009, -
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Criminal Abuses of MMAR Licences

' H

Production and Trafficking of Marihuana for Personal Gain

Many (67) of the cases reviewed for this assessment involved production and/or
trafficking violations as outlined under the Controlled Drug and Substances Act
(CDSA}Y Licence holders, both Personal and Designated Producers, appear to
be capitalizing on the excess medical marihuana they produce and are selling it
illegally for profie. {A)

Producing Over the Legal Limit

In 57 of the 190 files reviewed for this assessment, licensees were found to be

. cubtivating well over their specified legal limit of marihuana plants. Insome cases,
the excess produced was found to be used in waflicking activides, generating
personal profit for the licence holder. This creates a situation where marihuana
produced under the cover of a legal licence is diverted to the illicit drug marker.
In most cases, where the licence holder is producing over their legal limit, law
enforcement officials are directed to take the excess plants, leaving the licensee
with their legal allowable amount. (A)

& ngb .<= &
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Factors Contributing to Criminal Abuses of the MMAR

Several factors likely contribute to this criminal misuse of the MMAR, including:
the reasonably low risk of being apprehended within che existing system; the
large production and possession amounts being granted to Hicence holders; the
issuance of multiple licences; the excess marihuana being produced per plang;
having no controlled manner in place to destroy any excess; the potential for
profit gained by trafficking marihuana; and, the lack of both monitoring and
penalties that exist under the current MMAR. (A)

Low Risk of Apprehension

Wichin the current MMAR system there is a relatively low risk that a licence
holder wili be apprehended when exploiting the terms of their licence. This
is partly due 1o a lack of HC resources to monitor licence holders and a lack
of authority in both HC inspectors and law enforcement to enforce licence
compliance or revoke licence privileges. In the event a licensee is apprehended,
prosecution is unlikely. Public Prosecution Service of Canada (PPSC) often
will not entertain a prosecurion due to a lack of resources as well as a difficuly
in attaining a conviction. (Staff Inspector Mario DI TOMASSQO, Drug Squad,
Toronto Police Service) (Please see Lack of Monitoring, page 17). {(A)
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Large Licence Amounts

The number of plants and amount of dried tharihuana HC authorizes fora MMAR
licence holder is based on a specified formula that incorporates a physician’s
recommended daily amount and the estimated plant yield. For example, the
amount allowed for a production licence is'calculared by taking the daily amount
of dried marihuana needed (as recommended by the physician), while also taking
into account the growth cycle of the plants and the estimated yields. The formulais
altered based on whether the licence holder will be producing indeors or outdoors,
as this affects vield amounts. (See Appendix A) (I7)

“The maribuana dosage recownmended by a physician has many unknowns
and i often based on the patient’s recommendation of bis or ber tolerance to
maribuana usage.  This method for vecommending medicinal maribuana by
physicians can lead to the issuance of large permits which, in rurn, leads to
abuses of the MMAR by criminals. These large permits cveare an environment
of legalized commercial production of maribuana wheve the excess product can
be easily diverted to support illicit and lucrative drug trafficking activities with
winimal or no intervention by police”. (S/Sgt. Darren DERKCQ, EDGE Unit,
Edmonton Police Service) (See Appendix 1)) (4)

The daily amount being recommended to medicinal marihuana users does
not take into consideration the tetrahydrocannabinol (THC)® levels and its
subsequent effect on the potency of the marihuana. The average THC content
has increased over time ~— in the 1960s it was three percent whereas today the
average is berween 12 and 15 percent™ THC levels in marihuana should likely
be considered when making licence amount recommendations as potency will
impact the effectiveness of the marihuana in afleviating symproms associated
with medical conditions. (A}

Health Canada has reported that an increasing number of MMAR program
participants are being authorized to possess higher daily amounts of
marihuana™ These higher daily amounts translate into permission 1o produce
targer crops for those who hold PPLs and DPPLs. The files reviewed in this
assessment found HC to be granting authorization for large numbers of
marihuana plants, as well as high quantities of dried marihuana permiited to be
stored. Several of the files in the review (31) found both PPLs and DPPLs to have
licences for considerably large amounts of marihuana. Specifically, in the 31
files, the minimum amount permirtted for plant production was 44 plants (most
beitrg for a larger number), and for authorizations to possess dried marihuana
the minimum noted was 1,755 grams to be stored at one time. (A)

For example, one lcensee was granted a PPL to produce 273 plants and store
12,285 grams of dried maribuana. This is a large amount for one person to
produce for their own personzl medical marihuana needs; a producer of medical
marihuana only needs nine plants to bud every five months in order to have an
adequate supply for one heavy medicinal user.* It should be noted thar licence
holders may need 1o produce larger amounts of marihuana plants if they will
be using the marihuana in baked goods, as this is one available method of
consumption, based on the user’s preference. However, eating marihuana bud
is a less typical and desirable method o consume marihuana as a result of the
lessened ‘high’ experienced due to digestion. The typical amount of marihuana
bud consumed ar one time by oral ingestion is one gram; the effects last up to
four hours* (A) '

10 THC is the psychoactive substance in the cannabis plant. THC levels determine the potency, the
higher the level the more potent the marthuana.
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Muttiple Licences

Another issue of concern is the recent development of multiple licences. Multiple
licences are now being granted to several peopie who reside at the same location.
The licensing developments are a contributing factor to the increased amounts
of marihuana being legally grown. The court decision of SFEETKOPOULOS
v. Canada, 2008, has allowed for a single designated producer of medical
marihuana to produce for more than one medical marihuana user, currently
set at no more than two; this was previously not authorized under the
regulations, The court decision of R. v. BEREN and SWALLOW, 2009, ruled
that the restricting of production sites placed undue limits on access to medical
marihuana. As a result, HC amended the reguladions so that now no more
than four production licences are permitted per site. These decisions have
created the possibility of individuals running ‘legal’ large scale marihuana grow
operations. (A)

Excess Marihuana Per Plant _

As per Section 30 of the MMAR, HC estimates that one indoor marihuana
plane will produce approxirnate!y 30 grams of dried marihuana *® Although
it is difficult to determine the exact amount yielded per plane, various law
enforcement expert findings indicate the numbers are a considerably low estimate
of what a marihuana plane can actually produce. v appears as though many
licence holders are aware of this fact and are using it for their personal gain, as
demonstrated by the number of misuses nored in this review of cases. (A)

The yield measurements of dried marihuana per plant as observed by law
enforcement agencies inr Canada often surpass the 30 gram estimares. (Appendix
C shows the type of yield amounts that some law enforcement agencies are
finding at illegitimate marihuana grow operations.} It is believed that the 30
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gram measurement was established early in the creation of the MMAR and
that its conservative amount is a reflection of marihuana plants grown naturally
witholit any specialty growing supplies or techniques. There is a significant risk
when the potential yield per plant is estimated without considering the yields
that can occur from a three stage grow operation. ™ (A)

Sgr. Vincent ARSENAULT' of the Surrey RCMP Green Team is a court
recognized expert in marihuana production and wafficking. (See Appendix D)
He stated the following:

“Indoor grown maribuana plants (Indica variety) can yield in excess of rwo
pounds (over D00 grams) of dry bud, depending on the type of operation (i.e. tuo
stage (6O day) ‘ea of green” vevsus the three stage (90 day) operation or the three
stage ‘monster’ plant aperations (120 days))” (4)

“Twe Stage” maribuana plants will max ouz at approximately 1 1% feet in
beight and yield 1-2 ounces of drug bud per plant, bowever they mature much
soaner (60 days). These plants by-pass the vegetative stage of plant growth. (4)

“Three stage” maribuana planrs take longer 1o marure (90 days), bowever they
grow much lavger (3-5 feet bigh) and consequently yield considerably more dry
bud per plant (3-6 ounces). (4)

“Three stage ~ Monster Grow” operarions take even longer for the maribuana
plants to mature (120+ days), hewever the plants yield far more dry bud than
other types of operations (between one (1} and two (2) pounds of dry bud per
pland. (A)

"There are several factors that will influence how much dried marihuana can be
yielded per plant: whether the plants are grown indoor or cutdoor; the genetics
of the marihuana plants used; growing techniques such as soil-based growing
or hydroponics;" ** and, the lighting being used. Several cases in this review
involved indoor grow operations using varying amounts and types of lights. (A)

These lighting techniques allowed for growth of super-sized marihuana plants
- gome plants were seven feet tall. These large plants would deliver 2 high yield
of dried marihuana and would allow the licence holder to remain within their
legal limit of plants, by number only. (A)

“Growers are not limited to the size
or iype of plant, only a total number,
there is also no limir to the amount
of lights they can wse. Growers are
able to grow large plants (the size of
Christmas trees) and produce 1 to 1
1% pounds per plant”. (Cpl Shawna
BAHER, Green Team, RCMP “E”
Division) (See Appendix D) (A)

11 Theterm hydroponics refers to an extremely fast and efficient growing method thai produces
higher vieids per plant.
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No Controlled Manner to Destroy the Excess

The expectation by HC is that licence holders will destroy excess amounts of
marihuana they produce. However, there is no policy in place to guide the safe
removal and destruction of this excess. Depending on the disposal method
chosen by the licensee (e.g. burn the excess or dispose of in the garbage}, there
is an increased risk that the drugs may find their way into the wrong hands, {A)
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“The regulations do nov clearly define the manner of destruction of excess
maribuana and the security measuves that have to be taken, whereas police
destruciion procedures ave clearly defined to ensure safery and 1o respect the
CDSA”. (Sgt. Suzanne DE LAROCHELLIERE, Drug Specza[zst Stireté du
Québec) (See Appendix D) (4)

Potential for Profit

Trafficking the excess marihuana could potentially bring a licence holder a high
amount of profit. Even when using the conservative estimates of yield amounts
HC utilizes in the MMAR, = licensed grower could sell the excess marihuana
they produce and make a substantial personal profit. (A)

The current MMAR does not state any specified terms for a designated producer
with regards to the amount of money they are permireed ro charge 2 medical user
for the product they sell. This can be seen as a potential opportunity for current
and future designated producers to make a personal profit through an unraxed
means of income. (A)

“In understanding the issue respecting “amounts or weights” of marihuana, it is
important to concepruatize what these amounts signify. One ounce of maribuana
equals 28.4 grams, for simplicity 28 grams will be utilized to represent one ounce.
The standard siveet level packaging for maribuana sold at the ounce level is a plastic
sandwich bag flled with maribuana, This is still an abstract amount for many
individuals to comprebend. To truly understand what this amount represents,
in the form that this product is commonly consimed, we need to understand bow
many marihuana cigarettes or “joings” this vepresents. On average I gram of
maribuana produces 3 to 5 maribuana “joints”. Therefove 1 ounce or 28 grams
would eguate ro 84 ro 140 joints (3 joints fpram x 28 grams = 84 joints or 5 joinis
/ gram x 28 grams = 140 joints). When one is to consider what a MMAR licence
bolder is permitted to possess at any given time the allocared amount should be
considered i terms of what that amount truly represents, and in a term that
ean be conceptualized’. (Sgr. Lorne ADAMITZ, Drugs and Organized Crime
Awareness Services, RCMP “E” Division) (See Appendix D) (4)

When you consider the expert yield amounts based on a two stage grow method
there is a bigh potentjal for the grower to profit. Taking the lowest yield estimare
of 28 grams and applying it to a marihuana grow operation where the licensee is
growing an: excess of 50 plants, this would mean a production of 1,400 grams, If

the grower produces four crops in a year and sells their excess prodict for $2,800,

the average market price for a pound,® the anmual tax-free profit potential for
the marihuana grower would be $33,600.00. (See Appendix B) (A)
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l.ack of Monitoring

Depending on the type of licence, 2 MMAR licence holder is permiteed to grow
a cerrain number of plants and possess and store a specific amount of dried
marihuana for their daily use. Any excess is expected to be destroyed by the
licence holder, as per the MMAR. Adhering to these set legal limits operates
mainly on the principle of an “honour” system. The responsibility of staying
within the legally permitted amount of marihuana is entrusted to the licence
holders. It would appear that this arrangement is flawed. There were several
files, 57 of the 190 reviewed, whete individuals were found o be producing well
over their legally permitted marihuana amounts. (A)

There are insufficient HC inspectors {14 Canada wide) to monitor MMAR
licence holders to ensure conformity. They also are responsible for all CDSA
inspections, Ontario has the highest number of ATP licences (1,820}, and only
four HC inspectors 10 monitor all MMAR licences in that province. These
numbers indicare insufficient resources to consistently and effectively inspect
and monitor licence holders across the country. The number of licence holders
is expected to increase as the program continues to grow. HC estimares char the
number of ATP licences will grow to at least 6,000 by 2011 from the 4,728 who
are currently licensed. ™ (A)
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Section 57 of the MMAR outlines the guidelines concerning HC’s inspection of
medical marihuana grow operations. It states ‘an inspection may occur at any
reasonable time’* However, the guidelines do not state 2 specified schedule
of required inspections (i.e. monthly, quarterly, yearly, etc.). It is possible that
an individual authorized to grow medical marihuana may never undergo an
inspection of their grow operation. (A)

12 These are the Health Canada statistics for ATP as of November, 2009,
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In addition to a lack of resoutces, inspectors also have a limited authority. A
HC inspector can inspect the building specified by the licence holder as the
growing site, but they may not inspect dwelling houses.™# Inspectors must have
the consent of the occupant prior to entering any residence or dwelling. Police
officers do not have the authority to inspect licence holders unless there are
sufficient grounds of criminal activity and a seaech warrant can be obrained. {A)

“There appears to be no person or organization that inspects these lcensed grows
except jor the police when they inadvertently receive information regarding the
maribuana grow operation. It appears that once the police receive information
from Hezalth Canada that the grow is licensed then it increases the difficuity fo
obtain a warrant 4s theve must now be evidence to indicate that the amount of
maribuana is in excess gf the livensed amouns”. (Sgt. Neil MUNRQ, Vancouver
Police Department) (4)

“Carrying out such investigations is difficult as the presence of ‘normal’ signs of
an indoor marifmana grow operation are negated by the Health Canada permit.
Investigators wmust thevefore vesovt to other methods of investigation in ovder to
acquire sufficient grounds to support an application for & CDSA seavch warrant,
whick is time and resources consuming. In some instances, smaller investigaiive
units often wmust ignore these investigations as a vesult of limived resources”.
(Sgt. Simon ROY, Coordinated Maribuana Enforcement Team, RCMP T
Diivision) (A)
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Public Safety Issues

The presence of a marihuana grow operation within a community, whether
legally permitted by HC or otherwise, is a public safety concern. There are
several dangers to public health and safety associated with grow operations: fire,
health, electrocution, poisonous gas and chemicals, violence, booby traps ard,
children being put at risk.*™ This assessinent revealed a number of public heaith
and, safery issues, The health and safery issues seen at illegal marihuana grow
operations are also seen at legal grow operations. (A)

Medical marihuana grow operations can affect the safety of 2 communiry and its
members. Crime rips are often received by concerned neighbours or members
of the community who suspect the presence of an illegal marihuana grow
operation, and are concerned with the porential for illegal activities and illicit
drug trafficking. In several cases police have begun investigations only later to
discover it is a licensed MMAR grow operation. In order for police to more
effectively monitor and safeguard for safety risks and concerns, they should be
made aware of the presence of a legal grow operation. As first responders, the
police services or fire departments would benefir from being informed zbout
the presence of medical marihuana grow operations. Having this information
before entering a residence could reduce health and safety risks by allowing
responders to be appropriately prepared. (A)

Child Endangerment

The MMAR states that medical marihuana being grown outdoors cannot be
adjacent to any public property that is mainly frequented by persons 18 years of
age or younger, such as a school or public playground.™ 'This rule only pertains
w cutdoor growing, as an indoor grow operation does not have the same
restrictions; children can reside in a dwelling thar has been granted a licence 10
grow medical marihuana. Children who live with a marthuana grower or user
have increased access to the drug, exposure to potential illegal activities, as well
as all the potential health and safety issues associated with that environment. (A)

Marihuana grow operations require considerable amounts of water, resulting in
high levels of humidity within the residence. The presence of continued humidicy
without proper ventilation can cause a build-up of mould. HC completed ewo
reviews of scientific literature on the effects of indoor mouids and they found
that exposure to indoor mould is associated with an increased prevalence of
asthma-related symptoms such as chronic wheezing, irritation symproms, and
non-specific symproms™ Exposure to emissions from chemicals used at indoor
grow operations can also be the cause of respiratory health problems, particularly
with regards to children.®® (U)

“The ismmediate risk for childven living in 2 grow operation is the elevated visk
of fire, electrocution, inadvertent exposure to harmful chemicals, higher risk of
respivatory problems or fungal infections from exposure to monld and carbon
monoxide”. (S/Sgt. Jan SANDERSON, Drugs and Organized Crime Awareness
Service, RCMP “K” Division) (See Appendix D) (A)
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Not only is health an area of concern for children but the presence of a marthuana

" grow operation increases their risk of exposute to a lifestyle that involves criminal
activity or violence, such as grow-rips'* and home invasions, as well as other
serious safety issues such as fires and electrocution. Children present at grow
operations are exposed to situations and factors that place them at a higher risk
of injury and/er iliness*™ This review found children were present in 15 of the
cases examined. A few of the cases also referred to marihuana grow operations
discovered in very close proximity to 2 school or a daycare. While they were
not technically contravening the MMAR — as the property would have to be
directly adjacent - the proximity could expose children to the health and safecy
risks referenced in this report. (A)

13 The term grow-rip refers to a marihuana grow operation which is targeted by ariminals who
commit a home invasion in order to steal or destroy the crop.
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Violence

The MMAR. stipulates thar it is the responsibility of the licence holder to
safeguard the marihuana supply from potential loss or theft in a satisfactory
manner. The applicant must provide a description of the security measures that
will be implemented at the potential producton site as well as the proposed site
for the dried marihuana to be stored. This is to ensure that a marihuana supply
does not somehow find its way to individuals intending to use it for profit and
also to protect the licensee and his/her family from violence. The regulations
can work only if the MMAR grower respects the regulations; however, in many
reported cases, MMAR licence holders are themselves illegally trafficking the
excess marihuana, failing to make any attempts to conceal its presence (i.e. the
smell), or growing it openly which may attrace violence. (A)

The drug trade is often found to be surrounded by violence or the threat of
violence, Weapons such as firearms and knives are known to be used by drug
traffickers to pratect their drug operations andfor steal someone else’s supply.
This was reflected in this review as there were cases involving the presence of
weapons (16) or that included atracks and home invasion (16). The review also
found a few (2) cases where individuals were shot during a home invasion. (A)

These home invasions or “grow-tips” often lead to the violent victimization of
the medical grower, or in some cases, the violent victimization of unrelated

bystanders. Neighbours who reside close to a grow operation are at an elevated
risk of a home invasion, possibly due to 2 mistaken address. As a result of these
violent home invasions there is the potential for legally grown marihvana ending
up in the illicit drug market. The difference for a licensed medical marihuana
grower Is that they are able ro contact law enforcement for protection and
support in the event of a home invasjon. (A)
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Health Concerns

The health issues and concerns reviewed with regards to child endangerment
are fairly consistent with the risks to the general population, law enforcement,
and first responders exposed to marthuana grow operations. Canadian law
enforcement agencies have strict policies and procedures in place in order to
protect the heaith and safety of potice officers who investigate and dismande
marihuana grow operations. These policies are specifically concerned with
protecting officers and emergency workers from the inherent health hazards
encountered at marihuana grow sites. (See Appendix F) (A)

Themain health hazard encountered in a grow operacion is the exposure to mould
and chemical contamination including pesticides and fertilizers. Improper
ventifation is often an issue at marihuana grow sices as it leads to elevated levels
of humidity. The high levels of moisture as a result of the humidity within grow
operations expose individuals within the site to mould.* (U)

Fire/Electrocution

There is an increased risk of fire associated to marthuana grow operations due
to the modifications 1o the electrical syseems that ate often made by unqualified
individuals. The large amounts of electricity and the illegal tampering with
electrical systems can increase the risk of fire or electrocution. The hazard is not
only to the dwelling containing the marihuana grow operation but also to the
neighbouring buildings. In June, 2009, the Ontario Fire Marshal’s office and
the OPP reported that over a period of six months they had been called o a fire
involving either a marihuana grow operation or Hlegal drug lab approximately
every 15 days.* Ttis these types of fires that pose a serious risk to the health and
safety of first responders as well as the overall communiry, (U)

Marihuana grow operations are being set up with lighting and hydroponic
growing equipment, and are being unsafely installed without the proper permits
or inspections, most often in: a residendial setting. These operations are being
set up by unqualified licence holders, which increases the risk of fires and
electrocutions to the entire neighbourhood.** An inspection of a MMAR grow
operation is not required prior to the issuance of a licence in order 1o ensure
provincial safety codes such as fire, building, or electrical will be met. Same
research estirnates that marihuana grow operations are at a 24 dmes greater
risk of residential fire than a regular home™* The possibility of electrocution
when entering a marihuana grow operation, whether it is legally permirted or
otherwise, is always a concern and a risk for law enforcement. (U)
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In this assessment there were 23 files that specifically mentioned electrical hazards
due to unsafe electrical work completed within the residence; there were two
cases where an actual fire occurred. Several cases had electrical/fire inspections
at the time the search warrant was executed and power was subsequently shut off
10 the residence due to building code safety violations and potential hazards. (A)

Third party rule. Do net disseminate. Contact tha author of this document for permission to release any infermation. This document 1s for intelligence purposes only.
Mot for legal use. This document is notto be redlassified, coplad, reproduced, used in whale or in part or further disseminated, without the consant of the originator,
This document is the property of the RCME This record may be subject to mandatory exemption under the Access to information and Privacy Acts. If acoess is
requested under that legislation no decision regarding disclosure should be made without prior consultation with the departmental privacy coordinator of the RCME:

-~

3

(@5



1240

Challenges to Law Enforcement

The Privacy Act

The Privacy Act presents significant obstacles for law enforcement in dealing with
the MMAR. The Privacy Act does not permit HC officials to proactively provide
law enforcement with a list of those licensed to grow or possess marihuana for
medical purposes within the communities that they serve. However, HC can
and does provide law enforcement, upon request, with the licence details for
specific cases. (A)

Lack of Inspection Capabilities by Law Enforcement

Under the current MMAR system, law enforcement agencies have no authority
o conduct an inspection to ensure licence compliance. Police can only inspecta
licence holder residing within their jurisdiction if they have reasonable grounds
that criminal activity is taking place. Only through investigation, intelligence
gathering, tips received, the presence of unusually high electrical consumption,
among other factots, are police then able to obtain a search warrant and inspect
a MMAR grow operation. Upon inspection, if a licence holder is found w be
breaking the terms of the licence by producing over their limit for example,
typically police will be directed o simply seize any excess plants and leave
the remaining legal amount untouched. Darryl Plecas, a Criminologist at
the University of the Fraser Valley, believes it is the inability to monitor the
sitzation due to a lack of inspectors that “in effect, amounts to virtually no
enforcement” it (A)

Although many law enforcement agencies may feel it is not their responsibility,
or may not want the permanent obligation to inspect and monitor MMAR
licensed grow operations, it could be a shott term option. Police departments
already have specially trained units who have experience entering marihuana
grow operations. Police have policies and procedures in place that could be used
in order to inspect MMAR licensed grow operations, However, designating
police officers as inspectors would require the use of already strained police
resources, therefore, may not be practical as a long term remedy. Police could
use their knowledge and expertise of marihuana grow operations in order wo
train HC inspectors so they may safely and effectively monitor licensees going

forward. (A)

.9.9:‘1 £ IETES g
Third party rule. Do not disserninate, Contact the author of this document for permission to release any information. This documentis forintelligence purposes only.
Not for lagal use. This document is nat to be recdassified, copied, reproduced, used in whale or in part or further disseminated, without the consent of the originatet.
This document is the property of the RCMP. This record may be subject to mandatory exemption under the Access to Information and Privacy Acts. [f access Is
requested under thatiegislation na decision regarding disclosure should be made without prior consultationiwith the departmental privacy coordinator of the RCMP.



Communication Between Health Canada and
Law Enforcement Agencies

There is a lack of communication between HC and law enforcement agencies
which has associased costs in terms of time for investigations and the needless

seizures and arrests of individuals. (A)

Some positive advances have been made with the establishment of the 24-hour
pager system available to law enforcement to obtain licensee information. In
most cases 2 HC official will respond within an hour to the police inquiry with
the desired information on the presence of a MMAR licence and its terms.
Continued communication between both parties will increase enforcement
of, and compliance with, MMAR licences. However, more law enforcement
agencies need to be made aware of this resource. If police fail to contact HC,
valuable resources can be spent in the processing of files and executing search
warrants unnecessarily. (A)
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Other Potential Considerations

Criminal Record of MMAR Licensees

As per the existing MMAR systemn, criminal record checks are done for those
applying for a DPPL* but are not completed for PPL or ATP applicants. In
order to obtain a licence to produce marihuana on behalf of another ir:dividuai,‘
a DPPL applicant needs ro demonstrate thar within the 10 years preceding
their application, they have not been convicted as an adult of a designated drug

offence. (U)

In the 190 files reviewed for this assessment, there was a total of 134 licensees, as
several licensees appeared in multiple files. Of the 134 licensees, 67 (ATT, DPPL
and PPL) were found to have a criminal record which inchided production,
trafficking, and importing and exporting of controlled substances. Of the 67
licensees with prior criminal offences one had an ATP, nine had DPPL, 54 had
PPL, and the licence informarion for three licensees was not available. Fifiy
percent of the 134 licensees captured in this report have a crimninal record, the
majority of which were PPLs. A criminal record check of all MMAR growers
would be needed in order to establish an exact percentage of licensed producers
with criminal records. However, based on these findings, the percentage of
licensed producers with 2 criminal record, specifically those individuals with
PLs, would likely be higher than the approximately 12.88%* of Canadian
adults in the general population that have a criminal record. {(A)

: Criminal Record from Filés Reviewed

14 The DPPL applicant must supply a document issued by a Canadian police force establishing that,
within the ten years preceding the application, they have not been convicted, as an adult, of &
designated drug offence,

L
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As noted above, the largest number of licensees with a criminal record, from
the files reviewed in this assessment, are those licensed as PPL. These are the
individuals who are given the authority to produce without having a crimjnal
record check as their marihuana is for personal medical use. Consequently,
their previous criminal history, particularly designated drag offences commirred
within the last ten years, is not taken into consideration by HC when granting
a MMAR licence. Having a history of designated drug offences could indicate
a potensial licensee’s tendency rowards further criminal involvement and lead
to a potential misuse of a MMAR licence. Those with such a history would
likely be considered a risk and this information should therefore factor into the
issnance of a medical marihuana licence. In this review, 54 personal production
licensees had a criminal record, 30 had drug-related charges and convictions of

trafficking and/or production. (A)

- Crminal Oflence Type Coritted by MVAR Licensess
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Revoking a MMAR licence is not a simple process. HC will revoke a licence only
if the licence holder has been convicred of a designated drug offence. However,
law enforcement agencies do not always follow-up with HC to inform them that
a licensee has received a criminal conviction. There is no formal process in place
to notify HC when a case has been concluded and a convicdon received. The
difficulty in revoking a licence once one has been obtained demonstrates the
need to conduct more rigorous background checks prior to licensing. It should
also be noted that even after a conviction, HC must allow the licence holder to
maintain their authorization to possess marihuana for medical purposes as it
was supported by a physician. {A)

Organized Crime

Maribuana production and trafficking is one of the most lucrative activities for
Canadian OC groups. The demand for marihuana, both in Canada and in the
United States, creates opportunities to generate large profits. The MMAR lacks
checks and balances* leaving the system open to exploitation by OC groups,
enabling them 1o hide illegal grow operations behind HC exemptions. MMAR
licences would enable OC groups to avoid detection and increase their profits.
There is current information suggesting at least three OC groups in Canada are
trafficking large amounts of marihuana and abusing the MMAR 1o facilitate
their operations.™ In this review four of the cases mentioned an association
i between a MMAR licensee and 2 known OC organization. {A)
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Lack of Resources

Investigating the presence of a potential grow operation involves a good deal of law
enforcement tirmne and resources. These sesources are often used unnecessarily on
legal grow operations as the presence of a licence is not discovered until well into
an investigation. A tip can be received from a concerned community member
detailing the potential presence of what they believe to be an illegal marihuana
grow operation, and police, unaware it is a MMAR licensed grow operation, will
comnence an investigation in order to ensure community safety. (A)

Many law enforcement agencies feel having access to a list of those licensed to
grow in their communities would alleviare potential safety risks to. those first
responders as well as save valuable resources needed for other law enforcernent
priorities. (A)

“The providing of this informazion woeuld allow for the respective agencies
to guickly rile out suspected grow opevations that ave licensed and allow for
our limited resources to be put towards illicit grow opevations™ (PC Richard
KITELEY, Drugs & Guns Enforcement Unit, Windsor Police Services) (4)

Compassion Clubs

Since the inception of the MMAR there has been an emergence of clubs ot stores
that are known to sell marihuana and marihuana-based products allegedly for
medical purposes, These esrablishments are commonly known as “compassion

clubs”. (See Appendix G) (A)

Some MMAR licence holders are using their MMAR authorizations to open
compassion clubs, In some cases, police have received information that MMAR
licensed producers are supplying compassion clubs with their excess marihuana.
Compassion clubs portray themselves as non-profic organizations which sell
medicinal marihuana to doctor-recommended petsons with medical conditiens.
These clubs are a means for criminals to illicitly traffic marihuana for personal
gain under the guise of selling for medicinal purposes. In the province of
Quebec, a large portion of the population believes that compassion clubs are
legal, monitored, and regulated by the Federal Government. ™ (A)

Conrtrary to the general public’s belief, compassion clubs are illegal in Canada—
the owners and operators are contravening not only the MMAR burt the CDSA
aswell. Police departments and the general public need to be berter educated on
the MMAR and its application. (A}

Compassion clubs continue to appear in Canadian communities and Canadian
interpet sites due in part to the reasons mentioned above. Currently, there are at
least 16 known compassion clubs in Canada. ™ The emergence of compassion
clubs is a problem that will precipitate the criminal abuses of medicinal
marihuana principles. (A)
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Lack of Ruies Regarding Transportation

The MMAR does nd't have clearly defined rules regarding the transportation, by
various methods, of medical marihuana by licence holders. This was illustrated
by a recent incident at an airport in the province of Quebec. (A)

Sgt. Suzanne DE LAROCHELLIERE, Drug Specialist, Stireré du Québec,

raised the following issues:

1) The anthorized person is not obligated to declare the transporration of
an excess supply of medical marihuana he/she may need for extended
absences from home. This may cause police to believe the licence holder
possesses a controlled substance for the purpose of wraflicking contrary to

Section 5(2) of the CDSA.

2) Public transportation companies and authorities are not aware, educated,
or equipped to handle the MMAR. The detection of marihuana on a
licenice holder by pubtic transportation staff will result in unnecessary
police intervention. Purther, it may well be public transportation policy
w disallow any controlled drugs on their vehicles and in their buildings.

3) The MMAR does not require a licence holder to maintain control of
hisfher medicinal maribuana during wransportacion. This may cause a
third party to take possession of the marihuana, which would equate
to trafficking of a controlled substance contrary to Section 5(1) of the
CDSA.

L cess Regula he LG
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Conclusion

It should not be solely incumbent upon the MMAR licensed producer to abide
by municipal, provincial, and federal laws. Medicinal marihuana is a controlled
substance that requires strict oversight mechanisms in order to mitigate criminal
abuses through the MMAR. Criminals have been found to be wafficking
marihuana for decades. This analysis of national cases related to the MMAR
has demonstrated that the current regulations are allowing criminal abuses to
occur while increasing the risks to public safety. In the meantime, most police
agencies are struggling to enforce the law on those individuals who are suspecred

of and/or caught abusing their MMAR licences.

The CACP is making recommendations to HC to change the MMAR in a
manner that will meet the compassionate needs of the individual while ensuring
thart the general public’s interest and safety are not compromised.

The CACP is presenting 10 principal recommendations for changes o the
MMAR in a manner that is fair while minimizing its abuses by criminal
elements. The CACP is aware that these principal recommendations may take
somme time to implement across Canada.

For that reason, the CACP is also presenting 11 additional provisional
recommendations, which can be implemented in a short time frame in order o
be in place during the transitional period berween the current application of the
MMAR and the newly proposed one.

Third party rule, Do not disseminate. Contact the author of this decument for permission to release any Information, This decument is for intelligence purposes anby,
Not for legal use. This document is not to be reclasstiied, copled, reproduced, used in whole or in part or further disseminated, without the consent of the originator,
This document iz the property of the RCME. This record may be subject to mandatory exemption under the Access to Information and Privacy Acts. If access s
requested undar that legisletion no declsion regarding discloswre should be made without prior consultation with the departrental privacy coordinator of the RCMP.



1}

2)

3)

4}

5)

6)

7)

8)

9)

10)

Recommendations

Principal Recommendations:

The current regulation allowing for PPLs and DPPLs to grow marihuana
themselves should be repealed.

PPLs and DPPLs should be given a reasonable time limit to cease

their marihuana growing activities. This time limit should take into
consideration the time it will take HC to have all its approved suppliers
in place.

HC should contract reputable companies to produce a vatiety of
medicinal marihuana throughout Canada to meet the needs and
expectations of most medicinal maribuana users as well as the timely
and reliable delivery of the product,

Approved medicinal marihuana companies should be focated in areas
where they are easily accessible to the majority of MMAR licensed users.

The approved medical maribuana companies would be subject to HC
regulations and inspections; have the necessary standardized security
and safety measures in place; have regulated quality control and safery
standards for the medicinal marihuana; and, have the ability vo deliver
the marihuana in a reliable and timely manner. This recommendation
will allow HC 1o conduct regular inspections on and maintain oversight
of the MMAR program as the locations to visit will be reduced to a
manageable size. This will also limit the criminal abuse of the MMAR
and the public safety risks posed by some MMAR grow operations to
their communities.

'The daily amount of marihuana recommended by a physician should
be based on recognized training encompassing scientific findings and
literarure versus the demand of the patient.

Physicians who recommend marihuana o their patients should receive
an accreditation from their governing bodies who will in turn provide
monitoring and compliance support on dispensation.

The regulations should have meaningful penalties assessed to MMAR
violators which would include criminal prosecution and the immediate
suspension and/or revocation of the licence of an individual and/or
business believed to be committing abuses.

A regulation on the allowable methods of transport of medicinal
marihuana should be incorporated in the MMAR to clea:ly dictate the
rules for 2 licence holder to transport medicinal marihuanra via all modes
of transportation, whether it be from point A to point B, or for an
extended absence from his/her residence.

HC and the CACP should improve cooperation, consultation, and
communication between agencies to better draft and apply any future
regulations or other faws that may cause conflict with the CDSA.
Initial consultation and cooperation is vital to prevent the problems
experienced roday with the current MMAR.
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Provisional Recommendations for a Transitional Period:

In the interim, on HC Inspectors;
1) HC inspectors should immediately begin to conduct MMAR grow
inspections. '

2) HC inspectors should be trained to detect electrical, strucrural,
chemical, and mould hazards often associared to indoor marihuana
grow operations.

3) HC inspectors should have the authority to immediately contact police
and/or other municipal/provincial agencies to report aty violatdons
(suspected or actual) of the MMAR, Criminal Code, and provincial and

municipal safety and building codes.

4) HC should have the authority to inspect, within a period of one year,
premises on which a MMAR licensed grower had a grow operation,
but whose licence has since expired. This would ensure that MMAR
growers are not continuing to produce marihuana beyond the expiry
of their licence. A number of cases in this report found expired
licences at marilmana grow operations investigated by police. This
recommendation would ensure that a residence used by a MMAR
licensee has been remediated up to code of all potential hazards related
to marihuana grow operations such as, but not limited to, mould -
contamination and structural modifications.

5) HC should engage and consult with law enforcement officials to find
ways to increase the number of HC inspectors. With only 14 muld-
purpose HC inspectors across Canada, it is and will be exiremely
difficult for HC to conduct efficient and effective inspections of over

3,400 MMAR growers and counting,

in the interim, for PPLs and DPPLs:

6} HC should not allow mecdicinal marihuana to be prodirced on properties
accessible to children. Tndividuals wich PPLs who have children should
be given the option to purchase medicinal maribuana from an approved
supplier; to have a DPPL produce their medicinal marihuana; or to
produce their medical marihuana in a separate location not frequented
by children. HC should have the authority to impose meaningful
sanctions ro MMAR licence holders who expose children to the dangers
of marihuana grow operations,
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In the interim, on the yield of dried marihuana per plant and the patient’s daily
dosage:

7)

8

inthei
9

After consultations with marihuaria production experts, HC should
revige their guidelines determining the number of plants needed to
produce X amount of dried marihuana (yield per plant). The cusrent
HC regulations indicate a yield of 30 grams of dried marihnana per
plant to caleulate the number of plant required w produce X amount of
dried marihuana, This should be revised to a more accurate yield of 30
grams of dried marihuana per plant. As such, all MMAR production
licences should be amended accordingly to reduce the number of plants
allowed to be grown,

HC should add to their regulations a maximum allowable size and
height of the plane.

aterim, on penalties and enforcement of MMAR violators:

A subject accused of 2 designated drug offence involving the tafficking
of controfled substances, still before the courts, should not be able to
obtain a DPPL MMAR licence until all court proceedings have been
dealt with and the accased did NOT receive a conviction for a drug

-trafficking offence under the CDSA,

10)

1)

A DPPL MMAR licence holder charged with a designated drug offence
involving marihuana traficking should have histher licence temporarily
suspended until the conclusion of all court proceedings. In the case of
an individual with a PPL charged with a marihuana traflicking offence,
there should be measutes in place to ensure that the user is still able

to obtain medicinal marihuana through HC supplier(s) in a timely
manner, should hisfher growing équipment and marihuana plants be
seized by authorities. The same should apply to an individual with an
ATP who can no longer be supplied by his/her designated grower who
was the subject of a police intervention.

HC should improve its communication strategy with all law
enforcement agencies for educational and awareness purposes.

Currently, some law enforcement agencies do not have any knowledge of
HC’s 24-hour pager system.
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Legal Context

Previous court decisions have led the Government of Canada to provide
reasonable access to a lawful source of marihuana for medical purposes.

WAKEFORD v. the Queen, 1999
This court ruling prompted Health Canada to initiate a centralized
federal medicinal cannabis program.

PARKER v. Canada, 2001

This was a landmark decision which first invalidaced the marihuana
prohibition under the CDSA. The judge ruled thar people must be
able to access necessary medical treatment without fear of arrest.

HITZIG v. Canada, 2003

This civil case challenged the constitutonality of the MMAR. The
ruling found that the federal program gave the ‘illusion of access’
‘The courts ruled that the Maribuana Medical Access Regulations
were unconstitutional because they failed to provide a legal supply
of the drug. The Government was given six months to remedy the
situation, which prompted Health Canada to begin distribution of
marihuana grown under contract by Prairie Plant Systems (PPS).

R. v. LONG, 2007

This decision determined that the current medical marihuana
exemption created by the Governmens of Canadawas unconstitutional
as reasonable access depended on policy rather than law.  The
ruling challenged the Government to provide eligible persons with
reasonable access to the Government supply of marihuana.

R.v. BODNAR/MHALL/SPASIC, 2007

The Ontario Court of Justice followed the R. v. Long, 2007 decision,
holding that prohibition against possession of cannabis in the CDSA
was invalid.

SFETKOPOULOS v. Canada, 2008

This decision allowed a single designated producer of medical
marihuana-to be licensed to grow for more than one authorized -
medical user {which was previously not permisted). This situation
created the potential for large scale “legal’ marihuana grow operations.
The Federal response was an amendment to the MMAR w limit
DPPLs to production for no more than two individuals.

R. v. BEREN and SWALLOW, 2008

The courr ruled that the MMAR placed undue limits on access
to medical marihuana by restricting production sites. As a result
Health Canada amended the regulations so that no more than four
production licences are permicted per site.
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Appendix A — Yield of Dried Marihuana per Plant

Section 30 of the MMAR allocates a yield of 30 grams of dried marihoana per
plant grown indoorss, which is significant in determining the maximum number
of plants a medical grower is allowed to produce.

Health Canada uses the following formula o calculate the maximum number of
marihuana plants allowed to be grown entirely indoors:

[(Ax365)/(Bx3C)x1.2=D

Legend: “A” is the daily amount of dried marihuana.

“B” is 30 grams expected yield of dried marthuana per plant as
set in the MMAR.

“C” is a constant equal to I, representing a growth cycle of a
marihuana plant from seeding to harvesting,

“D” is the maximum nurber of marihuana plants allowed for
growing,.

Example: A) A medical grower is allowed to use 5 grams a day.
[(5 £365) (30 x 3)} x 1.2 = 24.33 or 25 marthuana plants

(maximum allowed)

B) A medical grower is allowed to use 5 grams a day, but the
expected yield per plant in “B” is now 90 grams (just over
three ounces}.

{(5 x 365} (90 x 3)] x 1.2 = 8.11 or 9 maribuana plants

{maximum allowed)

As noted above, the yield and consumption measurement determines the
maximum number of plants allowed to be grown.
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Appendix B — Example of the Estimated Profit {o
be Made in Trafficking Marihuana

Example: A licensed grower is permitted to produce 25 plants for himself, but in
this scenario the licensee produces an extra 50 plants for a total of 75 plants. The
chart below details what the potential annual revenue would be for this licensed

grower if he/she were to scll the excess deied marihuana for profi.

Yield: 30 grams of dried marihuana per
ptant

3 crops a year

Yield: 28 to 56 grams dried marihuana
per plant {two stage growing method)

{t06 crops a year

$2800.00

Average pnce of marahuana soldin Canada m the ilicit drug market

per. pound

30 grams X 5G plants 1500 grams
1500 grams x 3 crops a year = 4500

28 grams x 50 plani:s = 1400 grams |

56 grams x 50 plants = 2800 grams
grams '
1400 grams x 4 crops = 5600 grams
4500 grams / 454 grams (1 tbs) = 9.91 tbs
2800 grams x & crops = 16800 grams
9.91 pounds x $2800 = $27,753.30 of tax
free profits a year if sold at the pound
tevel (profits are higher as you seltin
smaller allotmenis)

5600 grams / 454 grams (1 bs)
= 12.33 pounds

16800 grams { 454 grams (1 Ibs} -
= 37 pounds

Annual profit potential: $33,600.00
{12 b x $2800) to $103,600.00 if sold at
the pound level.
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s Has been in charge of three Marihuana Grow Operation “Green Teams”
and also been involved in a total of five “Green Teams”. Has investigated
over 500 grow operations and has seen grows in all stages of growth, in all
types of growing mediums. Has observed differences between clones and
seedlings and have harvested in excess of 30 plants from different grow
operations, which inclade clipping and drying the maribuana bud.

Sgt. Suzanne DE LAROCHELLIERE
Police officer with the Sireté du Québec since 1988

s Has participated in more than 790 drug investigations. Gained extensive
knowledge of the drug world by working for the Quebec Provincial Police
as an undercover agent for a period of 10 years, from 1989 to 1999 and
also as an investigator of organized crime from 1995 wo 2006,

* Since 2006, as Drug specialist in the Operational Suppaort Service (O8S),
gives advice which requires maintaining a high level of knowledge in the
field of drug criminality to support the field of drug investigations,

¢ Interactions with various police departments and stakeholders as a trainer
promotes trede and knowledge of erends in drug use. Participates in
conferences both nationally and internationally, in policing as well as for
civil pareners.

« Has been an expert witness in over twenty different criminal cases in trial
before the Court of Quebec and the Superior Court. Has also contributed
tofwritten more than a dozen expert reports on criminal activities in
connection with the production and trafficking of narcotcs,

« From 2006 has contributed to the development of the Stireté du Québec
in its fight against crime by:

i

Acting as advisor to the Criminal Investigation Branch, in
investigations and proceedings related to drugs;

- Developing internal procedures and tools relative to drug detection,
prevention and repression at the Streté du Québec;

- Presenting and attending various conferences nationally and
internationally in connection with enforcement of criminal activicy
related to drugs;

- Producing and presenting tzaining relative to drugs to officials of
the justice system {from judges to arforneys) and other civilian
partners. These courses have also been provided to the Ecole
nationale de police du Québec and the Canadian Police College
(Otrawa), as well as with various police forces in Quebec;

- Participating in the management of the Provincial Police bank of
EXpErt Witnesses;

- Representing the Shreté du Québec, on different round rables,
symposiurms, at the level of police services, at different companies or
media, at the provincial, federal and international levels.
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S/5¢t. Darren DERKO

Edwmonton Police Service since 1988

Has artended in excess of 400 marihuana grow operations.

Has grown marihuana in a controlled setting under Health Canada
licence #2003/7331.

Undercover purchases of marihuana in an undercover capacity.

Has manicured and recorded amounts and potential yields of
marihuana planes.

Qualified as an expert in Provineial 2and Queen’s Bench Coures in
marihuana use, packaging, diseribution, consumption patterns,
paraphernalia, jargon, practices and habits of users and craffickers,
observahle effects, production including practices and habits of producers.

Member of the Joint Forces RCMP/Edmonton Police Service “Green
Team” (2002-2009).

Currently assigned to the Edmonton Drug and Gang Unit as the Staff
Sergeant i/c drug/gang investigations including the “Green Team”.

S/Sgt. lan SANDERSON
RCMP Regular Member since 1980

Has 26 years service with the RCMP, all of it in Northern Alberta. Has
a varied background of experience including Drug Prevention Education,
Media Relations, Detachment Policing and Forensic Identification.
Joined the Edmonton Drag Awareness Service in July 2002, and is
responsible for Drug Prevention Education, Awareness Programs and
Prevention research and strategies for northern Alberta.

Currently involved with the development of a methamphetamine
prevention strategy, which inclodes work in the areas of Public Awareness,
Community Mobilization, Awareness for Police, First Responders,
Chemical Companies and Retailers, Has given in excess of 300
presentations in Alberta and across Canada to Police, Government and
Community Leaders, Medical Professionals, Industry, Students and the
general public.

Currently the project leader for the Drug Endangered Children Protocol
for Canada, a part of the methamphetamine strategy. Was involved in the
development of the Alberta Drug Endangered Children Act, introduced
in 2006 at the Alberta Legislature.

Has studied the methamphetamine issue in Canada and the United
States. Spoken on the subject actoss Canada to Police, Professionals

and Community leaders. Was recently appointed to the Alberta

Meth Task Force, chaired by Dr. Colleen Klein. Also a member of

the Alberta Solicitor General’s Inter-departmental working group on
methamphetamine, and the First Nations and Inuic Health Branch Meth
Task Force.
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Cpl. Mike WICENTOWICH
RCMP Regular Member since 2000

* Has served as an expert witness in several court cases in British Columbia
relacing to the use, packaging, production, distribution, pricing, and yield
from plants of cannabis marihuana berween 2007 and 2009.

» Has conducted multiple investigations into indeor marikuana grow
operations and been the main investigator in over twenty cutdoor
marihuana grow operations.

* Has seized over ten thousand marihuana plants including marihuana
clones, juvenile plants, mature plants and moulded marihuana plants.

* Has clipped, dried and weighed marihuana bud from marure marihuana
plants to gain experience with yields of marihuana bud.

* Has viewed, weighed, and analyzed drugs such as methamphetamine,
heroin, cocaine, marihuana plants, marthuana bud, hash oil, marthuana oil,
ecstasy, morphine, and prescription pills.

* Is knowledgeable concerning the equipment, supplies, tools, fertilizers,
and chemicals chat marihuana growers are currently using to produce
marihuana plants outdoors.

 Has clipped marihuana bud from budded out marihuana plants and dried
the marihuana bud to add to his knowledge on the potentials yields of
marihuana bud produced by his single marihuana plant.

s Has attended the following conrses related to controlled drug and
substances designed and taught by police officers, civilian members of the
RCMP and other field and laboratory personnek:

Basic Thermograph Operator Course October 23, 2001

Drug Expert Witness Workshop April 18, 2002
Drug Investigation Techniques Course Neovember 27, 2003
Drug Expert Wirness Workshop January 30, 2004

» These courses are taught by qualified leading experts in the field area of
controlled drugs and substances. These courses are designed to enhance
the knowledge, abilities, and technical skills of drug investigators. They
are also designed to enhance the Drug Expert Witness's qualifications
and credentials in order that they can provide well-informed and accurate
expert opinions for court purposes.

2
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Appendix £ — Case Summary

Washington State medical marihuana incident

These reports of recent U.S. medical marihuana cases are included due to the
proximity of these locations to Canada, and the seriousness of the violence
involved.

buep:/fwww.nyrimes.com/2010/03/17 s/ 7marihusna hunl

Posted by King 5 News (Seattle, Washington), on March 15, 2010:

ORTING, Wash. — A 38-year-old Orting man died over the weekend while
trying to protect his medical marihuana plants.

Michael Howard was hit in the head with a crow bar on March 9 by someone
trying to break into a shed in his backyard where he was legally growing medical
marihuana, according to his farher. He died four days later.

Atkins says Howard grabbed a can of pepper spray and ran out to the shed when
he heard his dogs barking.

“The intruder had 2 large iron crowbar in his hand which he was using to brezk
inro the shed,” said Atkins. “When Mike came around the corner of his house,
the perpetrator was waiting for him. He hic our son square in the head.”

Posted by King 5 News (Seattle, Washington) on March 15-16, 2010:

SEATTLE — A well-known Washington state medical maribuana activist craded
gunfire with robbers who invaded his home early Monday, suffering minor shotgun
pellet wounds and sending one intruder to the intensive care unit of a hospital.

Activist Steve Sarich, 59, runs CannaCare, an organization that provides patients
with marihuana plants and advice about Washington’s law.

He indicated this was their eighth home invasion since last May.

A spokesman for the King County Sheriff’s Office says deputies found 385
maribuana plants at the home of a medical marihuana activist who was in a
shootout with robbers.
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Appendix F — RCMP Policy on Officer Safety

An Excerpt from the RCMP Policy on Officer Safety — Bio-Hazards and

Marihuana Cultivation

5. Threat Risk Assessment

1. 5. 1. Before initiating a search of a grow operation; ensure the safery of
members and the public by conductng a threat and risk assessment

{TRA) of the site.

5.2.  Ifyou are unfamiliar with these types of investigations and dismanding
procedures, contact yvour division drug section for direction or
assistance. Be alert and prepared for the following dangers:

5.2. 1. contaminated air,

5.2, 2. booby traps,

5. 2. 3. incendiary devices,

5. 2. 4. volatile/paisonous chemicals,

5. 2.5. potential eye damage from the high intensity bulbs,
5.2. 6. fire hazards,

5. 2. 7. unsafe electrical medifications, and

5.2.8. possibly older (manufactured prior to 1978) ballast boxes {power
transformers) that may contain PCBs.
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6.2.5. Use a Half Mask but preferably a Pull Face Respirator with caruidges
when entering all indoor marihuana cultivation sites. The respirator
cartridge and pre-fiiter must be approved for protection against
pesticides, organic vapours, dust, fumes and mists. These masks
and combined cariridges can be purchased commercially ar most
emergency/health and safety outlets.

6. 2. 6. Pesticides are absorbed through the respiratory tract and through the
skin and eyes. When entering an indoor marihuana cultivation site,
wear eye protection, disposable suits, and Niuile gloves to prevent
contaminating clothing and transferral 1o a vehicle, detachment, or
residence,

6.3.  Eye Protection

6.3.1. You must wear UV-blocking sunglasses to protect your eyes from
damage by the high intensity metal halide and high pressure sodium
lights used in growing rooms. For protection equipment, see App.
6-12-1. Exposure to UV radiation has been associated with cancers and
other adverse eye conditions.

6.3.2. All members enpaged in any kind of forced entry must use
UV-blocking sunglasses as protection against injury, blood splatter,
saliva, UV radiation, chemicals and other liquids, and possible explosion.
See ch. 21.3.5.
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6.4.  Electrical Hazards

6.4. 1. Be aware of haphazard electrical wiring when entering indoor
marihuana cultivation sites.

6. 4. 2. In the cases of suspected elecerical by-passes or meter manipulation,
before entering, contact your local electrical power company area
investigator for assistance in disconnecting electricity and for
meeasuretnents relating o the theft of hydro,

6. 4. 3. Electrical power companies may release customer account informarion
in accordance with the provisions of the provincial freedom of
information and protection of privacy act. A search warrant may be
required.

6. 4. 4. Provincial electrical inspecrors will assist in disconnecting electricity
where actual or potential electrical hazards exist.

S
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Cuitivation Response Team Members
App. 6-12-1 — Protection Equipment for Mariheana

Eyes

_Eye pro!ecison w1th non breakab[e ?enses for prescrlpiaon

'sunglasses to protect‘ your eyes from damage by the hagh

protectaon from ﬂymg detiris; blood, saliva, sharp ob;ects
and UV rays (regard!ess of fint). You-must wear UV—bEDcklng

assoclated WIth cancers and oiher adverse eye con ItIOHS

Gloves

Nitrile, not latex, is a synthetic iatex, which has more chemrcaf
resistant properties and will not cause an allergic reaction.
Over gloves {cut and punciure resistant}.

Protective Suit

_conta_mmatlon from pesticades and fungicides on the - .

o detachment or res:dence

Tyvek or l;ght—welght saranex typé suit prevents o

clothing which may be hreught back to

Breathing
Apparatus

Full-facepiece SCBA:

Use National Institute for Occupation Safety and Health -
{NIOSH} certified self-contained breathing apparatus (SCBA)
10 protect against hazardous substances or oxygen deficiency
when grow rooms are not or cannot be properly vented.

Half Mask Respirator:

Fitted with cartridges that are equivalent to MSA GME-P106
that fitter dust, molds, pesticides, fungicides, and organic
vapours. Reusable with replaceable carfridges when
plugged, broken or torn. {To be worn with protective eye
wear.} Half mask respirators offer no protection against CO2
ot ozone poisoning.

Certification:

Members must be trained and certified in the use of any
respiratory device before entering a marihuana grow
operation in accordance with the Canada Labor Code.

Must be Canadian Standards Association (CSA) approved.

Must be CSA approved and mandatory for low ceilings and
confined spaces.

Exceptions ©

ok Not everyane entersng a grow 9perat|on requxres all of th|s i
: _equ;pment Eye protection miust be worn by all members :
however the other equspment need oniy be worn by persons

rooms wali reduce exposure

Cannabis Exfraction
Labs

For protective equipment applicable to lnvestlgatlng cannabis

exfraction and other clandestine labs, see App. 6-13-1.

&
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Equipment

Personal Protection Equipment (PPE)
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Appendix G — Example of a Compassion Club
Price List

Price List from “The Medicinal Cannabis Dispensary’,
Vancouver, BC

hrep:/fwww.cannabisdispensary.ca/node/13

Today's Menu
updated 05/17M0 @ 4:32pm

CANNABIS BUDS

1. Island Purple Kush ($10/gram) Indica. Organic. Grear pain relief,
appetite inducer, sleep aid.

2. Island Haze ($10/gram)} Saziva. Organic. Sweet taste. Very potent.
Mood elevaior, good for nausea. '

3. OG Kush ($10/gram) Sativa. Energizing. Very clean burning and
fasty.

4. Bubba Kush ($101gram) Mostly Indica. By Boodah Budz. Very
potent, somatic body effects. Cerebral high,

5. René ($10/gram} Mostly Indica. Good daytime Indica. Pain reliever,
appetite inducer.

6. Happy Dutchman ($10/gram) Mostly Indica. An ‘ap’ Indica. Good
daytime pain relief.

7. Medicinal Magic Kush ($10/gram) Mostly Indica.

8. Master Kash ($10/gram) Indica. By Magic Gardens. Large nugs,
clean burning sedative. Kushy spice flavonr.

9. Captain Jack ($10/gram) Mostly Sativa Organic. Very clean,
uplifting, euphoric. Good mood enhancer.

10. Nebuia ($9%/gram) Mostly Sativa. Indoor. Haze genetics. Fruiry
flavour. Transcendental Nebulous high.

11, Turbo ($9/gram) Sativa. Turbo charged Diesel. Very energizing.

12. Champagne ($8.50/gram) Mostly Indica. Good daytime Indica for
pain.

13. Hashplant ($8/gram) Mostly Indica. Classic flavour, fullbody
relaxation. Great for pain relicf.

14. Pinewarp ($7.50/gram) 50/50. Pineberry x Timewarp. Piney wste,
energizing high. Nice buds.

15. 007 ($7.50/gram) Mostly Sativa. Clean, clear, cerebral high. Geod
pain relief, easy creeper.

16. Chernobyl Hybrid ($7.50/gram) Functional, good for daytime pain
relief. Appetite inducer. Focusing and energizing,

17. Cherry Hashplant ($7/gram) 60/40 Indica. Good for daytime pain
relief. Flavourful, Fruity hybrid,

18. Early Bird Kush Mix ($6/gram also in $20, $40 pre-packs) Mostly
Indica. Clean burning. Does the trick for a low price.
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