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(RS54 F18)

ZhidKeup WV ADOHEESEE TIRFTLET T, B TREA
CFEEN, 25N BDORTT v iay ZITHYTIAEAI LR
WETL, ThPRRFRREERICHEYTAARA I LEVET,

(RS54 K18)
KK DEMESODSE  Keup, V. (1970)

A, BitrhE
1. (1K)
a. BREx, EEE, BROBBGRE
b, AR FLLEICHEE) = JIREE
2. (HB2BE
a. Mg, BER, AR
b. EEdE, BB, BT
3. (FE3E
a. F5iE, IRA—REIR
b. ZHEW
4. %O ORE
B. FEOEL
1.§§¢%®%1E,%2E®ﬁ%%ﬁb,§%m%SEmﬂ
1773,
2. DEFMEFIREBICHES 2
C. REI ]
BEIHAVIIEDHRICLIOENE (B2K) BROER
D. HMRNERE
1. B Y ARBHR
BrFEAERT S L BbhABL  BEMEREE L L
. TOHRERBWR '
2. HVFERCHEREINT-BHR
BRIz o L EDbNA ORI T ERERIC L » TR
SRR RESRE L EL NS FWR
3. BT ERICL - THEHEL -FBHR
B R EAICSE o Tl O MICHFEL TW B O RN
HOREBHRERAICE > THEELEDLD
E. J 7 v RBEREMNR
F. FEitRBhzED & Egil
1. HE&tEoREE
FRE L OB ORE, BEOXE, ik
2. BUMLRFWEE (HMEE ?2) OER @R
3. HALBMT (?2)
SREEME (BHEERETEICERD - BRBLOBLE, HEEEL
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(254 F19) |

- b Stringaris &\ 5 ADYETTR, EBROEH LV DR
ﬁ&@ﬁﬂ%T%V%Tﬁbﬁ&ﬁ@btﬁ%,%ﬂ%ﬂﬁ%ﬁﬁ%
PR THTERE, EVIHDEHRD VBRIl TV B & BNE
T

(RT 41 F19)

K- L AEHEENHE  Stringaris, M6 (1972)

1. REEAET
2. BHEEERET
3. BYhE (b v AHER)
4. BV EAEHR
a. EEMESSELIREE

ket - I HMTRIC RS T B 2 BB, KR
Hon T EARLAFICBNT, EENCHEENICD
BET LIRS, EEOERMER L ITE LRV ERRR
RENEZ B HDTHY, EREEORBTICEL %
AE Pl e 3 T 1) — N RRBOREE T HH DT
Hb,

s 0BG, BAERM-TRAEREBLDVIEG IS
BREENEX L0 THHN, HLEEFHHLIVEHAT
wiE AR, BAC L THE > EPEZPILL T,
B L EHEICDI 2 TH . “OBE, [FHREBB LUK
BOBHEOEHL2OPEREATH D,

b. BEMED V) B AR

BEOKFELRE BN TEy A~ LER VDL
B % T Y BBRA RV I FIRICBV T, WD
W BAREGRELRTIRES, OBITRSRFRLO
R R L TR E RS TiREICH S, RERSMILE
EVEEAET O & 5 ik S AR T 2 EREL, &
Kb AVHEEERAE L, WEY, RANERHON
EETHSH, ERICHELTE, ERROK, OF, OR
Y OXETAHENIE R ERFEATH D,

c. hrFrErRER
ﬁ%énTw&Mﬁ#ﬂﬁ%%Eﬁﬁk%%Dﬁéo
d. NEEERE T ERERRORE
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3. BHEAKREE *351F20

1) MEMEIRE

B AREE T, EBMERRL VI LOBREZETRBEYTD
NEVHEETT., hAACL B &2y BbEVWAE LW S ERE
HEINTEYETTRE S, EBEIEL OERTILE FIOFD 245
I KBERREEIC L ARBE - bOTThb, 1 ATERRELTED
T3, BETAESCRERNHLEVAVIRET, BRZEHELTE
DERFATLE, HED2HHF 3 r AL BWTL L IM, TORHR
mbﬂbk%o%hm61MLowTkiTe,hnmrﬁlﬁbf
FIRY, 3,rBBIERELELT, 2hdhb lEEEobl, 1
HEEDRENLREPZ T A THR, MEEDRETRT e
5 L TCABREFAAEITREL, ¥IESRAEAINENIBR%
ZE L, &2 ARFORBIIEFICHFENTERIELAEMD L
B, TAHRZAHLTWD, BagRRX~HTEATHRVERGHE
BEHOLWNWI I LATTR, TEhbfb LARVKES VI D
R E LTHRWTRE, TAREEDRELCHLXEER2, 36L&
BNCHVELER, CTTHLEBEKFECOLOOEELEIL Lo L
Z2IZ\VWEWH T ETT, ERSLIOEFMMIITIHUERATLE
ThEd, Berob ) —o0EFARREAR SN TETINRES, 7
AL 2 L TABRESNEA TR, ZHEES IS > THEDER
T L CEDARRERITL T, BERT SN ADRBIZEH T
A T REDEIER & W S REER B - B, ZOEFANBEIETID
EFFiThEd, FO% (bRt hdb I TIAE] LE-THIX

ﬁj@bfwo;oﬁ Tt T IRRERBRVAEND,
D& DB BRI~ CORREE LD EIE LI L XX —)
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RATE->THE, ThBEL iy B b ATTR, THTE
SNHZEELEIEBSTEILL ILBENWTHBLTIJPCEWVWIATY
», AT VDRBTT MBHVETR, EI~2ERMITTHTE
DT E= Y 77720 THEENWIATTR, EhHI 5V
LB AATRENS I NERLULNET, BE LEMITVWAE
Fhed, RolFV 7575 LTTC, —MICEEICESLAZVL, B
bR, LWIDORIOEHF3RATTR, T, ZOEHIH, W
FFEWLE2bw dSEBHEMITET, ABREZETNEEIATTR,
AL TLEIRRVERRVD, BNLIARWALELL EW
5 &, FRUTHBITFRVALEPOARSESL, EORV LV ELT,
Ab 2 VDIZREERICS D 2 LBERIIRT, TONAICESTT, BE
RAL=F=FLTWBENI ARATT, THIFBRIC3ERBL T
£1, '

2) BEOES

FhrbBEOEE, BESERICRD LD, HROBREZHED
Blpned, ZHRE—EOLOELBWETTE, ZhatdimEd
LRENRHoT LN IEBITT,

3) BRELDET

Y3 HERNRY, BENREEENRZY, ThhbiEaiaER
L EER, HEVCEERBEDREDORENRR, LI BOR
REXBLTND LB IATTR,

4) E£FORRE
EF 4 3R E b ORRICERHICETNO 3EHEVR-TW S0

T Y, ZOAMN3ERB, 3ERITERT D L&, ThnbEd
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3. EHARESE

1. ESEERE (BRE, BREHOBES)

A. HEobo, EXEXLENYIRL, R, AR, E
=, Bu\w—iEf2.4.5.6.

b, BB CEHALVAE, B, EPREERR—ES
1.3.

2. BEOEE

4. BERNEOHEA, 2Bk
L, WEMEZSOXKN (GBIT, H)—EH 2. 4.
5.6.

o, BEOREL
£ R, BSBHES—23.

3. R, BALOET—FEmeREORN
#H4&eES, AFBEG HONE, TRNBELICHEL
BEEENR L TR,

4. EEOBEIL
H2fy, BRIz MR, EAER, BP0,
¥ %, BIFLAREE—2ES

5. FBHERBOBLERE '
EF L. BREE 1 E%%, thERRICARD, £5, #8,
HIDFREORBLERIT, SPICEEIVBRIER

FRMELESTH, BEAXF—BIIT>TEIROLE Y DT )V A
! FLABBRAF—DBAEE, ERXTANAL NLERLGI—T 4%

23, THEKEHTTNS, £HWIEFEOBRBILLEEIVETD,

DSR2 TV BTN EBELBRET,

254 FIZZ TRV RATTIT Y, BT AIEERL NI OH
WEFIZHoT, BELDLALAY 77 THAKSEANL LTHEINT
A LEATTITY, BEH, 7 AU H0% AN THEI80ELHNIL
THCOBEMN1%UTEELEE D7y MIBBNTHY £,
I AREFORITEHE%ERSTREBOET L, Fhbhbry iy ia
AA NI B L, 20~65%DEEEFF-TNDHLRL>TEYEY, 2
Y EENRBIOICHATE TR EWVWIZ ERlH-T, ZTI2V5HH
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BREIZRTHRLUTEELWS ZEEW RN,

BHNICRA L, BEVWAIZOMOESHLFE U L 5 LEER BRI
BOWRWEAY L LD, EEFOLAALTIINZRN, BIZF AU D
2 ETH, 1I9TTREHOBRE TIHRBRE ML 3005 A bW\ T, BEIZR-
TVBHABLE0TAL BVHENBRESL S LS BERHTED £
L, RIZEYVBBEEINTOHADTEAFABRECEREN T -
TETND, BIRAETINMERILT A Y I Tid60. 4% L WHETFEH L
TRBVET, IORHZEERETCELHIVENERL VS bORE
NIZEPBAURRNEEI TR’ H-T, EEHRLWVI L0 AAMMN
WELRBITTOALEELRS ATTIT Y, LALZOEAISWTE
FEEEFEEZ LRV EEEDBEN R BBIA LRV EE LT T,
ENT, =775 0] LnWHHiD<) 77 7R TRBEVAE
EWVOIERHDETHE, Hhodich, EXNIEENSREY EEA
e, 2FMBEBAPDT 7 — MM LTE5%<L 5T, o
FRRBEBHDENWI T —b, TNDDB%IEE > THEVENS
Troy—bheHLTBDET, 2HINHIEEMNLRS L, BICITHE
DFIZBEVCULIEWATTR, SOBRETMENEILDZ T T
Lm&wa,ghme&rﬁtw’kktéhb@@wm@kmo%

EEEOTEL 1,

FRREIDEA T, EFITIIL L > THRLREICRDo T LESLAT
TITE, IR TROD VW ERWET, ZHHB IR L S T8 WELE,
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CHIRE) FEEsetE PO bbb e 5 Z8WE Lz, BRHI6FIEH»Y T
, REEMHRICETATMEIC2EE LTHIBNZWIEEELT,
ERICITEETEEBMNE L XY, ZOEAKE LTIXEAEE
IEF BV LUVERAT Y, RRYRHIICEAShSZ LI
Lo THEDRRIRL BT LEILERHHEVWIZETIENE
F. BELIBAEIEBEE L THRKELARSNWTSK L bHER
&2 Lo TN EVE, RYVELOODHR2VWE I BREENEZ D20
Lihvianend ZHEL Hofebil T EWET,
(BRISE A

HEENSBICEEOBRFL VI D, TREBRLVWEEWTE
OFTHLE WL Y LEATTIT Y, BEIABRBLTILMToTHE
HIELTWABRLAATEFSITLT, ZERMOX S CIEEHZVIZ
THELTWARBERHVELT, FnEboTETELTHALND
MERILTOATNWBEEIr—Abd 5 L[ DiT TR, =ik
AP BHEP LRS- TETESD I B TENEZRELTVDIARD
5 LNIELENARVRELRVATTITRE S, £V I TEHEE
Z TV TREEMRLL AV EREIZIHADT, SEZOBHELZFA-T
BEFEEFIVor—ANHVBEITHAILEI LT, FHhEHF
FTWEE 2 ENTENTHEEREVELRESTVADITTH Y ET,
FobhhMnedS8nELE, |
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1. KEOERREE

U &I

* ¥§ Cannabis sativa (X ( bHHEHM 7+ T
MRS —EEERTH S ([I3-1). BE
DESEMTERERIIL (AR TEY, B
EMERRT T Enbha, KROHR,
s, WIREE b iRiek MEHER LRI O
K& 655 NTOWTENL TR A,

=&, BELLOBMIILTBERTILY,

TR ROCILAFEHILER
LRAEIC s TVWA. HD9, KEDEL T
wERERSrEELAbDET )T 7T
marihuana, Bzt bOr N2
nashish & BETF, & 4 Mo Lo KRR
hashish oil & %. KR M OMMRAEL
ERLELEES L, AETRORE, BEH
SEEMEEOEE, RLNEE, BB %
ORI EAAbn, RETRARESR
ﬁLE%ﬁﬁbE%éh%”.%ﬁmébb

. TN i
erh "\h- " r";

LR

TREEERY, BARMESS, BEAE,

1. KEOERFRE 21

1y, Bz TRBOTROFEM~BEL
Migsns T, WETRENEL(HT D,
BEECORROER LEEEFIREL, L
(LBBROSY, TOAOUECEEE, R
AEOERSE, 565 IFFRLLIlE
o TH BB ENDEANHBTHE. IO
ﬁ@ﬁ%uﬂﬁm%ﬁ%ﬁ:?x%m.ﬁ%
CitAREBEBRTOS, TITH, L&
LASTERA, T FERWCIT- TELTH
mPpAEAErEE, & I, KEIZL o THEES
B BEFECO TR D.

1. <BEEE % A’-tetrahydrocannabinol
(THC) DR EREE"

v b A0 ) KB RIE (508 ke R T
NERBICE-THAVSY, 0Lz
13-2 @ X 3 (2 4% P O cannabidiolic acid
(CBDA) # & £ &R & L7z THCA (A -tetra-
hydrocannabinolic acid) HBLEEE S T THC
Lk, IOANKEOKHGAORETHS.
¥ #- CBD A —Ei8hiz & o THAB LT THC iC
hBHLDLHE THCH—EMRAEIN,
mE M 5 HRIR 2B Ok A L7 THC
OS0%LTFChs, LEROKEY/IDRE
fsmgCBMWTHCﬁ&Héﬂat#ia
na. FORIEREERER & RAfIEe R
<, ERRBLREOE)FAREL )RS
PcBE, HPb3~4fFmd b MHER
o - & 13305 & 56 BM GO BT
. RATIB OB L ) IEEHEEICHI0
L ERECHE TS, BWATRE QTR
HEECEECEREIISHT A (). B
W7 % 4u7: THC 2FF Tll-hydroxy THC, &6
1= 8, tl-dihydroxy THC, 8, 1ll-dihydrozy-
cannabinol ¥ CHBEEND {(13-2). Thso
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kWLt 8 1 4T 7 8 484 ke s Koaben

212 I3 KEREETE

OH

. OH
- COQOH fapk Y COQH
An CsHn (18Hh) o o CzHn
I I
o & BB E iz & DBy
b
HO
OH. OH
hoessmm_ 3
Ay CsHﬁ . o CsHn
m pir:c] '
FRc & 3 1em
CH:0H CHz0H CH20H
HO. HO

OH
i

OH OH
s

—e—

V %CEHH %QHH %cm”

it
¥h, RebAHE

Vi v

El13-2. A’-Tetrahydrocannabinai (THC) DGR & 11
I : cannabidiolic acid (CRDA} [ : 4¥-tetrahydrocannabinolic acid {THCA)

IE : cannabidiol (CBD)

I¥ © A'tetrahydrocannabinol (THC : i&1E)

V i 11-bydroxy-THCUERE) V118, 11-dihydrosy-THC (Tig1E)

W 18, 1l.dihydroxycannabinot (7Aii51E)

DB PP IR &N I B (BEL,
REPLHBMDS 5T, #, Repisibis
na. KD H11-hydroxy THC i THC
ERIFULOMBIERYETA. AERE
5Ly, LB MPRE, #HiRETE
m&aummﬁéﬁfaﬁ.wb@am@f
HREZR- T LS 2mRER L L A s
PELTHCRSD, FHEHEICE NdsiEE
DRIEF IR 20 B REGHYCLE
BHEn T,

2. THC O—RBITEHZHT 3158

TUALZ v MIZTHC 242512, 4
ETIHEREDFWIT 2B 2 & s

BB IIMBI S h, ERICHETS DIk
(walking back), #&AZ%#Iz 8z minia
% (pivoting), ML YWEM X % b 4 (snits.
ing) % &, EREBITHRLTASNAL L
IRETHLRRT L. SUOBREFTEI
w&%$X1ﬂ97m$mm&E®ﬁﬂﬁ
FTOERINBY, THC DRSS
THEY. 2251 ¥ CIREED T8 (head-
twitch) AEBRICIR R S, T hid THC Tk
S bk,

DM, THC /T E Y L — L barbitu.
rate DREIRIER 2 38+ 24¢, $170 92
# I  amphetamine DB EFEB + 4 M+
B TN, NPT ADKB AL 8 sy




BRELBAN, BETELIHDORE
o4 - Tikdc B fTE ks L, THC
Ot ERETH S,

3. BELT—RE

THC D5 THEL L RATIHELRE
EIFEICH T VT —KENH B, Hi3-3
IEmERB LI, 73R T 9 hAREEHE
b SNLTERLESTACERIHET
BIEMTELRARETSS.

I. REEOEBERE 213

/A2 ~1) K — I haloperidol (HED) &2 &£ @
PURAIES, KERSHIEE#HOT LT
-RBERERTIILRILALRTEY,
TR SAABR N S HEOERIIL 5
TR AL0T, BEMCIHTHENAREI &
Bot—F vy = XAz o ES EREHE
HizfddaitiHLAhIISNTE,

L#aL, THCHE FTEOL ) LHRER
BRERERITOOTIEHEW, AF LT
S —REFOLDS THCIL L 5 DIEF,

133, THCkI-THERSIhAS VY
-
A BTREBmMBICRESY. BB RBEE
iz E(RETE.
B:i#Erar s TtHELEETH. BHER
EEG EL v,
C:aEsalsEIndATH AR IR YRIT S,
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ﬁ.ﬁ%&tmﬂ%ﬂﬂ?ﬁ%umﬁ%ﬁu- A HEiE
HPD DHpE L Eda D B25b, 2612 HPD

LB 5V 7o -RBELREZOHREHR, B Wistar % v b 14 - V4 W EET
RE-HR, HAVREHOBBICZL -T2 OWFAF LAaMS, B0 1E THC6mg/ke
CHBLZ 220128 LT, THCOZHhiL OEERESERITTCH, 2:BHETHET v
ECHEFLETT, FMIBERT SR EikEF FDITENIE A DT A LR P TIN,
DD L o Tl TERIIH S Y 1SHBLFEL HIEEBBERIDE EHIZTT A
(8|13-1). chlETHCIZkBA Y L7y — M AETITE (muricide) ¥ R¥ 5 » ¢ {(E
WHEENBREBGMNRELVWARTHDI I L 13-4) M >, — 7, EMEELAT -
PR, EMTRA LTI —ERIISRRB,
EAT Y-, RIRERECTALN, LA
BEEOEELRANL, hi, Hbhvidk
RIDK BHEEREOLECMRD 2/ERAS D
itz e,

EERmASATSH, THCIZE B T L
Tr—idpiEnz) VB, #AFaI-NT I
{CA)RFITTHRL, o b= 5-HT)FHH
BOMSHFROGETHPD DZ R LAV - T
BleoTwpEEIFD™ Mi3-4. THC itk - THRENE T 7 b O

muricide

RT3, THCBIUNTA) F—LERA F L7y~ RIZTHRREANBE 26T
Fafig OB mm ek

h LT - RRE By LTy -{RE
fCra v Bmg iR BN
THC naa) F= THC o) =i

runvowiy 1@ t @ | HE — b
FASRFTI tt 0.2 t1 (0.2) | BiRE-tEE — Vi
TrOEY iy tosy 11 5 |8 R — U
Ea) U R 5 T A O A ¥4 NERERETd b1 il
L- kot Ly (200 l (400) | WtkfEpE L L 1]
Trrdily L) 10.5) { (20

{11758 bEofeoy b L 20

SSevadi b T b7 Lloo(100)

SFAMFIIAFALMYTF I, L)L O(0.2)

PooagEL LD — AR O ) L HEOELERS T RAEE ng/kg) RIS
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MIZTHC #3557 3 &, 7o 2 1EAND PR LR bMART, CnERoTLED
m5e, E LB LAECESD & (F13-5), Sradh, ELIFa—sPRFETHEAS
muricide ¥ b RETL A o4 L, O (T LR BEEELRLA, BPTUR
DHBRTEIGMEAE T HRITAHM|RY, 1008 T AERMORTIEMRREROR
BTHLEDLYRLERTEI LbY o < l3pE S (Y, THCIXS % TH THC Off -
(H13-6)°. 7, chbDI v PRTIA HAEnTWBMIcT » PHEIREREE LD
CEPYBREETHAEIEb DYoL

X6 mEBREVWD £I2iE, THC OKRET
ot ARERERBLAT» FE] # AEL
LLERLR, BMEEESCRAFIYD
Bz B LT ~NTOT » PHIRIBED (S &
b2 ¢, BRLFToroBEEBEELS
70 ([@13-7°, $FF0 7 » b & muricide
‘ _ - bEE Lk or (B3N LAl 15H
E ok HOBREER, BURBHEEIIRLTRSL,

BRI TNTNT » PHFTREBN DK

E©13-5. THC ok oCHRESNE5 v b O
BT LIHERD

::g) (muriclde}
o B
9
5 %0 — —e
2
- a0
£
2
0
L I L i 1 1 [ —
graflm | 3 5 7 10 18 2 5 0 60 100 doys
(rod-attack)
4 —— * —
3
o
g 2
[¥)
[}
\
L H e
L 1 [ L (] L] ] 1 1 S |
i) 5 20 ] 30 50 100 days

pra.60m 1 3 5 7
Ei13-6. THCIZE 20 B 4T B (Fujiwara & Ueki™)
rieide (7 Af LTSN R B v T 5 MEGERAL, THC 6 melks THIEAHES Licie, #IRRAAL %R
muricide BROFE oo Rms LE, ELH L AEic T B R (rod-atrack) nigET AT Y

LTTFEERLAE.
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o
=3

Y
o
¥

-]
T

Incidence of rod-attack behavior

Nm | 5

10 15day 120m 1 3 7 15day

group heusing

incidence of muricide

m 1 §

Isolated housing

10 15day  120m . 1 E 15day

group housing

Isolated houslng

B13-7, THC izt o THRE A LRBETMORAE &ML

B (Fujiwara & Uekit')

iﬂﬁm&ﬂoaqbunmélﬁﬁéLt.ﬁuH15&Eﬁqum¢
behavior) 35 & UF muricide %339 L Y12 0229 o b T IR A & 2T D
ORBATIIHY R LN AP SIE~DHIEE 3L Y L(ER), #
mwivrfumwmmﬁm%TéCTmL155&uﬁvmmﬁﬁtELf

PEERBEVRRTHERT E Scu s,

BEETT I 0ol Thbh, 1o
ARBL BB ESATRERECES bW
Lrai-ni 2 bBIITha. Thitvrta
ENDTT Yoy s BEBEUEFHO &
TIBE bR, BeRE,

LB, ~EIHI DI 4 b O muricide
THMIT 2%, & QBB RMCL - TEfE
T & THC # 5 muricide 1245 5 DESTTHE
ﬁ%tﬂﬂén,ﬁﬁi%u%bwfﬂ%$
BEFATHD.

KIZHBBES - T/ THC HIIT EE T

BUREBETION L IMENSBAT &

YRR OMEBELY R~ SR, p-chlorophe-
nylalanine % 5, 6-dihydroxytryptamine 12 X

DREA 5-HT % S€725 5 M2 THC
ﬁ%?&&.ﬁﬂm%L&W¥ﬁﬁ%ﬁf%
FHL muricide HRBET 5 & dibd o7

ESR AT § 7 6-hydroxydopamine O B X P9 3%
5T, MR CABIZELHIBLES » b -
THC 2452 &, % 9 M muricide & b
b, LB Lvikiimsssie L, &
Nems 4 b THIL—iEIz ¥ 3 ER A

Fmo o



broblBRiFTHLVBEEETT
BU LAY, oS fTEIEYETLY
JRE (@3- A EBMFHALL. 20
hyperirritable aggression 2§ 2ETH £
CHIRE 83", AR X o THUEIZI
fishazbAdbdhaiz. ZORTITENL,
Fot3 ORI & 0 EREHEII R o 7
NI VEBFEEROBEIZLOERTLLOL
BEbhbhab,

B 7 3 vBREQVAAIZL o T, THC

LEARBTFEM O NIEFERIIE{LTAC

ERBIREIETHD, LHZBY2
THC DHEHERA L TDADBEOREVHA
Lo THELKREDRELTRRTLH6D
ThHo.

i TP N
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5 ZFEBAMBEOESE

AT TR RO RO Z BRI
bz i LSl TOHNBNT
had, PEIcLh, I PERLEBICZ2E
EABI LR LITNTOEIERAL SIS
75 ([EI9KE). 7 v FPRIOTHOET
DlHI, EBROEDRVEFIFPNIITS
OTIWL(, EBROERLZELBLT, ¥E8
nEAEOCRBLEGLOHBERRETIRATS
IEMhdhoTwhA, SOLIEETHIN:
EREQY THC OFS I L - TEHIEE
N, T FREOLEVEBICAERTLAD
Atr X AT h s E9A)Y T bTH
THC BB S A ERRENERLEELE

[E13-8. 6-Hydroxydopamine DRSENE G L o THAAF 2 -1 7 3 Y REEHHS
L7=5 v FIC THC #85 LTH & 51 5 hyperirritable aggression (Fujiwara 67)
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Vehicle

THC 6 mg/kgl{RR2MAHRS)

=)

EH@.Aﬁmﬂﬂﬁﬁﬁﬂsﬂéiwb@ﬂﬂbﬁﬁKRR?THCQ%@mEN
Emu%mmﬂ#%&Lcaar.ﬁﬂuﬂmGMMgMEﬁﬁémlﬁMEmﬁmﬂm

ZFhIITHB.
Ehi)ic

kﬁdvﬁzvﬁvbfﬁ,Eﬁﬁtw&
Lfﬁ&ﬂ&wiﬁ&ﬁ&@ﬁﬁﬁ%%%ﬂ
Té.L#t%@ﬁ#ﬁmuﬁﬁu;b,i

ﬁﬁﬁ%®M®%#u;or%L<ﬁW?a

FLTEDIEMOBMA A= X itz L AL
DhoTnuiv, ZofRIBBOERIITe
MEL LTORBRORREEL 12T 570
TR, #umsiEoms +88y2L
KO RBELBRMETHOOLE2 5.
(E-REBF, BRI, BEnh)

(3 &)
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Abstract

The use of cannabis, a psychoactive substance under international control, is widespread throughout the world.
Reliable information on the actual and poteatial health consequences of cannabis use is thus an important inpul
into health policy analysis and for the development of national and international drug control strategies.

The last WHO report on this topic was issued jointly with the Addiction Research Foundation of Ontario in 1981
(ARF/WHO Scientific Meeting on Adverse Health and Behavioural Conseguences of Cannabis Use). In the
intervening years, there have been many requests for an updated WHO report on the health consequences of]
cannabis use.

In response to these requests, WHO convened a group of scientific experts on cannabis in Geneva in November
1993, The present report is the end-product of a review and update process which started at that meeting. This
report provides a review and summary of current knowledge about cannabis use and health effects, and is likely
to be relevant for policy makers, public health officials, educators, and others concerned with health promotion,

Epidemiological studies from Austratia, Cavada, Burope, and the USA have indicated an increase in the prevalence
of cannabis use by young people over the last decade. In other regions, mostly in developing countries, data
available is more scarce, making it difficult to draw any conclusions about the general levels of cannabis use in
these countries.

There have been significant advances in research over the last 15 years. These include: basic research on the
mechanism of aclion of cannabinoids (of which a-9-tetrahydrocannabinol or THC is the most potent), the
molecular structure needed for such action, the discovery of a specific receptor molecule to which the cannabinoid
molecule attaches in brain cells and other tissue sites, the discovery of a natural chernical substance in the brain|
that normally acts on those receptor sites, and the mapping of the receptor sites in various parts of the brain and
elsewhere in the body, Cannabis acutely impairs cognitive development and psychomotor performance, which
increases the risk of motor vehicle accidents among those who drive intoxicated by cannabis. There has also been
substantial progress in understanding the chronic effects of cannabis on the respiratory system and on various
types of cells in the body’s immume system. Chronically, there are selective impaitments of cognitive functioning,
and a dependence syndrome may develop. Chronic cannabis use may also exacerbate schizophrenia in affected
individuals. On the other hand, several studies have demonstrated therapeutic effects of THC for nausea and
vomiting in advanced stages of cancer and AIDS and studies on other therapeutic uses are underway,

There is a clear need for both epidemiological and applied research on cannabis and its derivatives. There are
important gaps in knowledge about the health consequences of cannabis use which need to be addressed by well-
controlled studies, including data on the patterns and consequences of cannabis use in developing countries, the
chronic adverse effects of cannabis use and on the relative effectiveness of cannabinoids for medical use.

© World Health Organization, 1997
This document is not a formal publication of the World Health Qrganization (WHO), and all rights are reserved by the
Organization, The document may, however, be frecly reviewed, abstracted, reproduced and transtated, in part or in whole, but

not for sale’ nor for use in conjunction with comumercial purposes.

The views expressed in documents by named authors are solely the responsibility of those authors.
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1. Why this report now ?

1.1 Need for the report

The goal of the World Health Organization (WHG) is to promote the highest possible level of health for all peoples
of the world. Psychoactive substances are a major cause of disease and injury in all regions of the world and a
significant impediment to progress of ‘health for all’ strategies.

The use of cannabis, a psychoactive substance under international control, is widespread throughout the world.
Reliable information of the actual and potential health consequences of cannabis use, including the costs dnd benefits
of different interventions, is thus an important input info health policy analysis and for the development of national
and international drug control strategies.

The last WHO report on this topic was issued jointly with the Addiction Research Foundation of Ontario in 1981
(ARF/WHO Scientific Meeting on Adverse Health and Behavioural Consequences of Cannabis Use). In the
intervening years, there have been many requests for anupdated WHO report on the health conseguences of cannabis
use.

In response o these requests, WHO convened a group of scientific experis on cannabis in Geneva in November
1993. The participants at this meeting (listed in Annex 1) agreed that an updated report on the health consequences
of cannabis use should be prepared, and adopted a two-stage plan o produce such a report. First, scientists were
commuissioned to produce extensive literature reviews in the form of background papers on vatious topics, and these
were reviewed by other experts. The authors and titles of the background documents are listed in Annex 2. Second,
based on these reviews, & summary report was drafted by the original gronp of experts during a second meeting held
in Geneva from 22-24 May 1995,

The draft summary report was then circulated to selected scientists of the WHO Expert Advisory Panel for Drug
Dependence and Alcohol Problems, WHO Collaborating Centres, as well as other scientists and various technical
units within WHO. Subsequently, the report was revised on the basis of these comments and in collaboration with
the authors of the relevant sections of the summary report. The present report is thus a collaborative review based
on inputs from scientists and public health specialists in all regions of the world.

1.2 Purpose and content of the report

This report provides a review and summary of current knowledge about cannabis use and heaith effects, and is likely
to be relevant for policy makers, public health officials, educators, and others concerned with health promotion. The
report is intended less for the use of research scientists and clinical experts, who usually have access to detailed
information and studies through specialty journals and monographs, and computerized bibliographic services. In
preparing this report, an effort has been made to summarize knowledge without using excessively technical language
where possible, or with only essential bibliographic documentation, and with an emphasis on the major changes in
knowledge in the past fifteen years and their potential implications.

There have indeed been significant advances in some areas in the last fifteen years. These include; basic research on
the mechanism of action of cannabinoids, the molecular structure needed for such action, the discovery of a specific
receptor molecule to which the cannabinpid molecnle attaches in brain cells and other tissue sites, the discovery of
a natural chemical substance in the brain that normally acts on those receptor sites, and the mapping of the receptor
sites in various parts of the brain and clsewhere in the body. There has also been substantial progress in
understanding the effects of cannabis on the respiratory system and on various types of cells in the bodys immune
system. Issues suchas the link between cannabis use and schizophrenia, and the nature of cannabis dependence,
have been substantially clarified, I contrast, in a number of other areas there has been no fundamental change in
understanding, All of these matters are developed in greater depth in the body of this report.
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1.3 Other sources of recent information

The background papers that served as the basis of this summary report contain much more detailed information and
more complete lists of bibliographic references on the individual topics which they cover (see Annex 2 for a
complete list).

In addition, 2 number of major reviews of the cannabis literature bave appeared during the past few years (e.g. Arif
& Westermeyer, 1988; Hall et al., 1994; Kandel, 1993; Mechoulam et al., 1994; Musty et al,, 1991; Adams &
Martin, 1996), and these have been taken info account when preparing this report. More detail on various issues
discussed in this report can be found in these reviews.

2. Cannabis and health: some issues about inference

The approach to assessing the health effects of cannabis use followed in this report is the same as has been adopted
by WHO/PSA to assess the health effects of the use of zlcohol, tobacco and other psychoactive substances, namely
that a reasonable standard of scientific proof is required to arrive at conclusions about the probable adverse health
effects of cannabis. Some of these issues involved in assessing whether scientific evidence does indeed constitute
causality are outlined below.

2.1 Making causal inferences

Causal inferences require, among other things, evidence of an association between cannabis use and an adverse
health outcome; evidence that cannabis use preceded the health ountcome; evidence that chance is an unlikely
explanation of the association; and the exclusion of plausible alternative explanations of the asseciation.

Reasonable evidence of an association between cannabis use and a health outcome is provided by the observation
of such a relationship in case-control, cross-sectional, cohort, or experimental studies.

If cannabis use is the cause of an adverse health effect then there should be good evidence that cannabis use precedes
the health effect, The strongest such evidence is provided by an observational cohort study or an experiment. In the
case of cannabis, such studies are difficult to conduct due to the fact that cannabis is an internationally controfled
psychoactive substance.

Chance can be ruled out if proper statistical evaluation indicates that the likelihood that the result may have occurred
by chance is very small. .

The alternative explanation that is much harder to exclude is that any relationship between cannabis use and a health
outcome is due to an unmeasured variable which causes both cannabis use and the adverse health effect, ie. a
‘confounding’ factor or factors, Experimental evidence provides the 'gold standard’ for ruling out such explanations.
This would require the random assignment of persons to use or not use cannabis, so as to ensure that users and non-
users were equivalent in all relevant respects prior to their cannabis exposure. However, such random assignment
is unethical, except in studies of innocuous health effects, because of the unacceptable risks imposed on volunteer
subjects, quite apart from legal considerations in the case of cannabis.

Experiments using laboratory animals permit random assignment of subjects to cannabis or placebo exposure.
There may be, however, considerable problems in extrapolating results across species. These may be minimized by
proper attention to the importance of different routes of administration {e.g. oral, intravenous), different forms of
cannabis (e.g. pure cannabinoids versus smoked cannabis plant material), and the question of equivalence of doses
in different species (e.g. rat versus humany).
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When an appropriate animal model does not exist, or when human experiments are unethical, observational studies
are necessary and provided they are properly conducted, non-causal factors can be controlled. 1f the relationship
persists after such statistical adjustment, then the probability is increased that the health outcome is due to the effect
of the exposure, in this case cannabis use.

Causal inferences can be drawn from research findings by judging the extent to which the evidence meets widely
accepted criteria. These include: strength of association, consistency of association, specificity, dose-response,
biological plausibility, and coherence with other knowledge. These criteria are not sufficient to show that an
association is causal but the more that are met, the more likely it is that the association is causal.

2.2 Acute and chronic health effects

Any atteropt to summarize the health effects of cannabis, or of any other psychoactive substance, runs the risk of
oversimplification. The health effects experienced by a user will depend not only on the fact that cannabis was used,
but also on a host of other factors. Acute drug effects, for example, will be influenced by the dose, the mode of
administration, the vser’s prior experience with the drug, concurrent drug use, and the user’s expectation, mood state
and attitudes towards substance use, as well as environmental, biological and genetic factors.

The acute health effects of any psychoactive substance are conceptually easier to appraise than its chronic health
effects: the temporal order of substance use and effect is clear; drug use and ils effects typically occur closely
together in time; and if the effects are not life-threatening or otherwise dangerous, they can be reliably reproduced
by administering the psychoactive substance experimentally under controlled conditions. However, in such studies,
the possibility of controlling for blood levels of THC (a-9- tetrahydrocannabinol, the main active principle of
cannabis) would allow stronger causal inferences between effects and THC levels as there is a great variability in
bioavailability (amount of a substance which is available after absorption by any route) according to the route of
administration. It is more difficult to atiribute relatively rare acute adverse experiences (e.g. flashbacks, psychotic
symptoms) to substance use. It is difficult to decide whether these are: rarc events that are coincidental with
substance intake; the effects of other psychoactive substances which are ofien taken together with cannabis; rare
consequences of substance use that only occur at very high doses; manifestations of unusual forms of personal
vulnerability; or the results of interactions between different substances.

Causal inferences about the long-term effects of chronic cannabis use become more difficult the longer the interval
between use and the occurrence of the ill effects; the longer the interval, the more numerous the alternative
explanations that need to be excluded. With continued chronic use this interval does not exist although it js still
difficult to make causal inferences due to concurrent factors. The most rigorous evidence of chronic health effects
is provided by laboratory studies of experimental animals in which well controlled doses are administered over a
substantial period of the animals lives, However, a great many assumptions have to be made jn extrapolating from
health effects observed in laboratory animals to the probable health effects of equivalent doses and patterns of use
in humans. In addition, there may be problems in extrapolating from studies with pure THC to human expexience
with crude cannabis preparations. The plant material contains many other compounds, both cannabinoid and non-
cannabinoid in nature, and the possibility must always be considered that differences between experimental and
clinical observations may be due in part to the effects of these other substances. Ideally, as bicavailability following
the smoking route varies considerably between and within subjects, the measurement of blood levels of
tetrahydrocannabinols should be included in any study design.

Epidemiological studies of the relationship between cannabis use and disease in humans are clearly relevant for
public health policy, but they are less rigorous in assessing the degree of exposure to cannabis and in excluding
altemative explanations of observed associations. There is consequently uncertainty about the interpretation of both
'positive’ and ‘negative' human epidemiological evidence. In the case of positive findings, cannabis use is often
corelated with the use of other psychoactive substances (e.g. alcohol and tobacco) which are known to affect health
adversely, This makes it difficult to confidently attribute (or exclude) soms of these adverse health effects to

camnabis use. When epidemiological studies fail to find adverse health effects of chronic cannabis use, it is
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nonetheless uncertain whether the substance has indeed few, il any, chronic effects in humans, or whether we have
not used sufficiently sensitive methods or procedures (e.g. cohort size) to reliably detect such effects. Studies on
cannabis-related impairments conducted in cultures with traditional, social use-of cannabis, might be helpful in
distingishing between the effects of cannabis use per se and those of a lifestyle ofien associated with illicit
substance use.

3.  Epidemiology of cannabis use
31 Methedological aspects of assessing capnabis use

The earlier literature on patterns of cannabis use is largely based on studies in developed countries, reflecting the
emergence of widespread cannabis use among adolescents and young adults in these countries, and the health, legal
and social concerns that this has led to. However, an increasing number of studies (for example, Smart et al., 1980;
Carlini et al,, 1990; Adelekan, 1989; Kramer, 1990) have been carried ont in developing countries (in this case,
Bahamas, Brazil, Nigeria and Venezuela, respectively), which provide some insight into cannabis use in developing
countries as weil.

Because cannabis is an illegal psychoactive substance, (cannabis and cannabis resin and extracts and tinctures of
capnabis are included in Schedule I of the Single Convention on Narcotic Drugs, 1961, as amended by the 1972
Protocol), data on the levels and patterns of its use are much less widely available than on the use of alcohol and
tobacco. Moreover, the illegality of cannabis gives rise to a number of potential biases that operate to underestimate
the prevalence of its use. First, illicit substance users are likely to be under-sampled in household surveys, and those
who are contacted may be reluctant to participate in a survey, Second, even if users agree to participate they may
be less inclined to give truthful responses. Despite these biases there is sufficient evidence for the validity of self-
reported substance-use in carefully designed studies to permit inferences about trends in illicit substance use.

No attempt has been made to estimate global figures on the prevalence of cannabis use, given the different methods
of data collection, analysis, definitions and periods when surveys have been carcied out, However, the United
Nations Drug Control Programme has estimated the number of cannabis 'abusers’ (annual prevalence) in the 1990s
at 141 million people, i.e. 2.45 per cent of the world’s population, based on figures given by Member States

(UNDCP, 1997).
3_.2 North America
3.2.1 United States of America

The United States have regularly underiaken surveys of illicit substance use over the Jast 15 10 20 years; these
include the National Household Survey on Drug Abuse, conducted throughout the US on a regular basis by the
National Institute on Drug Abuse (NIDA) since 1972 (NIDA, $992); and the ‘Monitoring the Future' nationwide
surveys of samples of high school seniors, college students and young adults, copducted annually since 1975
(Johnston et al., 1997).

The NIDA national houschold survey originally covered approximately 9000 persons aged 12 years and older in
randomly selected households throughout the US every two to three years. Since 1991, the survey has been
conducted annnally on over 30 000 participants.

In 1992, one-third of the national household sample reported that they had tried cannabis, 9 per cent had used it in
the past year, and 4 per cent reported that they were current users. Lifetime use ranged from 11 per cent among those
aged 12 to 17 years to 59 per cent among those aged 26 to 34 years, while 25 per cent of those over the age of 35
years reported some use. Rates of discontinuation of use wete high, with over two-thirds of men and three-quarters
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of women who were ever users not having used cannabis in the last year. Weekly cannabis use was uncommon: it
was higher among men than women (9 per cent of men and 6 per cent of women), with a peak prevalence of 21 per
cent among those aged 12 to 17 years who had ever used cannabis. Time series data from 1974 to 1990 showed that
the prevalence of cannabis use increéased throughout the 1970s, peaked in 1979, and declined steadily throughout
the 1980s to levels lower than those reported in 1974,

The 'Monitoring the Future’ surveys (Johnston et al., 1997) show wide fluctuations since 1975 in cannabis use
among American adolescents in secondary school; lifetiroe prevalence among twelfth-graders (ages 16 to 18 years)
peaked at 65 per cent in 1980 and had fallen by nearly half by the early 1990s; use in the last year peaked at 51 per
cent in 1979 and felt by more than 60 per cent by 1992. The rate of noncontinuation also rose considerably
(Table 1). While most users of other illicit substances bad also used cannabis, trends in the use of those substances
were independent of trends in cannabis use.

Table 1. Teends in Cannabis Use among Twelfth-Graders in the USA

% Any Lifetime % AnyUse in % Noncontinuation Rates*
Use Past 12 Months
Used Any Used 10+
Times
1975 47 40 15 T4
1980 60 _ 4% 15 5
1985 54 41 25 8
1990 41 27 34 i2
1992 33 22 33 1
1993 35 2% 26 8
1994 38 ' 3
1995 42 35
1996 45 36 -
Source: Johnston et al., 1997
* This variable is defined as the percentages of those who ever used the drug {or used it 10 or more times) but did nof use it in the

past year. ‘o avoid the implication of confirmed permanent cessation ofuse, which logically cannot be inferred from the survey,
the investipators used the term "noncontinuation’ rather than “discontinuation’.

After more than a decade of steady decline in cannabis use, the 1992 survey of eighth-graders (ages 14 to 16)
and the 1993 and 1994 surveys of eighth-, tenth- and twelfth-graders showed an abrupt rise in all three grades,
and a smaller rise among college students and young aduits. There were increases in both the initiation rate and
prevalence of continued use (Johnston et al,, 1997). .
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hnston and his colleagues have marshalied considerable evidence that changes in attitudes and beliefs about
nnabis use explained the steady decrease during the 1980s, and the more recent increase in use. They report that

increased perception of the risks of cannabis use was strongly correlated with decreased rates of use over time,
rile in the most recent years, there was a significant decline in perceived dangers of cannabis use (Johnston, 1995).

2.2 Canpada

national telephone survey was conducted in Canada in 1994 by Health Canada of 12 155 persons aged 15 years
dolder. Overall, 28.2 per cent of the saruple reported that they had ever used cannabis, but only 7.4 per cent has
ed cannabis in the past year. Rates of use were twice as high 2mong males than females, Prevalence of current
e declined with age from a high of 26.1 per cent among those aged 15 to 17 years to 1.4 per cent among those aged

' to 54 years and 0.7 per cent among those aged 55 to 64 years. Rates of discontinuation were substantial, with
ly 26 per cent of those who had ever used cannabis baving done so in the past year.

sere have been a number of school surveys conducted in various provinces throughout Canada since the mid-1970s.
he most consistent trend has been an increase in prevalence through the 1970s, then a sharp decline through the
180s. Rates of illicit drug use were lower in Ontario than in the neighbouring United States of America. The size
'the decline in rates of annual cannabis use was greater than for other substances. Among cannabis users,
:quency of use has also declined since 1979 (Adlaf et al., 1995). However, there have been some more recent
creases in overall rates of cannabis use within the last few years.

3 Australia and New Zealand

snnabis continues to be the most widely used illicit psychoactive substance in Australia, with approximately one
ird of adults reporting that they had used the substance, and 72 per cent of 21l young adults between the ages of
) and 24 at some point in their lives having used cannabis (de Zwart et al., 1994). In a nationa! household survey
‘adults conducted in 1993, the prevalence of use was related to gender and age. Men were more likely to have used
an women, and adults over the age of 45 years were much less likely to have used than younger adulis. This
flects the initiation of widespread cannabis use among young Australian adults in the early 1970s (Donnelly &
all, 1994).

are than, half of those who had ever used cannabis in Australia had discontinued their vse, or continued to use less
an weekly, Seven per cent of women and 15 per cent of men became weekly users. Weekly cannabis use was nost
mmon arnong younger age groups, and highest among those aged 20 to 24 years, declining steeply thereafter. The
e of cannabis has increased dramatically over the past 20 years, with the proportion reporting ever baving used
e substance increasing from 12 per cent of adults in 1973, to 28 per cent in 1985, and then to 34 per cent in 1993
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(Donelly & Hall, 1994). The 'Omnibus’ household surveys that were conducted throughout the 1970s by market
research companies also showed that there has been an increase in the prevalence of cannabis vse for all age groups
between 1973 and 1984 (McAllister et al., 1991).

In New Zealand, a 1990 survey showed that 12 per cent of New Zealanders between 15 and 45 years of age had uscd
cannabis in the previous 12 montbs (Black & Casswell, 1991) . Forty-three per cent of New Zealanders in the age
group report lifetime cannabis use. In 1991, a study of 949, 13 to 14 year old children showed that by the age of 15
years, approximately 10 per cent had used cannabis on one or more occasions, and 2.2 per cent reported using
cannabis on more than ten occasions (Fergusson et al., 1993).

34 Europe

The WHO Regional Office for Europe bas collected results from a series of surveys in the European region on drug
use among the general population. In 21 countries that were surveyed in the western part of the WHO European
Region, cannabis has been reported as the most used illicit drug in the general population. In Depmark, in 1994,
approximately 37 per cent of those between the ages of 16 and 44 have indicated they had used cannabis at least
once. Using survey data through the mail, approximately 40 per cent of the same cohort had said they had used
cannabis, indicating a slight rise in use in Denrnark. In 1991 in Switzerland, 17 per-cent of adults aged 17 to 45
reported ever use of cannabis. In a 1994 survey, 50 per cent of youth by the age of 20 said they had tried cannabis
at least once, a considerable increase. However, this may be due in part to the young age of the cohoit. In
Germany, 2 1994 survey of 18 to 59 year olds indicated that 13.6 per cent of those in the westem part of the country
_ had ever used cannabis, as opposed to 2.8 per cent of those in the eastem part of the conniry. The prevalence of ever
use in the United Kingdom in 1992 was 14 per cent among 12 to 59 year olds (Haxkin et al., 1997).

For all of the countries participating in the survey, current use, as expected, was much lower than ever use, indicating
that cessation of use is very common. In the broad adult population, no more than 6 per cent in all of the countries
for which data are available were using cannabis in. the month prior to the survey. Among those in the age group
16 to 19 years, current use is generally higher. In the UK in 1991, 23 per cent of males and 13 per cent of females
in this age group had used canuabis in the previous year, while among the 20 to 24 year age group, 18 per cent of
males and 11 per cent of females had used cannabis during the last year. In Denmark, two 1994 surveys found that
14 per cent and 10 per cent of those aged 16 to 19, and 12 per cent, and 20 per cent of those 20 to 24 years of age,
had used cannabis during the previous year (Harkin et al., 1997).

Seven of the eight Westemn European countries which participated in a survey on trends in cannabis use indicated
tha¢ current use was increasing. Thesé include France, where drug use generally has increased among young peopie
since 1978, and the UK, where in school surveys the percentages of 13 and 14 year-olds who have ever used cannabis
more than doubled from 1989 to 1993; and the percentage at ages 15 and 16 increased sixfold over the same period.
Luxembourg reported that cannabis use had increased by about 20 to 25 per cent in the last ten years (Harkin et al.,
1997).

The Pompidou Gronp (Johnston et al., 1994) has undertaken a study of the feasibility and validity of using high
school surveys to moniter illicit substance use among high school students in Belgium, France, Greece, Italy, the
Netherlands, Portugal and Sweden (using a sample from the USA far comparison). The study showed that it was
possible to oblain valid data on illicit substance use. Tt found that the prevalence rates of almost ail illicit
psychoactive substances were generally higher in the USA sample. In the European samples, cannabis had been used
at least once by 10 per cent to 36 per cent of the older student population, and had been used in the past 30 days by
between 3 per cent and 14 per cent of the European students as 2 gainst 19 per cent of the USA students. Cannabis
was used on a near daily basis by 1 per cent or less of the European samples compared to 3 per cent in the USA.

In the Netherlands, a large national survey of substance use among more than 10 000 high school students aged 10
to 18 years old was conducted in 1992. About one-third of males and one-fifth of females had ever used cannabis
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Zwart et al., 1994). Data from three national school surveys in 1984, 1988 and 1992, showed large increases
15¢ between 1988 and 1992, particularly among older males. In the UK, a survey of 3258 randomly selected
isehold residents found that the lifetime prevalence of illicit substance use was 6.9 per cent, with the most
nmonly used substance being cannabis (Russell et al., 1994).

<en together, these data suggest that there bas been an increase in the prevalence of cannabis use by young people
ir the last decade in Europe, as well as in Australia, Canada and the USA.

Cannabis use in other regions

- over ten centuries, opium and cannbis bave been used as therapeutic agents in the treatment of 2 wide variety
ailments, or as part of celebrations or as  spice in food in African and Asian countries (UNDCP, 1997). There
, however limited survey data on trends in cannabis and other illicit substance use in these countries and other
1s of the world. Occasional surveys are reported from specific countries but in most cases these data only provide
rde indication of levels of cannabis use, Survey methods are rarely reported, and results ave often published only
summary form. It is often unclear whether reported rates of use refer to ever having used or to more frequent use,
1there are rarely any data on rates of use in different age groups and for men and women. Often only an overall
e of cannabis use is reported for all adults which understates rates of cannabis use among young adults who are
: heaviest users.

& lack of standerdized methods for sampling and surveys, the limited data reported, and the absence of detailed
: and sex-specific rates from most of these countries indicates the urgent need for promoting comparable data
lection among countries. In this respect, WHO has tecently completed guidelines on the use of standardized
vey methods for use by countries to promote comparable data collection and to more accurately assess cross-
tural differences in rates and patterns of cannabis use.! With these caveats, the data are briefly described below.

Wl Africa

rican tribes also made considerable use of canabis - in Tanzania, the drog found its way into the diet of the
uthern Highlands where cannabis leaves and seeds were used as a spice in the preparation of special dishes.
aditional healers in Tanzania have also been known to use an extract from the cannabis plant for the treatment of
rache (Kilonzo & Kaaya, 1994).

nnabis is a traditional psychoactive substance in sub-Saharan Africa, mainly used for ritualistic or medical
rposes, but to a varying degree also accepted as an intoxicant (DuToit, 1980). A few studies on psychoactive
ystance use among secondary school students have been conducted in some sub-Saharan countries, mainly in
geria and Kenya (Adelekan, 1989; Dhadphale et al., 1982}, showing the existence of experimentation and use of
dous substances among adolescents, although prevalence was generally lower than in Europe.

1990 and 1994, two large surveys were conducted among secondary schoo! students in Zimbabwe (Eide & Acuda,
95; 1996). In 1990, the prevalence of lifetime use of cannabis among 12 to 14 year old students varied between
i per cent for boys and 1.0 per cent for girls, while among 17 to 18 year old students it varied between 12.7 per

' WHO Manual on Substance Abuse Epidemiology (in draft), Available from the WHO
pgramme on Substance Abuse, Geneva 1997, :
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cent for boys and 3.2 per cent for girls. Cannabis use was more prevalent among males of lower socioeconomic
strata living in high-density urban areas, possibly reflecting its comparatively low price.

The data from 1994 indicated a trend towards an increase in lifetime use of cannabis among private school students,
suggesting a diffusion from lower to higher socioeconomic strata. This trend needs to be further investigated.
Cannabis use during the last 30 days also slightly increased among male students in the 1994 survey.

Low rates of ever having used cannabis have been reported in small surveys in Namibia and Nigeria. A 1991 survey
of 600 Namibian schoof children and their parents reporied that 8.2 per rent of parents had ever used cannabis, and
3.3 per cent were daily users. Among the school children 7.0 per cent had ever used cannabis, 3.7 per cent ere
occasional users and 0.7 per cent were daily users. In lorin, Nigeria, a self-administered survey of 1041 secondary
school students in 1988, indicated that use of cigarettes and cannabis occurred significantly more in males, while
no sex differences were noted for any other psychoactive substance surveyed. In Lagos State, Nigeria, a 1991 survey
reported that 5 per cent of the sample had ever used cannabis.

In South Africa, a survey was conducted in 1990 of over 3000 individuals aged 14 years or older on their current
use of psychoactive substances. It was found that 13 per cent of all adult males in urban areas reported current use
of cannabis, compared to 9 per cent in towns, 22 per cent in squatter communities and 5 per cent for tribal areas
{Rocha-Silva, 1991). An epidemiological study carried out in 1991 of 7340 students from 16 different schools in
the Cape Peninsula reported that 7.5 per cent of the total sample had ever smoked canpabis. More males than
females had ever smoked cannabis, and there was a trend of increased lifetime use with increased grade level in
school (Flisher, 1993). Another study focusing on African youth in both rural and urban areas, aged 10 to 21 years
old, bad reported that cannabis use was predominantly found amongst urban males, with 5.5 per cent indicating that
they were current users (Rocha-Silva et al., 1996).

3.5.2 Latin America and the Caribbean

In Brazil, three large national school-based surveys conducted in 1987, 1989 and 1993 found that the percentage
of the surveyed population who had ever used cannabis was 2.9 per cent in 1987, 3.4 per cent in 1989 and 5.0 per
cent in 1993. The highest prevalence of use was in Brasilia (5.6 per cent in 1987; 4.0 per cent in 1989 and 5.3 per
cent in 1993) and S#o Paulo (3.5 per cent in 1987, 4.7 per cent in 1989 and 5.7 per cent in 1993).  Although in
1993, Porto Alegre had 8.0 per cent of reported lifetime use of cannabis (Catlini et al., 1990; Galduroz et al.,, 1994).

A number of surveys of drug use have been conducted in Colombia. Torres de Gelvis & Murelle (1990), reported
the findings of a 1987 survey of 2500 residents in four urban centres in Colombia. Respondents were aged between
12 and 64 years. Two per cent of males and 0.3 per cent of females had used cannabis during the previous year.
Rates were low for all age groups with the highest Ievel of 3 per cent for the 20-24 year age group. In terms of
lifetime rates, 10 per cent of males and 3 per cent of females had ever used cannabis.

A 1992 National Household Survey on Drug Abuse in Colombia (Ospina et al., 1993) found that 5.3 per cent of
adults reported having used cannabis at least once (10.4 per cent of males and 1.7 per cent of females). Usage was
highest among those aged 18-24, with 1.5 per cent having used during the previous year. Ouly 0.5 per cent of 1210
17 year olds had used during the past 12 months.

A Mexican household survey of psychoactive substance use in 1988 among respondents 12 to 65 years of age found
an overall rate of lifetime cannabis use of 3 per cent. Cannabis use was higher among males than females (7.6 per
cent versus 2.2 per cent) and more prevalent among younger age groups. The highest rates of use weze in the North
West region where 15.4 per cent of respondents aged 12 to 34 years of age reported ever having used cannabis, 7.9
per ceni reported having used during the past year, and 4.0 per ceat reported having used during the past month
(Centros de Integracion Juvenil, 1992). Cannabis has been the most reported drug of initiation in the past 3 years
in Mexico {Tapia-Conyer et al., 1994). :
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Alfaro-Murillo (1990) reviewed a series of surveys of drug use in Costa Rica conducted over the period of 1983-97.
The most recent and representative of these was a 1987 multi-staged survey of 2700 respondents aged from 14 to
60 years of age. Only 3 per cent of the sample reported having ever used cannabis, The same author reported
summary resnlts from a school survey in 1985 of 818 high school students of whom under 5 per cent reported ever
use of cannabis,

A cross national analysis of psychoactive substance use in Latin American and Caribbean countries, including
Bolivia, Colombia, the Dominican Republic, Ecuador, Guatemala, Haiti, Jamaica, Panama, Paraguay, and Pern
(Jutkowitz & Eu, 1994) indicated that Jamaica had the highest lifetime prevalence of cannabis use, at 29 per cent,
of all countries studied. In other countries, less than 10 per cent of respondents had ever used cannabis. Lifetime
prevalence levels were similar in most of those countries: 7.3 per cent in Guatemala, 6.5 per cent in Colombia, 6.1
per cent in Panama, and 8.3 per cent in Peru. Paraguay had a lifetime prevalence of 1.4 per cent and the Dominican
Republic 2 per cent,

The same study reported that in all countries except Haiti, men were more likely than women to have ever used and
to currently use cannabis. In high prevalence countries such as Guatemala and Panama, cannabis vse starts as edrly
as alcohol and tobacco (15 and earlier), and a substantial proportion of lifetime users currently use the substance
(average 40 per cent). In low prevalence countries such as Haiti and Dominican Republic, cannabis use occurs at
an older age on average (in the twenties) than alcohol and tobacco nse (Jutkowitz & Eu, 1994),

Smart & Patterson (1990) reported the findings of surveys of drug use among students and delinquents in the
Bahamas. In student samples aged 11 years and over, 8 per cent had ever used cannabis,

353 Asia

India has a long tradition of cannabis vse from Vedic times as part of various religions traditions. In some Asian
countries cannabis is also added to food as a condiment and used in herbal medicines. The extent of such use has
not been well-documented.

With respect to use for psychoactive effects, only recently have lirpited survey data been collected on patterns or
trends in cannabis use in some regions. Generalization is difficult because of regional differences in patterns of use.
Surveys in three Northern Indian states in 1989 and 1991 (Indian Council of Medical Research, 1993} found a
lifetime prevalence rate of 3 per cent and a prevalence of current use of 1 per cent, with no evidence of any increase
between 1989 and 1991, In Varanasi, 2 study of 4326 college students revealed that overall cannabis use among
them was 4.5 per cent. This decline in prevalence, from 10.2 per cent in 1976, was mainly in occasional users and
the proportion of regular users had actually increased, with a significant increase among women studenis (Reddy et
al, 1993). In Southern India, a lifetime prevalence of use of 7 per cent has been reported, with 2.5 per cent current
‘users. Higher prevalence figures of 10 per cent and 27 per cent have been reported in surveys of students
(presumably ever use) (Indian Council of Medical Research, 1993). '

Houschold surveys conducted in a rural area of India, anurban slum area and in a city among persons aged 10 years
and older found the following prevalence of ever use of cannabis: 3.2 per cent in the rural area; 3.2 per cent in the
slum area; and 2.7 per cent in the city (Machado, 1994). Cannabis use in the rural area was predominantly for
religious purposes whereas in the other two regions its use was mainly recreational. Cannabis use was not perceived
as a problem behaviour in the rural area given the socioreligious context of use, but it was seen as such in the urban
areas where it was perceived as.a deviant form of bebaviour (Machado, 1994).

No survey results were available to WHO on cannabis use in any other countsies from the Asian region.

4.  Chemistry and pharmacology
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4.1 Terminology

Cannabis is a generic term used to denote the several psychoactive preparations of the plant Cannabis sativa. The
major psychoactive constituent in cannabis is a-9-tetrahydrocannabinol (THC). Compounds which are structurally
similar to THC are referred to as cannabinoids. In addition, a number of recently identified compounds that difier
structurally from cannabinoids nevertheless share many of their pharmacological properties. The Mexican term
'marijuana’ is frequently used in referring to cannabis leaves or other crude plant material in many countries. The
unpollinated female plants are referred to as sinsemilla. The resin from the flowering tops of cannabis plants is
called hashish. Cannabis oil (hashish oil) is a concentrate of cannabinoids obtained by solvent extraction of the
crude plant material or of the resin.

42 Cannabis and various preparations

Cannabis contains at least 60 cannabinoids, several of which are biologically active. The primary compound of
interest is (-)-trans- -9-tetrahydrocannabinol (hereafter referred to only as THC, ualess otherwise specified) which
is the most potent cannabinoid in the plant. Cannabinoids also oceur in the plant in the form of carboxylic acid
derivatives, e.g. tetrahydrocannabinolic acid. The THC content and the cannabinoid composition are known to vary
widely depending upon the variety and growing conditions. The THC content in cannabis is typically in the range
'0f 0.5 to 4 per cent (Huestis et al.,, 1992), Cannabis oil, hashish and sinsemilla all contain concentrations of THC
exceeding that in the average plant material, Sinsemilla may have THC concentrations of 7 to 14 per cent. THC
content in hashish generally ranges from 2-8 per cent, although it may be as high as 10 to 20 per cent. The
concentration of THC in cannabis oil varies between 15 to 50 per cent. Concerns regarding THC content in
cannabis have been renewed because of recent developments in indoor hydreponic cultivation techniques. For
example, these efforts have enhanced the THC content in Dutch hemp, so-called ‘Netlierweed', to concentrations
ag high as 20 per cent .

Dosage

A typical joint contains between 0.5 and 1.0 g of cannabis plant matter which may vary in THC content between 5
and 150 mg (i.e. typically between 1 per cent and 15 per cent). The actual amount of THC delivered in the smoke
has been estimated at 20 to 70 per cent, the rest being lost through combustion or sidestream smoke. The
bioavailability of THC (the fraction of THC in the cigarette which reaches the bloodstream) from marijuana
cigarettes in human subjects has been reported from 5 per cent to 24 per cent. Given all of these variables, the actnal
dose of THC absorbed when smoked is not easily quantified.

In general, only a small amount of cannabis (e.g. 2 to 3 mg of available THC) is required to produce a brief )
pleasurable high for the occasional user, and a single joint may be sufficient for two or three individuals. A heavy -
smoker may consume five or more joints per day, while heavy users in Jamaica, for example, may consume up 1o
420 mg THC per day, In clinical trials designed to assess the therapeutic potential of THC, single doses have ranged
up to 20 mg in capsule form. In human experimental research, THC doses of 10, 20 and 25 mg have been
administered as slow, medium and high doses.
The pharmacological and toxicological consequences of cannabis exposure are likely due to numerous constituents
in the plant. In addition, smoking cannabis results in the formation of a large number of pyrolysis products. The
vapour phase consists of nitrogen oxides, carbon monoxide, hydrogen cyanide and nitrosamines, and the particulate
- phase contains many known carcinogens including phenols, cresols and polynuclear aromatic hydrocarbons. During
smoking, tetrahydrocannabinolic acid, which lacks psychoactivity, is converied to THC, thus adding to cannabis
potency.

4.3 Synthetic cannabinoids

In order to investigate the mechanism by which cannabinoids produce their effects in the central nervous system,
nurnerous structurat changes have been made in the THC molecule. Minor structural changes to THC profoundly
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alter its psychoactive potency; this indicates a highly specific mechanism of action. Furthermore, systematic
structural modifications have resulted in the development of novel carmabinoids that are considerably more potent
than THC. Notable examples include the bicyclic analogue CP 55,940% and 11-hydroxy-dimethylheptyl-»-8-THC,
the latter being several hundredfold more potent than THC itself. In addition to enhancement of potency, these
syntheses led to the development of some cannabinoids with structures distinctly different from that of THC. Despite
the development of structural diversity and enhanced potency, all of these analogues produce the full complement
of THC behavioural effects.

4.4 Receptors

Recognition of the structural requirements for the cannabinoid analogues prompted the search for a cannabinoid
receptor in the brain (Howlett et al., 1990). Using 2 radio labelled form of a potent bicyclic cannabinoid, Devane
et al. (1988) were able to characterize a binding site that exhibited three key features: cannabinoid agonists bound
with high affinity, non-cannabinoids did not bind, and that this site was present in very high abundance in the brain.
Moreover, Compton et al. (1993) demonstraled a very high correlation between receptor affinity and biological
potency of the various compounds, 2 necessary eriterion for a receptor-based mechanism of action.

This receptor is distributed differentially in the various regions of the brain, in a pattern that is similar throughout
a variety of mammalian species, including humans. Most of the receptors are in the basal ganglia, cerebellum,
cerebral cortex and hippocampus. A rough correlation appears to exist between this distribution and some of the
effects of cannabis. For example, binding sites in the hippocampus and cortex may be linked to the subtle effects
of cannabis on cognitive function, while those in the basal ganglia and cerebellum may be associated with cannabis-
produced ataxia. .

Tn addition to the cannabinoid receptor in the brain, a peripheral receptor has been identified in macrophages in the
spleen. The peripheral receptor is structurally difforent from the brain receptor. This observation is important
because it suggests the possibility that other receptor subtypes with entirely unigue functional roles may exist.

4.5 Endogenous ligands and an endogenous cannabinoid system

An endogenous ligand for the cannabinoid receptor has recently been identified (Devane et al., 1988, and 1992).
Known as anandamide, it appears to have actions which are similar to those of cannabis in several pharmacological
assays, although it is considerably less potent than A-9-THC and has a shorter duration of action.

In order for anandamide to act as a neurotransroitter or neuromodulator, there must be appropriate synthetic and
metabolic pathways, Synthesis has been demonstrated to occyr in homogenates of rat brain. Anandamide can be
degraded by a variety of tissues including brain, liver, kidney and lung. Evidence is emerging that a family of
anandamide-type compouads may exist.

Although the recent progress in neuroscience suggests the existence of a cannabinoid nenrochemical system, its role
in the brain and its relationship to other neurochemical systems remain to be clarified (Mechoulam et al., 1994).

There is so far no direct evidence for a primary functional role; it may be, therefore, that the endogenous cannabinoid
system is largely newromodulatory in function. The consequences of manipulating the cannabinoid system can be
only conjectural at this time. Based upon receptor localization in the brain and the pharmacological effects of
canpabinoids, it is reasonable to foresee roles in cogpition, memory, reward, pain perceplion and motor coordination,

2 The chemical name of this compound is (-)-cis-3-[2-hydroxy—4-(l,l—djmethylhepqd)phenyl]-trans4-(3—
hydroxypropyl)-cyclohexanol.
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to name a few. At present it remains to be determined whether, and to what extent, use of cannabis will alter
processes which regulate the endogenous cannabinoid system.

4.6 Antagonist

An experimental compound which acts as an antagonist on the brain cannabinoid receptor has been identified
{Rinaldi-Carmona et al,, 1994). This compound prevents or reverses the pharmacological effects of cannabinoids,
It appears to be highly selective for the cannabineid receptor, and does not bind to a variety of other brain receptors.

The discovery of this antagonist provides a valable tool for investigating the fanctional role of the cannabinoids
in the central nervous system.

4.7 Pharmacokinetics

THC is absotbed more quickly when delivered by smoking than after oral ingestion. Each puff represents a small
bolus of the drug that is delivered to the circulatory system via the capillary bed surrounding the alveolar sacs of the
lmngs. Huestis etal. (1992) reported measuring detectable amounts of THC (7 to 18 mg/ml) following a single puff
of cannabis smoke in individnals smoking cannabis cigarettes (1.75 per cent and 3.55 per cent THC content). When
expetienced users smoked cannabis cigarettes containing 1.32, 1.97 and 2.54 per cent THC, peak concentrations
developed in excess of 100 mg/ml (Ohlsson et al., 1980; Perez-Reyes et al., 1982; Huestis et al., 1992), although
there was considerable intersubject variability. Obviously, the dynamics of smoking substantially influences how
much of the drug is absorbed. The number of puffs, spacing, hold time, and lung capacity, contribute to this
variance,

When cannabis is smoked by non-tolerant individuals, physiological and bebavioural effects appear rapidly, Huestis
etal. (1992) found that peak effects ocowrred at 17.4 + 4.8 and 13.8 + 4.2 minutes after initiation of smoking of a
low (1.75 per cent) or high {3.55 per cent) dose cigarette. Maxirum effects were recorded within 4 to 6 minutes after
the last puff of cannabis smoke.

Plasma levels of THC fall rapidly as the drug redistributes into fatty tissue in accordance with its high lipid
solubility. The delay between peak blood concentrations and peak drug effects are likely related to delays in
penetration in the central nervous system, and to subsequent redistribution of THC following rapid uptake by adipose
tissues (Barnett et al., 1982; Barnett et al,, 1985).

Generally, behavioura! and physiological effects return to baseline levels 4 to 6 hours afier usage. Blood
concentrations of THC peak prior to drug-induced effects, leading to a dissociation between blood concentrations
of THC and pharmacological effects. This time discordance has led investigators to improve the technology for
measuring THC and its metabolites in biological fluids and tissues (Cook, 1986; King et al., 1987; Gjerde, 1991),
and to develop pharmacokinetic/phanmacedynamic models that establish a relationship between concentrations of
THC and the physiological, behavioural and performance changes produced by cannabis (Chiang & Bamett, 1984).

48 Research gaps

It will be important to identify the various neurochemical processes (such as synthesis, release, inactivation, storage,
etc.) which constitute the functioning of an endogenons cannabinoid system, and to discover the physiological roles
of this systern. This knowledge will be the basis for understanding whether and how the use of cannabis modifies
the endogenous system. Another priority is the development of a range of potent canpabinoid agonists and
antagonists with diverse structural features. These are needed to explore the development of potential therapentic
cannabinoid agents. Continued efforts should be made to clarify the relationship between blood cannabinoid levels
and behavioural effects, and to better understand the pharmacokinetics of chronic use, and fetal metabolism
following in utero exposure.
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5.  Effects on the brain and behaviour
51 Acute effects on central nervous system functions and behaviour

The acute effects of cannabis use have been recognized for many years, and features such as mild euphoria,
relaxation, increased sociability, heightened sensory perception and increased appetite have been described in earlier
reports. The acute effects of higher doses, including perceptual changes, depersonalization and panic bave also been
well described previously (ARF/WHO, 1981). Research conducted since the last WHO report has focused mainly
on quantifiable effects such as those on memory, psychomotor performance and appetite; however, some work has
also been done on the acute psychotropic effects of cannabis. A recent report done by Mathew etal, (1993), showed
that cannabis smoking was associated with significant depersonalization that was maximal 30 minutes after smoking,
Other behavioural changes associated with cannabis intoxication included loss of time sense, sensation of ‘high'’,
anxiety, tension and confusion (Mathew et al., 1993).

Recent studies have confirmed and extended earlier findings that cannabis can affect memory in various ways. Free
recall of previously learned items is often impaired when cannabis is present both during the learning and the recall;
the major impairment is often reflected by intrusions and novel iters. In a study done by Block et al. (1992}, the
acute effects on human cognition of cannabis were assessed. It was found that cannabis impaired all capabilities
of learning, including associative processes, and psychomotor performance. The only areas that were not affected
were those of abstraction and vocabulary. It was also found that cannabis use altered associative processes, thereby
making uncommon associations more pervasive (Block et al., 1992), Recall of prose material is generally impaired
by cannabis, but its effects upon recall of series of numbers (the digit-span test), récognition, and paired-associates
tasks (arbitrary word pairings) have been inconsistent. Generally, material leamned in the absence of cannabis can
be recalled even if cannabis is present in the blood. Although the acute effects of cannabis on memory appear to be
modest, the possibility must be considered that chronic use by an adolescent might result in a cumulative
developmental impairment.

A substantial number of recent studies have confirmed that cannabis use consistently increases the consumption of
food, especially of high carbohydrate foods. In contrast, cannabis has not shown consistent effects upon the users
subjective reports of appetite. The reason for this apparent dissociation between appetite and food consumption is
not known (Mattes et al., 1994).

Several studies have shown that cannabis appears to increase the perceived rate of the passage of time. Consistent
with earlier observations, mumerous studies in the past ten years have confirmed that cannabis impairs psychomotor
performance in a wide variety of tasks, such as handwriting, tests of motor coordination, divided-attention, digit-
symbol substitution, and operant tasks of various types (Solowij et al, 1991). The consistency of results is probably
atiributable to improved experimental technique, as reflected by greater attention to the importance of task
complexity, standardization of THC administration, studies of dose-effect relationships, and of sharper definition
of acute versus residual effects.

A number of studies have examined the acute effects of alcohol and cannabis on varions performance tasks, but the
results have been quite varied. In almost alt cases the combination had a greater detrimental effect than thal of either
drug alone, but in some cases the effects were fully additive, in other cases incompletely additive, and in a few
instances apparently antagonistic. This is an important area for further research.

Cannabis has been shown in a variety of ways fo function reliably as a reinforcing agenIJ and the degree of
reinforcement is proporlional to the THC content (Gardner & Lewinson, 1991).

¥ reinforcing agent - substance intake leads to repeated use of the same substance
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Relatively few studies have examined the effects of cannabis on a variety of social behaviours, including verbal and
aggressive behaviours. A somewhat inconsistent pattern of changes has been reported following cannabis use, and
the behavioural effects of cannabis can be influenced by the social context of use.

Finally, residual effects of cannabis administration and effects of cannabis and other kicit and illicit drugs are poorly
defined and require more research. Cannabis is often used concurrently with other psychoactive substances. The
resultant effects on human behaviour have received less attention and yet the impact polysubstance use has on health
and safety may be substantial,

5.1.1 Dose-effect relationships

Some investigators have attempted to identify a range of THC concentrations in bloed or other body fluids which
can be related to behavioural changes, as can be done for alcohol. For THC the relationship of effect to dose is
complicated by the wide individual variability observed in responses from subjects undergoing performance testing,
This variability can be due to factors related to dose, mode of administration, physiological and pharmacological
differences, complexity of performance tasks, situational demand during testing, and the prior drug experience of
the subject.

Once equilibrium between brain and blood concentrations is established (approximately 45 minutes after use), a
linear relationship between blood concentrations and pharmacological effects appears (Chiang & Barnett, 1984).
Recently developed mathematical models may clarify the relationship between THC and metabolite concentrations
in blood on one hand and drug-induced effects on the other, and provide estimates of time elapses since last cannabis
use (Huestis et al., 1992).

52 Effects on driving

Behaviours for which the acute effects of cannabis might be expected to be particularly important inciude the
operation of dangerous machinery and driving & motor vehicle, Thereis sufficient consistency and coherence in
the evidence from experimental studies and studies of cannabinoid levels among accident victims (Smiley et al,,
1981; Stein et al., 1983; McBay, 1986; Soderstrom et al., 1988) to conclude that there is an increased risk of motor
vehicle accidents among persons who drive whea intoxicated with cannabis. Impairment of various performance
measures related to driving skills has been demonstrated immediately following cannabis use and up to 24 hours
thereafier. Simpson (1986) has also shown that cannabis is present in the blood, indicating use within the Jast few
hours, in 7 1o 10 per cent of samples of persons involved in traffic accidents. Williams etal. (1985)ina study of
young male fatalities in California, found a rate of 37 per cent samples positive for cannabis, This risk is magnified
when cannabis is corbined with intoxicating doses of alcohol. Simpson (1986) also found that 80 per cent of the
tirae, when cannabis was present, alcohol was also present in the samples.

The relatively small number of experimental studies carried out since the previous WHO report have confirmed that
cannabis can impair various components of driving behaviour, such as braking time, starting time, and reaction to
red lights or other danger signals. However, persons under the influence of cannabis may perceive that they are
impaired, and where they can compensate, they may do so (Stein et al., 1983; Smiley etal,, 1981). For example,
they may tend not to attempt fo pass the vehicle ahead, to slow down, and focus their attention on the driving tesk
when they know a response will be required. However, such compensation is not possible when they are presented
with nnexpected eveats, or where the task requires continuous attention, and hence the risk of accidents remains
higher following cannabis use. The effects on driving behaviour are still present for an hour after smoking, but do
not continue for extended periods at the doses used in these studies.

On the other hand, a study carried out on the carry over effects of cannabis on aircraft pilot performance showed that
cannabjs use inpaired flight performance at 0.25, 4, 8 and 24 hours after smoking. These results suggest that hurnan
performance while using complex machinery can be impaired as long as 24 hours after smoking as little as 20 mg
of THC, and that the user may be unaware of the drug’s influence (Leirer et al., 1991).



WHO/MSA/PSA/IT 4
page 16

Available data are not yet sufficient to quantify the effects of cannabis use as an accident risk. There is uncertainty
about the role of cannabis in motor vehicle accidents in part because blood levels of cannabinoids not only indicates
recent use and do not indicate whether a driver or pedesirian was intoxicated with cannabis at the time of an accident

(Consensus Development Panel, 1985). In addition, more than 75 per cent of drivers with cannabinoids in their
blood have also been found to be intoxicated with alcohol (Gieringer, 1988; McBay, 1986).

A number of these studies have compared the effects of various doses of alcohol and cannabis. In many respects
the effects of these substances are similar, but in others there appear to be differences (Smiley, 1986). For example,
both drugs impaired accuracy of lane control, and increased reaction time to subsidiary stimuli. However, they
produced different effects on patterns of visual search during simulated driving, The influence of personality
variables on these responses may require further study.

5.3 Long-term effects of cannabis on the central nervous system
53.1 Cagnitive functions

A number of studies carried out in Costa Rica, Greece, Jamaica and other countries in the 1970s appeared to show
little or no effect of chronic cannabis use on cognitive function in groups of adult subjects. These studies assessed
cognitive fuactions by neuropsychological tests, many of which were originally developed for use in North America
and may have been inappropriate for use in other cultures. However, more recent studies (Fletcher et al.,, 1996)
making use of improved test procedures and electrophysiological methods, have shown that the long-term use of
cannabis Jeads to subtle and selective impairments of cognitive functioning. These include the organization and
integration of complex information involving various mechanisms of attention and memory processes, including
verbal learning, card sorting, auditory attention, tone discrimination, and the filtering out of irrelevant information.
Prolonged use may lead to progressively greater impairment, which may not recover with cessation of use for at Jeast
24 bours (Pope & Yurgelum-Todd, 1995), or 6 weeks (Solowij ei al., 1991, Solowij et al., 1995), and which could
potentially affect functioning in daily life.

Not all individuals are equally effected. The basis for individual differences needs to be identified and examined.
There bas also been insufficient research to address the impact of long term cannabis use on cognitive functioning
in adolescents and young aduits, and on age and gender differences.

53.2 Brain function and seurotoxicity

The review of effects of long-term cannabis use on cognitive function, referred to above, has revealed the existence
of subtle signs of disturbances of brain function. However, these could be interpreted either as evidence of
persisting intoxication with cannabis (a ‘withdrawal effect’) or as indications of permanent structural or functional
damage to neurons. Evideace to date does not permit 2 clear conclusion with respect to these two possibilities.

The early claims of gross anatomical changes in the brains of chronic cannabis users have not been substantiated
by later studies with high resolution computerized tomography, in either humans or primates (Rimbaugh et al., 1980;
Hannerz & Hindmarsh, 1983). On the basis of histological and-electron microscopic examinations, however, other
anima] studies have suggested that chronic cannabis use produces morphological changes in synapses as well as
hippocampal neuronal loss (Landfield et al., 1988; Eldridge et al., 1992), although others failed to find any
abnormalities (Slikker et al., 1992). More subtle functional changes may possibly be detected by imaging techniques
such as positron emission tomography (PET), single photon emission computerized tomography (SPECT), and
magnetic resonance imaging (MRI) as these become more widely applied to the study of chronic cannabis users
(Volkowet al., 1991).
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There have been a few investigations of the long-term effects of cannabis on cerebral regional blood flow (CBF)
Tunving et al. (1986) demonstrated globally reduced resting levels of CBF in chronic heavy users of 10 years
compated 10 nonuser controls, but no regional flow differences were observed. Levels of CBF returned to normal
values with abstinence. However, this study was flawed in that some subjecls were given benzodiazepines, which
are known to lower CBF, prior to the first measurement. Mathew and colleagues (1986) in another study did not
find any differences in CBF levels between users and non-user controls.

Therefore one must still rely largely on the persistence of functional disturbances as a means of exploring possible
cell toxicity. If such functional changes last long after the disappearance of cannabis from the body, they might be
interpreted as evidence of permanent damage. Several siudies for example, have shown leamning and memory deficits
months after the end of chronic cannabis administration to rats, Similarly other studies have shown receptor down-
regulation or neurotransmitter changes (Oviedo et al., 1993). However, they did not include actual measurement
of residual cannabis levels in brain at the time of testing.

In view of the possible iropact of chronic cannabis use at critical stages of development, such as during adolescence,
the re-examination of these questions, with due consideration of the methodological issues, is cleatly required,

54 Adolescent development

There has been a predictable sequence of initiation into the use of illicit drugs among adolescents throughout the
1970s and into the 1990s in which experimentation with cannabis preceded the use of hallucinogens,
benzodiazepines, amphetamines, various sedatives, cocaine, and heroin. Generally, the earlier the age of initiation
info cannabis use, and the greater the involvement with it, the greater the likelihood of progression to the use of other
illicit drugs (Kandel, 1984; Kandel, 1988).

However, the causal role of cannabis in this sequence of illicit drug use remains eontroversial (Kandel &-Johnson,
1992). The hypothesis does rot imaply that a high proportion of those who experiment with cannabis will go on to
use heroin, for example. The overwhelming majority of cannabis users do not use other illicit psychoactive
substances. First, cannabis is largely a behaviour of adolescence and early adulthood (in countries where there is no
traditional use of the substance). Second, a more plausible explanation is that it reflects a combination of the
selective recruitinent into cannabis use of non-conforming and deviant adolescents who have a propensity to use
illicit drugs, and the socialization of cannabis users within an illicit drug using subculture which increases the
opportunity and encouragement Lo use other illicit drugs (Newcornbe & Bentler, 1988; Osgood et al., 1988).

There has been some support for the hypothesis that adolescent use of cannabis impairs educational performance
in cross-sectional studies (e.g. Kandel, 1984). Cannabis use appears to increase the risk of high-school drop-out and
of job instability in young adulthood, but the apparent strength of these relationships may have been exaggerated
as there was no control over differences between groups before initiation of cannabis use (Newcombe & Bentler,
1688). :

There is suggestive evidence that cannabis use has adverse effects upon family formation, mental health, and
involvernent in drug-related crime {Kandel, 1984; Newcombe & Bentler, 1988). In the case of each of these
outcomes, the apparently strong associations revealed in cross-sectional data are much more modest in
longitudinal studies after statistically controlling for associations between cannabis use and other variables _
which predict these adverse outcomes.

5.5 Psychiatric disorders due to canpabis use
The major psychiatric syndromes and behavioural disorders that have been putatively linked to cannabis use are: an

amotivational syndrome, a dependence syndrome, cannabis induced psychoses, and the initiation and exacerbation
of schizophrepia (Basu et al., 1994).
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55.1 Amotivational syndrome and cannabis psychoses

The state of the evidence on amotivational syndrome and cannabis induced psychoses has not substantively changed
since the 1981 WHO report. In both cases, the existence of the hypothesized disorders still depends upon
uncontrolled clinical observations. Although there is reasonable self-report evidence that heavy cannabis use can
impair motivation, an amotivational syndrome has not been clearly defined nor bave its central features been clearly
distinguished from the effects of chronic intoxication in chronic hedvy cannabis users.

The existence of putative ‘cannabis psychoses' also largely depends upon clinical observations of individuals
developing acute organic and finctional psychotic disorders following heavy cannabis use, with the disorders
remitting within days of abstinence from cannabis. There are also a limited number of case-control studies
comparing the clinical symptoms and course of psychotic disorders in individuals whe do and do not have
cannabinoids in their urine. The occurrence of an acute organic disorder with a brief and self-limiting course has
met with some agreement, even in more recent studies (Chaudry et al., 1991; Thomas, 1993), However, it remains
true that the phenomenology of ‘cannabis psychoses’ has not been clearly defined nor have these putative disorders
been distinguished from schizophrenia and other psychotic problems that occur among cannabis users (Andreasson
et al., 1989; Mathers & Ghodse, 1992). The confirmation of such disorders needs more research evidence.

5.5.2 Cannabis dependence syndrome

* Clinical and epidemiological research has clarified the status of the cannabis dependence syndrome. A reduced
emphasis on the importance formerly attached to tolerance and withdrawal symptoms in diagnostic criteria for
dependence has removed a major reason for scepticism about the existence of a cannabis dependence syndrome.
Clinical and epidemiological research using standardised diagnostic criteria has produced good evidence for a
cannabis dependence syndrome that is characterized by impajrment, or loss of control over use of the substance,
cognitive and motivational handicaps which interfere with occupational performance and are due to cannabis use,
and other related problems such as lowered self-esteem and depression particularly in long-term heavy users
(Anthony & Helzer, 1991). As with other psychoactive substances, the risk of developing dependence is highest
among those with a history of daily cannabis use. Tt is estimated that about half of those who use cannabis daily
will become dependeat (Anthony & Helzer, 1991). Cannabis dependence treatment programmes are not widespread
and the outcome of the treatment often relies on the substance user having a greater sense of economic security and
a lower inclination to drop out of the programme, with those staying in the programme having the preatest success
rates of quitting cannabis smoking (Stepbens ef al,, 1993; Roffman ¢t al,, 1993). The large discrepancy between
population prevalence estimates and the small numbers of cannabis users seeking treatment suggests that there is
a high rate of remission in the absence of treatment, while a lack of motivation to seek treatment and to stop use
cannot be ruled out.

Since tolerance and withdrawal symptoms are still widely regarded as diagnostic criteria of substance dependence,
it is worth noting that there is abundant experimental evidence of tolerance to many of the effects of cannabis. There

is not yet universal agreement about the production of a withdrawal syndrome.  Althongh a recent study has
demanstrated that long term administration of cannabinoid to rats alters the central nervous system in a manner
similar to that observed with other drugs of abuse and also, induces neuroadaptive processes which correspond to
a camnabis withdrawal syndrome (de Fonseca et al., 1997). However, withdrawal signs have been described in
animals treated chronically with cannabincids and then given one of the new receptor antagonists (Aceto et al., 1995;
Tsou et al,, 1995).

5.5.3 Cannabis use and schizophrenia

Epidemiological research has produced clear evidence from case-control, cross-sectional and prospective studies of
an association between cannabis use and schizophrenia. The prospective study of Andreasson et al. (1987), has
shown a dose-response relationship between the frequency with which cannabis had been used by age 18 and the
risks over the subsequent 15 years of being diagnosed as schizophrenic. The association is not in doubt but its
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significance remains controversial because it is unclear whether it reflects the precipitation of schizophrenia by
cannhabis use or the increased use of cannabis and other drugs as a consequence of schizophrenia (Williams et al.,
1996). In a more recent study (Allebeck et al., 1993}, out of 229 people in Stockholm County with a diagnosis of
cannabis dependence and psychosis, 112 fulfilled DSM III-R criteria for schizophrenia, In most cases, regular
cannabis use preceded onset of psychosis by at least one year, which supports the argurnent that cannabis is a risk
factor for schizophrenia. Further supportive evidence has been provided by the WHO international prospective
study of schizophrenia (Jablensky et al., 1991).

5.5.4 Other disorders

A number of other psychiatric disorders have been linked with cannabis use. These inclide: an amnesic syndrome,
persistent depersonalisation, and flashbacks. There is no evidence to support the existence of an amnesic syndrome
comparable to the Wernicke-Korsakov syndrome that occurs in chronic heavy alcohol users. There is some evidence
(reviewed in the chapter on cognitive effects) that chronic heavy cannabis use may produce more subtle cognitive
impairments. The other fwo disorders are only supported by a smalt number of case histories and, in the case of
flashbacks, there is considerable uncertaioty as to whether these effects were attributable to cannabis or other drug
nse. :

5.6 Priorities for fature research

A better understanding of the effects of chronic cannabis use is required. This includes research which explores the
effects on cognitive functioning, especialy during critical developmental phases such as adolescence. In addition,
the question of cannabis-produced brain damage can be answered only by ascertaining if there are morphological
changes in the brain that correlate with functional deficits which outlast the duration of cannabis in the brain; these
studies will require use of newer neuroscience techniques in experimental animals as well as in humans.

The major psychiatric 1esearch priorities are: betier delineation of the clinical features of cannabis dependence,
including its responsiveness to interventions to assist users to stop; and intervention studies with schizopbrenic
individuals who use cannabis, to see whether cessation of such use improves outcomes.

6.  Effects on the respiratory system

Worldwide, after tobacco, cannabis is probably the most commonly smoked substance. With the exception of
nicotine in tobacco and over 60 cannabinoids in cannabis, the smoke from these two compounds share many of the
same respiratory irritants and carcinogens. In fact, the tar phase of the smoke of marijuana bas about 50 per cent
more of some of the carcinogens than a comparable quantity of unfiltered tobacco (Leutchtenbexger, 1983; Institute
of Medicine, 1982),

6.1 Histopafhology

Early animal studies indicated that a prolonged high dose exposure to cannabis smoke could result in parenchymal
lung injury (Fleischman et al, 1979; Rosenkrantz & Fleischman, 1979). The findings of [ater experimental studies
suggest that high dose cannabis exposure is associated with the development of chronic obstructive bronchitis, and
carries the risk of invasive malignancy such as that produced by tobacco smoke. In a longitudinal study done on
the respiratory effects of cannabis, a total of 1802 subjects who smoked cannabis were followed for six years. The
study found an increased risk for ‘chronic cough’ (RR of 1.73) and of ‘wheezing' (RR. of 2.01), after adjvsting for
age, tobacco smoking and oceurrence of the symptom in a preceding survey. There was also 3 significant reduction
in pulmonary function, with exposure as low as the consumption of less than one cannabis cigarette per day for one
year or more (Sherrill et al,, 1991). The histopathological changes occurred mainly in the distal airways and
included acute and chronic inflammation, fibrosis, and alveolar cell hyperplasia (Rosenkrantz & Fleishman, 1979).
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Later prospective investigations undertaken on primates found changes such as bronchiolar squamous metaplasia,
and peribronchiolar/interstitial fibrosis, The severity of these small airway changes was related to the dose and
ducation of cannabis exposure with higher doses and longer exposure to smoke leading to greater changes, while
atypical cell hyperplasia with focal atypia were also found (Tashkin et al., 1987).

Tn hurnan studies, it has been shown that the principal respiratory damage caused by long term cannabis smoking
is an epithelial injury of the trachea and major bronchi, In a study undertaken in Germany, it was found that the
number of T-cell lymphocyte counts were lower in chronic cannabis smokers, thereby increasing their chances of
developing squamous cell carcinoma of the oral cavity and pharynx (Wengen, 1993). The difference between the
findings in animal and human studies is probably due to the fact that observations in hurnans are limited to those
which can be made by bronchoscopy. Human bronchoscopic studics undertaken on young adults who bad no
respiratory symptoms found evidence of histological changes in the upper airways among heavy cannabjs smokers.
These changes included basal cell hyperplasia, stratification, goblet cell metaplasia, and basement membrane
thickening (Roby et al., 1991; Tashkin et al., 1987). The few studics that have been undertaken generally show that
there is no additive effect between cannabis and tobacco (Gil et al., 1995; Sherill et al,, 1991; Tashkin et al., 1987),
although one study, the Tucson study, did show an additive effect (Bloom et al., 1987). However, in a follow-up
survey the same additive effect was not found (Sherman et al., 1991). Whether or not there is an additive effect
between tobacco and cannabis smoking remains uncertain, and more research needs to be done to further explore
this issue. The histological abnormalities resulting from cannabis consumption were more severe per cigarette
smoked than for tobacco (Wu et al., 1988).

Autopsies undertaken on cannabis smokers who had no respiratory symptomatology at the time of death also found
changes in the form of focal infiltration by pigmented macrophages around bronchioles and within atveolar spaces,
and focal fibrosis within alveolar walls, In this stady, the relative contribution of tobacco to these changes could
not be ascertained with certainty except in one case thongh the person did not smoke tobacco (Fligiel et al., 1991).

0.2 Tmamune defence

The alveolar macrophage, the key cell in the lung's defence against infection, has been shown to be impaired by
cannabis smoke in both animal and buman studies. While animal studies failed to demonstrate a change in
macrophage numbers following cannabis smoke exposure, subsequent investigations in humans, comparing non-
smokers to cannabis and tobacco smokers, suggested an increase in the number of macrophages in habitual cannabis
smokers (Wallace et al,, 1994; Barbers et al., 1987; Barbers et al,, 1991). This probably reflects an immunological
response to any lung injury induced by cannabis smoke. The effect is independent of tobacco consumption (Wallace
ctal, 1994),

Macrophage cells harvested in these human studies have alterations to their morphology, possibly reflecting an
impairment in cell function. Residual particles from cannabis smoke in the form of intra cytoplasmic inclusions

have been found to be cycled between subsequent generations of macrophages as part of the process of cellular
turnover (Davis et al., 1979). While there is a suggestion in hisman studies that cannabis smoking did not alter
phagocytosis or respiratory burst, it possibly did impair destruction of ingested organisms (Lopez-Cepero et al.,
1986). The mechanism of macrophage impairment has not been fully elucidated and requires further investigation.
These studies suggest that regular cannabis consumption reduces the respiratory immune response to invading
organisms, Further, serious invasive fungal infections as a result of cannabis contamination have been reported

among individuals who are immunocompromised, including a series of patients who were affected by AIDS
(Denning et al., 1991).

These findings suggest that persistent cannabis consumption over prolonged periods can cause airway injury, ung
inflammation, and impaired pulmonary defence against infection. Epidemiological studies that have adjusted for
sex, age, race, education, and alcohol consumption suggest that daily cannabis smokers havea slightly elevated
risk of respiratory illness compared to nonsrokers.
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6.3 Lung physiology

Several studies on humans have demonstrated an acute bronchodilator effect of both smoked cannabis and oral THC.

* These findings have been replicated in both healthy and asthmatic populations (Boulougouris et al., 1976).
However, the potential therapeutic use of cannabis and synthetic cannabinoids as bronchodilators has been largely
discounted.

Two recent studies in relatively young populations compared respiratory symptoms and lung function in nonsmokers
and long-term smokers of both cannabis and tobacco (Bloom et al., 1987; Tashkin et al., 1988). In both studies,
heavy habitual cannabis consumption, with or without tobacco, was associated with a higher prevalence of symptoms
of chronic bronchitis and a higher incidence of acute bronchitis than in the nonsmoking group.

However, the studies disagreed about effects on peripheral airway resistance, One longitudinal study indicated that
cannabis consumption was associated with increased large airway resistance but not with the development of chronic
obstructive bronco-pulmonary disease or emphysema (Gil et al., 1995; Tashkin et al., 1988). The other study found
a significant deleferious cffect on the ventilatory function of small airways and alveoli among habitual cannabis
smokers. The effect was at least as great as the effect of tobacco consumption {Bloom et al,,1987). Recent studies
have also failed to agree on whether any impairment in pulmonary function is additive to the effects of tobacco
consumption. Both the site of impairment and potential interaction between cannabis and tobacco require further
investigation.

While the pulmonary absorption of carbon monoxide from cannabis smoke is relatively high compared to that from
tobacco smoke, the impact of this on heavy habitual consumers is modest. This probably reflects the short half-life
for clearance of carbon monoxide, and the relatively longer intervals between occasions of cannabis use, However,
the carboxyhasmoglobin levels in cannabis smokers are higher than in nonsmokers; this may result in a slight
interference with tissue oxygenation (Tashkin et al., 1988).

Ventilatory responses to rebreathing carbon dioxide have been shown by different studies to dectease (Bellville et
al,, 1975), increase (Zwillich et al., 1978), or remain unchanged (Vachon et al., 1973) immediately after smoking
cannabis. A recent, more detailed study of control of breathing responses to smoking cannabis of varying potency
has failed to reveal any acute effect of cannabis on central or penpheral ventilatory drive or on metabolic rate in
habitual cannabls smokers (Wu et al., 1992).

6.4 Carcinogenesis

Cases of cancers of the aerodigestive tract have been reported in young adults with a history of cannabis use (Taylor,
1988; Fergusson et al., 1989; Donald, 1991). Attribution of causality has been hindered because many of the cases
also used alcohol and tobacco (Polen et al., 1993). However, these cases are of particular concern because such
cancers are rare in adults under the age of 60, even among those who smoke tobacco and drink alcohol. Case-control
and experimental studies of such cancets should be a high priority for research on the possible adverse health effects
of chronic cannabis use,

7. Effects on endocrine and reproductive systems

Studies of the effects of cannabis on male and fernale reproductive systems have examined: the pituitary hormones
luteinizing hormone (LH) and follicle-stimulating hormone (FSH) which are responsible for the synthesis of the sex
bormones (estrogen and testostcrone) and the normal functioning of the sex organs; the pituitary hormone prolactin
which alters LH and FSH levels; the levels of esirogen and testosterone; and the physiological status of the sex
organs.
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7.1 Male reproductive hormones

Although there is general agreement that THC treatment lowers plasma levels of LH and testosterone in male
laboratory animals (Symons et al, 1976; Chakravarty et al., 1982: Puder et al., 1985; Fernandez-Ruiz et al,, 1992),

circulating levels of LH, FSH, prolactin and testosterone were not found to be clinically different between cannabis
users and non-users (Markinanos & Stefanis, 1982; Dax et al., 1989; Block et al., 1991),

The conflicting resuits in these human studies could reflect differences in experimental procedures and the possible
effect of previous cannabis exposure (i.e. tolerance) and other drugs in test subjects, effects which can be carefully
controlled in animal studies,

7.2 Female reproductive hormones

a-9-THC alters pituitary secretion of LH, FS8H, and prolactin when administered either acutely or repeatedly to both
intact and ovariectomized experimental animals (Steger et al,, 1980, 1981). In addition to suppressing normal
circulating levels of LH in female rats, THC also inhibits the surges of LH and FSH which are essential for ovulation,
As a consequence, THC blocks ovulation in intact rats and monkeys (Smith et al., 1979), Motcover, the occurrence
of the first ovulation in the maturing female rat is delayed following peripubertal administration of THC (Field &
Tyrey, 1986). Tonic prolactin levels are significantly decreased following acute or repeated THC treatment in both
intact and ovariectomized female tats (Hughes et al, 1981). In addition, prolactin surge occurring under a variety
of situations is blocked by THC administration (Steger et al., 1983), THC treatment also disrupts the normal
thythm of mensirual cycles in monkeys (Asch et al., 1981).

7.3 Target organs

In addition to the aforementioned hormonal alterations, animal studies show that cannabinoid exposure reduces
testicular, seminal vesicle and prostate weights, decreases ovarian weight and increases pituitary and adrenal weights.
These cannabinoid effects have been attributed to actions at both peripheral and brain sites.

7.4 Otker hormones
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There is considerable evidence that cannabinoid exposure can affect the hypotbalamic-pituitary-adrepal axis. Early
animal studies have demonstrated that THC is a potent stimulator of adrenocorticotropin (ACTH) release in male
rats. Acute THC administration also elevates plasma corticosterone levels in male and female rats. Anandamide,
the endogenous ligand for the cannabinoid receptor, produces some effects similar to those of THC,

Landfield et al. (1988) observed that THC administration induced aging-like degencrative changes in rat brain tissue
similar to those resulting from elevated corticosterone. These investigators have also demonstrated that THC
administration alters the corticosterone receptor in brain. ¥ seems possible that the corticoid and anandamide
systems could be mutually regulatory. Additional evidence will be needed if such a relationship is to be established.
However, it should be notéd that men who were heavy cannabis users did not exhibit alterations in cortisol level
{Block ct al., 1991} or impaired adrenocortical reactivity to ACTH.

In early studies, it was shown that THC inhibited growth hormone secretion in male rats. However, other studies
have demonstrated either no change or an increase in growth hormone in male rats treated with THC, More recently
it has been shown that infusion of THC directly into brains of adult male rats suppresses growth hormene secretion.
Although differences in animal models, and route and doses of THC administration may explain these variable
grawth hormone responses to THC, more studies are warranted to determine conclusively the effects ol cannabis
exposure on growth hormone in both males and females.

Few other endocrine systems have been studied. Circulating thyroxine levels have been shown to be reduced
following acute or chronic THC administration in male rats and thesus monkeys. THC treatment may also affect the
release of the posterior pituitary hormone oxytocin (Tyrey & Murphy, 1988).

7.5 Implications for hormenal alterations

Early experimental studies reported decreased sexual activity, inchuding copulatory behaviour, in male rats exposed
to THC. To date, controlled studies investigating the effects of cannabis exposure on copulatory behaviour of the
adult female have not been reported.

There is very little literature concerning the effects of cannabis on fertility per se. The findings that cannabinoids
interfere with normal hypothalamic-pituitary-gonadal function (Murphy et al,, 1990} and can disrupt ovulation and
sperm production suggest that fertility conld be affected. However, there is no epidemiological evidence on the issue.

Cannabis-induced reductions in testosterone and spermatogenesis observed in some studies are probably of little
consequence in adults, Thig action of cannabis might be of importance in the prepubertal male or in individuals
whose fertility is already impaired for other reasons; however, at present this is purely conjecture.

7.6 Future directions

Although there is no compelling evidence for an alteration in fertility by cannabinoids, further research is needed

considering the comparatively high prevalence of cannabis use during the carly reproductive years. Future research
should examine interactions between the endogenous cannabinoids and glucocorticoids.

8..  Effects on intrauterine and postnatal development
8.1 Background
Knowledge of how much active substance is delivered to biological tissues is basic to an onderstanding of the

pharmacology and foxicity of a compound. Nearly all of the developmenta] studies on animals have investigated only
pure THC and have allowed the measurement of amounts of drug actually delivered to the placenta and foems, In
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contrast, buman reproductive studies have typically investigated the effects of smoked cannabis of uncertain THC
content resulting in unknown concentrations of active drug in the fetal-placental unit. These issues complicate the
interpretation of research on the effects of cannabis use on pre- and postnatal development.

8.2 Animal studies

Abel (1985) has pointed out the serious metbodologica! and interpretational flaws that characterized the early
literature of animal studies on the developmental toxicity of THC. Adverse effects observed in offspring may not
have been produced by direct drug efiects on the embryo and foetus but may have been secondary to poor matemal
autrition and dehydration, THC can also disrupt normal matemal care at parturition and, through hormonal effects,
inhibit milk production and release, all having possible adverse consequences for the development of the offspring
(Hutchings, 1985).

In studies using appropriate controls for maternal nutrition and fostering, several dose-related effects have been
found in rat offspring following administration of THC (o the pregnant dam. At birth, a dose-related increase in the
male: female ratio of live offspring was consistently found, suggesting that female foetuses have a greater
susceptibility to THC lethality (Hutchings et al,, 1987; Morgan et al,, 1988). During the postnatal period, 2 dose-
related inhibition of both somatic growth and brain protein synthesis was found. These effects were transitory,
however, and the THC-exposed animals caught up to the controls by the time of weaning (Hutchings et al., 1987).
Hutchings found no evidence of nenrobehavioural deficits in the offspring, independent of maternal toxicity; these
findings are consistent with those of other well-controlled animal studies (Abel, 1985).

83 Human studies
83.1 Epidemiological studies

Epidemiological studies of the prevalence of drug use in pregnant women are often complicated by sampling
procedures of uncertain validity. Human studies should be based on representative samples of the whole population
of pregnant females. Inmany studies, however, the samples are selectively biased toward drug users. There is also
uncertain comparability of self-reports of drug use gathered before birth (i.c. prospectively) with those obtained afier
birth (i.e. retrospectively). Exact doses and patterns of use are usually difficult to quantify. The effects of other
drug use and socioeconomic factors are often difficult to assess by case control methods. No objective markers of
cannabis use are yet available, although some new methodologies are being develaped to identify and quantiify in
utero cannabis exposure, i.e. hair analysis, meconium analysis.

Despite these problems there is reasonable evidence that cannabis use during pregnancy impairs fetal development,
leading to a reduction in birth weight, perhaps as a consequence of shorter gestation, and probably by the same
rmechanistm as cigarette smoking, namely, fetal hypoxia. In a case study done on the effects of prenatal cannabis use
on offspring growth from birth through to three years of age, prenatal cannabis exposure was associated only with
decreased length at birth, Neither tobacco not cannabis use predicted gestational age or morphological abnormalities
(Day etal,, 1992). Young maternal age also seemed to increase the negative effects from prenatal tobacco and
cannabis exposure (Comelius et al., 1995). Prenatal exposure to cannabis was also associated with disturbed
nocturmal sleep paiterns at three years of age, with more arousals and lower sleep gfficiency (Dahl et al., 1995).
There were uo effects present of prenatal cannabis exposure on growth when the children reached age six (Day et
al., 1994a). There is uncertainty about whether cannabis use during pregnancy produces any increase in the rigk of
birth defects by direct toxicity in utero. The limited number of buman studies bave not consistently shown any
increased rate of birth defects. )

There is little evidence that cannabis use can produce chromosomal or genetic abnormalities in either pareat which
could be transmitted to their offspring. Such apimal and in vitro evidence as exists suggests that the mutagenic
capacities of cannabis smoke are greater than those of THC, and are probably of greater relevance to the risk of users
developing cancer than to the transmission of genetic defects to the offspring. There are & few case-control studies
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which suggest that there is an increased risk of several rare cancers (childhood non-lymphoblastic leukaemis,
rhabdomyosarcoma, ang astrocytoma) among children born to women who used cannabis prior to conception or
during pregnancy (Neglia et al., 1991; Robinson et al., 1989, Kuijten et al., 1990). Further exploration of these
claims is warranted as reporting bias may have been an alternative explanation to the findings.

8.3.2 Neurobehavioural studies

The resnlts of a large-scale prospective study, the Ottawa Prenatal Prospective Study of maternal cannabis use
(Fried, 1980; Fried, 1995), suggest that any long-term consequences of prenatal exposure to the child are very
subtle. In the newbomn and neonate, there appears to be an association between nervous system function and prenatal
exposure. Between 6 months and 3 years of age, no neurobehavioural consequences of maternal cannabis use were
found (Frief & Watkinson, 1988; and 1990). However, at 4 years, offspring 'of regular cannabis nsers showed
reduced verbal ability and memory. Similar deficits were seen in school-aged children as well {(Day et al., 1994a;
Fried, 1995), and were accompauied by decreased aitention and by increased impulsiveness in the children of those
mothers who had been the heaviest users of cannabis during pregnancy. These results suggest that in ufero exposure
to cannabis can affect to some degree the mental development of the growing child (Day et al., 1994b). Given the
important implications of such a relationship, future research should address this possibility.

Finally, knowledge on fetal metabolism of cannabis and its components is limited, although this would be important
to determine the effects of in utero drug exposure, New methodologies are being developed to identify and quantify
in utere drug exposures, i.e. hair analysis, meconium analysis. More appropriate and objective markers of in ufero
cannabis exposure have not yet been developed and the existent drug anolytes (tefrahydrocannabinol and/or 11-nor-
a-9-tetrahydrocannabinol) are not adequate to monitor. ’

9, Effects on cell nuclei

Most information on interactions of cannabis with cell nuclei deals with four types of effects; (1) those on
macromolecular synthesis, (2) chromosomal aberrations, {3) mutagenicity, and (4) carcinogenicity. In assessing
this evidence it is important to bear in mind that the effects of pure cannabinoids, such as THC, will almost certainly
be different from those of complex mixtures of large numbers of known and unknown compounds that make up
cannabis smoke. Differences in the materizl examined may account for some of the contradictory findings in the
literature.

Cannabinoids can interfere with the normal cell cycle (Zimmerman & McClean, 1973) and can also decrease
synthesis of DNA, RNA. and protein (Blevins & Regan, [1976). More recently, Tahir & Zimmerman (1992) have
shown that THC can disrupt the formation of microtubules and microfilameats in rat cells in culture and hence may
interfere with such diverse cellular processes as ccll division, cell migration and neuron differentiation. Anéther
recent study (Mailleux et al,, 1994) showed a significant increase was produced in expression of the gene coding for
the growth factor pleiotropin and could be detected in the adult rat forebrain following a single intra peritoneal
injection of THC (5 mg/kg), a finding which needs further investigation.

Regarding the possibility of cannabineids to induce chromosome aberrations, including chromosomal breaks,
deletions, and other errors in chromosomal separation, the literature is still inconclusive and has shown contradictory
results (Zimmerman & Zimmerman, 1990-91; Chiesara et al., 1983; Piatti et al., 1989; Behnke & Eyler, 1993).

There is general consensus that both cannabis use (as judged by findings in users or animals exposed to marijnana
smoke) and exposure to certain constituents of cannabis preparations (or in some cases cannabis smoke condensates)
may indeed have mutagenic effects in the Ames assay for mutagenicity (Busch et al., 1979; Wehner et al., 1980;
Sparacino et al., 1990). On the other hand, pure THC as such has been found to have no mutapenic effects
{Zimmerman et al., 1978; Generoso et al., 1985; Berryman et al., 1992).
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The demonstrated mutagenicity of cannabis smoke would predict some risk of carcinogenicity. Most of the new
evidence, however, consists of case reports of upper respiratory or oropharyngeal cancers in cannabis smokers
(Wengen, 1993) and no full-scale epidemiological studies have been conducted.

Future research in this area should focus on the following areas: systematic comparisons of cannabis smoke
condensates, smoke fractions and pure cannabinoids in the same experimental systems for studying production of
chromosome aberrations, especially in cultured buman cells; systematic comparisons of the mutagenicity of cannabis
and tobacco smoke; additional studies on the carcinogenicity of cannabis preparations in a variety of animal models;
and epidemiological studies of the risks of cancer related to cannabis smoke as compared to tobacco smoke.

10. Effects on immune system

Many research studies on cannabis and immune system functions in whole animals and tissue culture systems have
been published in the past 10 years (e.g. Hollister, 1988; Friedman et al, 1994). Cannabinoids, especially THC,
have been found to modify the function of a variety of immune cells, increasing some responses and decreasing
others. This variation in drug effects depends upon experimental factors such as drug concentration, timing of drug
delivery, and the type of cell function analysed. The range of cell types and functions studied is very broad,
inclnding such diverse phenomena as morphology, biochemistry and phagocytic activities of macrophages from
humans and other species, both in vitro and in vivo; production and release of cytokines, prostaglanding, and other
mediators of immune responses; B and T lymphocyte responses in vive and in vitro; antibody formation; and
resistance to infections, in both experimental models and human disease, especially in AIDS patients.

The results ot all of these investigations indicate that cannabinoids are immunomodulators, i.e. capable of perturbing
immune system homeostasis when administered to the living subject or when added to cell cultures. However, it
is also clear that the immune system is relatively resistant to these drugs. Many of their effects appear to be
relatively small, totally reversible after removal of the cannabinoids, and produced only at concentrations or doses
higher than those required for psychoactivity (more than 10.:M in vitro, or more than Smg/fkg in vivo). Moreover,

" tmmunomodulatory effects can be produced by some cannabinoids which do not induce psychoactive effects. These
findings suggest that cannabinoid effects on immune cells may not be exclusively mediated by the recently described
cannabinoid receptors, even though such receptors have been demonstrated in these cells. However, the existence
of a cannabinoid receptor on macrophages, that differs significantly from the cannabinoid receptor in the brain,
suggests that the possible role of receptor-mediated actions in immunomodulation by cannabinoids requires further
siudy. '

Unfortunately, the health impact of any immune effects of cannabis smoking is still unclear. Many studies have
clearly established that THC can act as an immunomodniator. However, refatively few of them have employed
animal paradigms or human subjects in studies designed to test the effects of cannabis exposure on host resistance
to microbes, viruses and tumours, Several animal studies have demonstrated impairment of resistance to bacterial
or viral infections in mice exposed to cannabis smoke or THC, but the results have not been entirely consistent,
Moreover, most studies have used canmabinoid doses that are difficult to relate to levels self- administered by bumans,
It is clear that well designed studies of this topic are needed, and that they will require the cooperation of
immunologists, infectious disease specialists, oncologists and pharmacologists in their design, execution and
interpretation.

11.  Effects on other organ systems

11.1  Cardiovascular eflects of cannabis
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The most consistent and reproducible of the human effiects of cannabis is dose dependent tachycardia, i.e. an increase
in heart rate that correlates with the subjective ratings of ‘high’. Both sympathetic and parasympathetic mechanisms
seem (o be involved in this cannabis-induced tachycardia.

Increases in heart rate lead {o increases in cardiac output but the extent of the effect on blood pressure depends on
peripheral resistance. The cannabis-induced increase in heart rate may increase cardiac output as much as 30 per
cent, yet increases in supine blood pressure are usually less than 10 per cent. Postural hypotension can be
exaggerated, Cannabis has been shown to increase blood flaw in the limbs.

Acute cardiovascular effects of cannabis are less likely in adolescents and young adults, among whom prevalence
of use is highest, however, a few reports of myocardial infarction in young cannabis smokers deserve closer
examination (Choi & Pearl, 1989; Podczeck et al., 1990).

The possibility remains that chronic heavy cannabis smoking may have more subtle effects on the cardiovascular
system, analogous to the Jong-term cardiotoxic effects of tobacco smoking, because the cardioyascular effects of
THC and nicotine are similar. Moreover, since many cannabis smokers are also cigarette smokers, there is the
possibility that there may be adverse interactions between nicotine and cannabinoids in their effects on the
cardiovascular system, This requires further research.

The cardiovascular effects of cannabis may be hazardous for patients with hypertension, cerebrovascular disease and
coronary atherosclerosis for whom marijuana poses a threat by increasing the work of the heart. The severity and
prevalence of this threat remain to be determined as the cohort of chronic cannabis users of the late 1960s and early
1970s enters the age of maximum risk for various cardiovascular complications.

11.2  Effects of cannabinoids on the liver and gastrointestinal fract

There appears to be little or no human or animal evidence ihat acute or chronic use of cannabinoids affects liver
function. There is reasonable animal evidence that cannabinoids decrease mtestinal motility and delay gastric
emptying, There is no evidence of significant symptoms of constipation as a consequence, and, as typically used,
cannabis has minimal effects on the absorption of alcohol.

The most interesting aspects of the gastrointestinal effects of cannabis are theoretical and therapentic. The sites of
action of the aniinanseant and antiemetic effects, and alse of the stimulant effects of the cannabinoids on food
intake, remain to be identified. As with studies of the opioids, the isolated intestine preparation may serve as a
useful model for the study of cannabinoid receptors, and may provide the opportunity to differentiate between ceatral
and peripheral receptors. '

12. Therapeutic uses

12.1  Background

The broad range of potential therapentic applications of cannabinoids reflects the wide distribution of cannabinoid
receptors throughout the brain and other parts of the body. The possibility of distinct subtypes of cannabinoid
receptors and the probable development of new compounds to bind selectively to these receptors, as either agonists
or blockers, may well open the door to the selective treatment of a number of disorders. In time, some of these
compounds may be targeted specifically to one finction or another of the endogenous cannabinoid system.

Despite the positive appraisal of the therapeutic potential of cannabinoids as an antiemetic and antiglaucoma agent,
they have not been widely nsed and the clinical research undertaken is limited. Other therapeutic uses for
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cannabinoids warrant further basic pharmacological and experimental investigation and clinical research into their
effectiveness.

12,2  Utility as an anti-emefic agent in cancer chemotherapy

The moderate efficacy and safety of THC in the control of nausea induced by cancer chemotherapy was established
in experiments in the late 1970s and early 1980s. Since then, dronabinol (Intereational Nonproprietary Name (INN)
for THC), has proved its clinical utility in a few countries as an adjunct therapy for that indication (Grunberg &
Hesketh, 1993). Some of the early problems with unwanted side effects of oral dosages of THC have been remedied
through the availability of dronabinol capsules with half the dosage of the earlier formulation.

123  Stimulation of food intake in AIDS wasting syndrome

In the USA, approximately 16 per cent (about 14 000 people) of the total AIDS population suffer from the
progressive anorexia and weight loss known as AIDS wasting syndrome. Dronabinol has been approved by the US
Food and Drug Administration as a food intake stimmlant for AYDS patients suffering from wasting syndrome, based
on 2 welil-controlled double-blind, randomized clinical study with AIDS patients (Plasse et al., 1991). Another
controlled, double-blind, randomized trial is currently being conducted to compare the efficacy of dronabinol and
megestrol acetate, a synthetic hormone, in treating the wasting syndrome.

12.4  Other areas of therapeutic potential

While THC has long been known to reduce the increased intra ocular pressure of glaucoma, it has not been fully
studied therapentically for this indication. This has been because of concern over the long-term
ocular and systemic effects of THC use, especially in older individuals who are the most frequent
victines of glaucoma.

Early studies had shown that cannabinoids were no more effective than other drugs used as analgesics and that relief
of pain was achieved only at doses that induced severe side effects in animals. Some newly synthesized cannabinoids
are extremely potent apalgesics; however, separation of the analgesic and side effects in humans remains to be
demonstrated. Further experiments with these compounds may illuminate not only their mechanisms of action, but
also the body’s multiple mechanisms of pain reception and blockade.

Animal studies have suggested other possible therapeutic applications of THC or other cannabinoids in various
disorders. In studies with human subjects, however, cannabinoids have not yet been proven useful in the treatment
of convulsant or movement disorders or in treating multiple sclerogis or asthma. There are also reports of an
antidepressant effect, and some patients may indeed use cannabis to ‘self-treat’ depressive symptoms (Gruber et al,,
1997), but these need to be better evaluated.

12.5  Therapentic potential for cannabis

The therapeutic uses of THC described above have led to discussions about the therapeutic potential of cannabis
itself, although little research exists in this area and satisfactory clinical studies have not been conducted. In order
to explore possible therapeutic uses of cannabis, several scientific issues need to be considered, including the
standardization of cannabis preparations required for some types of clinical and pre-clinical studies, the difficulties
inherent in the study of smoking as the mode of administration of a substance, the need for a comparable placebo
‘cigaretie’ which would not be easily identified by experimental subjects and patients in controlled trials, the large
number of patients which woutd be needed to study the comparative efficacy of smoking cannabis compared with
other cannabinoids and other therapeutic agents, and thé possibility of using alternative delivery systems which could
avoid cannabis smoking and the other components of such a smokable form. In addition, the broader implications
of such research on cannabis contro! policies would need to be carefully considered.



WHO/MSA/PSA/Y74
page 29

13. Comparing cannabis with other drugs

The group of experts who prepared the review of the current knowledge about cannabis in 1995 included a section
in the draft report which attempied to compare what is known about the heaith effects of cannabis to the health
hazards of a variety of licit and illicit drugs with psychoactive effects such as alcohol, tobaceo and opiates.

However, the reliability and public health significance of such comparisons are doubtful, Users of one drug are more
likely to be users of one or more other drugs, and the risks of combined use are not necessarily identical to, or the
sum of, the risks associated with the use of the individual drugs. Moreover, the hazards linked to the use of any drug
are stronply influenced by such factors as the social and cultural context of drug use in the community, the political
and economic context, availability of various psychoactive substances, preparation and dose, route of administration,
frequency of use, and associated life style. The quantitative risks of cannabis use are largely unknown in the absence
of reliable epidemiological studies, and therefore such comparisons tend to be more speculative than scientific.

In addition, since the proportion of the population that uses cannabis regularly over a period of years is carrently
much smaller than the proportions that use alcohol or tobacco in a comparable way, the magnitude of the public
health hazard based purely on such exposure considerations is likely to be lower than that posed by alechol or
tobacco, However, it must be emphasized that most users of cannabis also use other drugs. There is no a priori
reason to reject the likelihood that the risks of multiple drug use are additive. From a public health perspective,
therefore, it may be more useful to assess the total risk resulting from all drug use, including that of cannabis.

Additionally, the public health significance of cannabis use in developing societies is even Jess well understood, given

the lack of research, as indeed are the hazards of alcohol and tobacco, Comparisons of the health effects of
psychoactive substance use in these populations are likely to be of limited validity.

14. Summary
Acute health effects of cannabis use

The acute effects of cannabis use have been recognized for many years, and recent studies have confinned and
.extended earlier findings. These may be summarized as follows:

- carmabis impairs cognitive development (capabilities of learning), including associative processes; free recall
of previously learned items is often impaired when cannabis is used both during leamning and recall periods;

- cannabis impairs psychomotor performance in a wide variety of tasks, such as motor coordination, divided
attention, and operative tasks of many fypes; human performance on complex machinery can be impaired
for as long as 24 hours after smoking as little as 20mg of THC in cannabis; there is an increased rigk of
motor vehicle accidents among persons who drive when intoxicated by cannabis

Chronic health effects of cannabls use

The chronic use of cannabis produces additional health hazards including:

- selective impairments of cognitive functioning which include the organization and integration of complex
information inveolving various mechanisms of attention and memory processes;

- prolonged use may lead to greater impairment, which may not recover with cessation of use, and which could
affect daily life functions;
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- development of a cannabis dependence syndrome characterized by a loss of controt over cannabis nse is
likely in chronic users;

- cannabis use can exacerbate schizophrenia in affected individuals;
- epithelial injury of the trachea and major bronchi is caused by Jong-term cannabis smoking;

- airway injury, lung’ inflammation, and impaired pulmonary defence against infection from persistent
cannabis consumption over prolonged periods; |

- heavy cannabis.consumption is associated with a higher prevalence of symptoms of chronic bronchitis and
a bigher incidence of acute bronchitis than in the non-smoking cohort;

- cannabis use during pregnancy is associated with impairment in fetal development leading fo a reduction
in birth weight.

- cannabis use during pregnancy may lead to postnatal risk of rare forms of cancer although more research
is needed in this area.

The health consequences of cannabis use in developing countries are largely unknown because of limited and non-
systeratic research, but there is no reason a priori to expect that biological effects on individuals in these
populations would be substantially different to what has been observed in developed countries. However, other
consequences might be different given the cultural and social differences between countries.

Therapeutic uses of cannabinoids

Several studies have demonstrated the therapeutic effects of cannabinoids for nausea and vomiting in the advanced
stages of illnesses such as cancer and AIDS. Dronabinol (tetrahydrocannabinol) has been available by prescription
for more than a decade inthe USA.  Other therapeutic uses of cannabinoids are being demonstrated by controlled
studies, including treatment of asthma and glaucoma, as an antidepressant, appetite stimulant, anticonvuisant and
antispasmodic, research in this area should continue, For example, more basic research on the central and peripheral
rmechanisms of the effects of cannabinoids on gastrointestinal function may improve the ability to alleviate nausea
and emesis. More research is needed on the basic neuropharmacology of THC and other cannabinoids so that better
therapeutic agents can be found.

15. Recommendations for future research

Information on the effects of cannabis on physical and psychological functioning has increased greatly as has
knowledge of the extent and patterns of use. However there is still a need for further research in several important
areas including clinical and epidemiological research on human health effects, chemistry and pharmacology, and
research into the therapeutic uses of cannabinoids, Moreover, there are important gaps in knowledge about the
health consequences of cannabis use. The most pressing issues for further research arc summarized below.

151  Clinical and epidemiological research

Thee is a need for more data on the pattemns of cannabis use and resulting problems particularly in developing
countries. Such research would benefit from greater use of simplified and comparable methods of gathering data
in these countries, so that information collected in different countries can be compared. Few countries have cohort
studies of cannabis use pattemns which are important in order to assess the matural history of cannabis use and the
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reasons for starting and stopping cannabis use at all levels of consumption. There is also a need for case-control
studies comparing those expetiencing cannabis problems, with people who have, and do not have, alcohol and other
psychoactive substance use problems.

There is a need for controlled studies investigating the relationships between cannabis use, schizophrenia and other
serious mental disorders. In particular, there is a need for intervention studies of schizophrenic persons to sce
whether stopping cannabis use improves their ontcomes in treatment.

Insufficient research has been undertaken on the ‘amotivational’ syndrome which may or may not result from heavy
cannabis use. It is not clear that such a syndrome exists, even though heavy cannabis use is sometimes associated
with reduced motivation to succeed in school and at work. Also, new research is needed to show whether the reduced
motivation seen in some capnabis users is due to other psychoactive substance use and whether it precedes cannabis
use. How reduced motivation relates to psychological problems is stiil unknown and requires further research.

Research on chronic and residual cannabis effects is also needed. The pﬁa:macokinetics of chronic cannabis use
in humans are poorly deseribed and this lack of knowledge restricts the ability of researchers to relate drug
concentrations in blood or other fluids and observed effects.

The prevalence and consequences of dependence on cannabis is @ major area requiring further research. Thereis a
need for better delineation of the clinical features of cannabis dependence and for studies of its responsiveness to
interventions aimed at assisting users to stop,

Further studies are required on festility effects in cannabis users, in view of the high rate of use during the early
reproductive years. Researchers investigating infertility should be encouraged to study the effects of cannabis use.
In addition, given the importance of the issue of in utero exposure, more research on fetal metabolism, especially
of premature infants, is needed.  Another priority would be replication of the case-control studies of maternal
canmabis use and childhood cancers.

Further clinical and epidemiological research is required on the effects of cannabis on respiratory function and
respiratory diseases. More studies are needed to show whether cannabis affects the risk of lung malignancies and
at what level of use that may occur. In addition, more studies are needed to clarify the rather different results of
pulinonary histopathological studies in animals and man.

More clinical and experimental research is needed on the effects of cannabis on the immunological function. Future
studies should be aimed at establishing the relationship between cannabinoid-induced irenmnomodulation and aitered
host resistance to microbes and tumotirs, and exploring the role of cannabinoid receptors on host immunity and in
the regulation of the normal immune response. More clarity should also be sought concerning the molecular
mechanisms responsible for immune effects, including both cannabinoid receptor and non-receptor events.

The possibility that chronic cannabis use has adverse effects on the cardiovascular system should have a priority in
epidemiological research. ‘There is evidence from laboratory studies that cannabinoids have pronounced acute effects
on cardiovascular functioning and it is known that cannabis smoke is qualitatively similar to tobacco smoke which
is a known serious hazard for cardiovascular diseases. The fact that the cohort of cannabis users who initiated use
in the early 1970s are now entering the period of maximum risk for cardiovascular disease suggests that it would
be timely to conduct case-control studies of cardiovascular disease and cannabis use.

Frequently the risks of cannabis use are compared with those of other drugs such as alcohol and tobacco. However,
the science to evaluate health risks of cannabis use is much less extensive and much less conclusive than the
voluminous research that has been conducted on these psychoactive substances. In addition, theze is insufficient
research on cannabis-related mortality from accidents and other causes to permit proper comparisons. More
comparative epidemiological studies of cannabis and other drugs are needed to assess their relative mortality and
morbidity risks at different levels of use.
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152  Chemistry, pharmacology and physiology

Certain approaches to the planning and design of research would improve an understanding of cannabis effects in
a number of areas. For example pharmacological research is needed to understand to what extent the vasieties of
cannabis preparations affect humans and animals differently. Attention needs to be given to elucidating dose-
responsc relationships rather than simply examining the effects of a single dose. More information is needed on how
dose-response relationships for most effects vary for different species. Further research is needed on what animal
dose for a given type of toxicity corresponds to what human dose in order to ensure comparability in the two types
of studies.

Several important research issues remain ambiguous with regard to the effects of cannabis on human physiology.
For exarple the sites of action for appetite stimulants and the antiemetic effects of cannabis are unknown. Another
high priority is to identify the physiological roles of the endogenous cannabinoid system. Also, some future research
should be directed towards establishing whether a specific interaction occurs between the endogenous cannabinoid
and glucocorticoids. This will require nmultifaceted efforts by chemists, nenrochemists and molecular biologists.

Strategies include the identification of additional endogenous cannabinoids, syntheses of analognes with selected
pharmacological profiles and development of genetically-altered experimental apimals which are devoid of
cannabinoid receptors, It is imperative to determine whether the endogenous cannabinoid system meets all the
requirements for a neurotransmittal system,

Some effort has been made to determine the relationship between THC concentrations in blood and other fluids and
the degree of behavioural impairment produced. Although this task is difficult, efforts should continue with the goal
of defining a concentration-effect relationship as clearly as has been done for alcohol.

Further development of cognitive and psychomotor tests for controlled studies that are sensitive to the performance
effects of cannabis use and that reflect the complexity of specific daily functions (i.e. driving, learning, reasoning)
also need additional research.
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