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Introduction

1. At the last session the Commission requested that the relevant available data
on synthetic and other new rarcotic drugs be summarized ard analysed in a paper
which might serve as a hasis for discussion during the twelfth session. It also
asked that a plan of a further series of studies in this field should be outlined
and that where possible preparatory work should be undertaken.1

2. Besides the basic paper for this item, a paper outlining some of the possi-
bilities as regards further studies (E/CN.7/319/4dd.1) and an annotated bibliography
of publications by international orgenizations (E/GN.7/319/4dd.2) are being issued
sepafately; Tn addition, the Commission will have before it the fourth of the
joint World Health Organization/United Nations studies on synthetic narcotic drugs
prepared under Council resolubion 505 C (XVI} (E/CN.7/325)..

3. This paper has bteen prepared after consuliation with’the Secretariats of WHO and
of-PCOB and DSB, whose assistance is gratefully acknowledged.

4. - The survey concentrales oh the data that it was thought would have a pérticular
bearing on the Commission's work.

5. The following abbrevialions are used:

11925 Convention" refers to %he International Opium Convention signed at
Geneva on 19 February 1925, as amended by the Protocol signed at Lake
Success, New York, on 11 December 1946,

11931 Convention" refers to the Conventicn for limiting the manufacture and
regulating the distribution of narcotic drugs, signed at Genéva on
13 July 1931, as amended by:the Protocol signed at Lake Success, New York,
on 11 December 1945.

71948 Protocol" refers to the Protocol bfinging under irternational control
drugs outside the scope of the Convention for limiting the manufacture
and regulating the distribusion of narcotic drugs, signed at Geneva on
on 13'Ju1y 1931, as emended ty the Protocol signed at Lake Success, New
York, on 11 December 1946. |

"Commission" refers to the Commission on Narcotic Drugs of the Economic and
Social Council of the United Nations.

1/ E/2891, paras. 319-322
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"Council® refers to the Economic and Social Council of the United Wations.
"Expert Committee" refers to the Expert Committes on Addiction-Producing Drugs
" of the World Health Organization.
"PCOB" refers to the Permanent Central Opiﬁm Board and "DSB" to the Drug
Supervisory Body.
"Secretary-General" refers to the Secretary-General of the United Nations.
"WHO" refers to the World Health Organization.
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"PART I
BASIC INFORMATICN

6. It has become customary to distinguish between two major categoriés of
mdﬁufactured nercotiec drug, one of which is termed "natural# and the other
"synthetic", This distinction may be explained as follows: manufactured "nabturel".
drugs are those that are made directly or indirectly frpm nétural plant materials
which contain narcotically-active component‘s. ‘ They include both such components,
isolated by the menufacturing process, and~a1so compoﬁnds mnade from them but
synthetically altered more .or less by the menufacturing process bafvmbeing put on
sale, In point of fact, natural narcotic drugs are all derived from three pleants,
the opium poppy, the coca shrub, and the cannabis plant., "Synthetic" narcotic
drugs, on the other hand, are manufectured entirely by'synfhetic processes in the
drug factory or laboratory from common chémicals that may have been produced in meny

1)

7. Although it is now possible to make at least some natural nercotic drugs such

ways and from a great variety of raw materials,

as morphine and codeine entirely by synthetic processes, this is not at present of
importance industrially, and the traditional distinction betwsen the two major
categories of menufactured narcotic drug has been mainﬁéined in this paper.

8. In this part of the paper certain basic informetion regarding the nercotie drugs
to which international control has been exten¥ed during the past twelve yéars is_set
out in tabular form. The drugs include (i) 29 specified synthetic narcoties,

(i1) ome group of synthetic narcotics comprising the esters of l—nethyl-4-phenyl-
piperidine-4-carboxylic acid other than tha ethyl and isopropyl esters, and

(iii) 8 natural nercotics.

9. The following items are listed in Table A below for each of the drugs concerned:
(I) the international non-proprietary name, whether proposed or recommended, or
alternatively the name by which the drug is commonly known, if any; (I1) the
proprietary, trade or other names by which the drug is knownl(eaCh'name applies to

1) Proposed legal definitions of synthetic narcotics will be found in para,
references 20, 47 and 48 of the second draft of the proposed Single Convention
(B/CN.7/AC.3/7 and Corr.l; see also E/ON.7/L.85, paras. 2, 3; end Corr,.l),
A fuller discussion of the nature of synthetlc narcotics appears in
E/CN,7/259/Rev.1l, pp. 3-4,
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T.:BIE A
"BASIC INFORMATION REG/RDING N.RCOTIC DRUGS FLLCED UNDER
INTERNATL ONAL CONTROL SINCE 1945

;followed by (p) or (r)) or
i usual name (in lower case

I I1I
International proposed or ‘
recomended non-proprietary
' name (in capital letters

| LII

Synonyms

(trade, proprietary and
other names)

Chemical names

i letters) 2/ _ ;
] . .
![ A. DRUGS OF THE PETHIDINE TYFE N
= ~
| 1. PETHIDINE (p) Demerol Eudolak ! 1-methyl-4-phenyl-
| Delental Isonipecaine| piperidine-4~carboxylic
! Dolisan Meperidine | acid ethyl ester
i Dolorenil Operidine
: Synlaudine i

- hydrochloride: ’ '

fLdolens Dolossl

Llgentine Dolosil

Llglil Dolsin

Alodan "Dolvanol

famphosedal Eudolat

Intiduol Felidin

Biphenal Gratidina

Centralgin Medrinol

D-140 Mefedina

Dispadol Mephedine

Dolantin Pantalgine

Dolentol Pethanal

Dolaren Piperidino-

Dolarin ethanol

Dolatol Piridosal

Dolental Precedyl

Dolestine Sauteralgyl

Dolinal Simesalgina

Dolisina Spasmedal

Dolopethin Spasmexine

Dolopetin Spasmodolin

Dolormin Suppolosal

Supradol ‘

o

2/ The nsmes kotobemidone, isomethadone, levomethorphen, phenadoxone, racemethorphan

end racemorphan were recommended as international non-proprietary nemes by WHO
in April 1955 (Chronicle of the WHO, 1955, 9, pp. 185-194), The other
international non-proprietary names entered in this Table have been or are being
proposed as such, ©For detalls regarding the procedure for selecting these
names, see Chronicle of the WHH, 1956, 10, pp. 26-35 and paras. 183-189 below,
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TABIE / (contd.)
; I 11 I1I
i International proposed
" or recommended non- Synonyms, Chemical names

———

proprietary name (in
capltal letters followed
by {p) or (r)) or usual
name (in lower case
letters)2/

(trade, proprictary and
other nemes)

i
!
|
|

A. DRUGS OF THE PETHIDINE TYFE

i r——— e —

2.

PROPERIDINE (p)

- hydrochloride:‘

Gevelina
Spasmo-dolising

l-methyl-4-phenyl-
piperidine-~4-carboxylic
acid isopropyl ester

- o — e

!
4
4
’
i
!

3. - - Other esters of 1- !
methyl-4-phenylpiporidine~
‘ 4 carboxylic acid f
. |
| 4. EYDROXYPETHIDINE |Bemidone l-methyl-4-(3 i
? (p) Hoechst 10446 hydroxyphenyl) - ’
i piperidine-4-carboxylic
i acid ethyl ester, or 1=
; methyl-4-metahydro-
' xyphenyl-piperi-dine-4-
. carboxylic acid ethyl t
ester '
” -
{ 5, KETOBEMIDONE (r) |Hoechst 10720 4-(3-hydroxyphenyl)-1-
) K-4710 methyl-4-piperidyl ethyl
: VIN 1539 \ ketone, or l-methyl-4- .
. metahydroxy-phenyl-4~ :
lf - hydrochloride: propionylpiperidine :
| Cliradon ;
)
6, ALPHAPRODINE (p) Nisentil o€-1,3-dimethyl-4~phenyl-
NU-1196 4-propionoxypiperidine
Prisilidene
! =
! 7. EBETAPRODINE (p) NU-1779 [3-1, 3-dimethyl-4-phenyl-
4~ propionoxypiperidine
| | .
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T/BIE i (contd.)

'

I

International proposed
or recomended non-
proprietary name (in
capital letters
followed by (p) or (r))
or usugl neme (in lower
case letters) 2/

1I

Synonyms

(trade‘, proprietary end
other names)

111 .

Chemical names »

B. DRUGS OF THE METH.DONE TYPE

i
1
!

| 13. ALPHA- ) { _-»~4,4-3iphenyl-6-dimethyl-
METHADOL ) N ' eminoheptanol-3 or ¥ -6-!

(p) ) h , ! dimethylamino~4, 4-
! ;DIIVIEPHER- {( rmidol N.I.H.2933 .| diphenyl-3-heptanol
| | TANOL, ( »
| 14, BETA- (p) ( i/“"4 4- diphenyl-é-dimethy.‘h‘-
' METH/.DOL ) ( i aminoheptanol-3 or & -6-|
; (p) ) ( | aimethylemino-4, 4- !
' ) ( | diphenyl-3-heptanol

| 3

| 15, LLPHACETYLMETHADOL ; | Y-4,4-diphenyl-6-

e s —— e

(n)

16. BETACETYLMETHADOL

(p)

Methadylacetate N.I.H,2953

! heptane or * -6~ - '
; dimethylamino-4, 4-

H
]
i
H
!

dimethyl- emino-~-3~acetoxyw

diphenyl-s-ac et oxyheptane

,t -4 4—diphenyl—6-dimethylr-
| amino-3-acetoxyheptene or
i # -6-dimethylamino-4,4~ |

i
|
l

l

diphenyl—S acetoxyheptane‘

1
‘

I
H

{ "Ticardal

amino-3-hexanone |

17. PHEN/DOXONE (r) §C.B 11 Hochst-10600 4,4-diphenyl-6-morpholino-l;
' Hepagin Morphodone . heptanone-3, or 6-
. . i morpholino-4, 4-diphenyl-i
! hydrochloride: | 3-heptanone l
{ Fenadoxon  Heptalin ; ;
; { Heptalgin Heptazone
; -
; 18, NORMETHADONE (p) ' Component of preparation ' 4,4-diphenyl-6-dimethyl- '
i
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T.BIE A (contd.)
. I i1 IIX
i International proposed Synonyms Chemical nemes

’

case lotters) 2/ ;
|
B, DRUGS COF THE METH.DONE TYFE
19, DIOXAFHETYL
BUTRYRITE (p) lmidalgon 4-morpholino-2, 2-
diphenyl ethyl butyrate on
ethyl-2, 2-diphenyl~4- ,
morpholinobutyrate 5
20, PROPOXYPHENE (p) - 4-dimethylamino-1, 2- .
diphenyl-s-methyl-Z- i
| propionoxybutene . | i
21, DIPIP:NONE (p) Piperidyl-amidone 4,4-3iphenyl-6-piperidino~
; Pipadone i 3-heptanone or 6-ppearidine+
+ . l - - 3
} - hydrochloride: 4, 4-diphenylhepten-3 one‘E
379 - 0048 3 f
C. DRUGS OF THE MORPHINAN TYPE :
22. ' LEVORPHANOL (p) Levo-dromoren (=) -3-hydroxy-N-methyl~ -
Levorphan - morphinan
- tartrate: ‘
Dromoran i
| 23, RACEMORPHAN (r) Methorphinen (*)-3-nydroxy-N-
! Metorfinen methylmorphinen
| NU-2206
! ~ hydrobromide:
Cotarin

Dromoran *°

T et










E/CN.7/319

page’ 16
BIE A (contd.)
-~
Iv 3 A'A
DRUG Lnalgesic activity 3/ Physical dependence property

on mice 4 3 on men) 4/
dl=racemic form ( ) & - (L &/ : !‘,
L =laevorotatory Quantity of drug Equivalence to | Time from L

form required to Duration of 50 mg. of - last dose to j
d =dextrorotatory | produce the same effect morphine 50% of peak )
form analgesic effect in ‘minutes |sulphate for abstinence (
in mice as morphine| (morphine=129)imaintenance of intensity in ‘
given in a dose of . addiction houss
2.1 mg., per kg. (mg) {marphine=
weight 5/ : 14.4) '~
1. Pethidine 9.9 125 > 120 4.5
2, Properidine - - - inl
30 - - bl - "
4, Hydroxypsth- .
_ idine 6,6 100 > 500 6
5, Ketobemidone 1,6 127 50 75
6. Llphaprodine 1.9 88 > 75 Z/ -
7, Betaprodine 0.7 128 35 -
8, Alphameprodine - - - -
9, Betameprodine - 1,3 96 35 -
10, Anileridine 3.1 88 143 -
3/ 4 dash (-) indicates data not aveilable.
4/ The data in columns IV and V and footnotes 6-10 and 12-13 were taken from
Eddy, N.B., Halbach, H., Braenden, 0.J., "Synthetic Substances with Morphine-
like Effect -~ Relationship between Analgesic fLction end fiddictlon Liability with
a discussion of the Chemical Structure of Lddiction-Producing Substances' in
WHO Bulletin, 1956, 14, pp. 365-380.
A fuller explanation of the meaning of the data included in these columns will
be found in paras, 233-236 below,
§/ Thus the figures of less than 2.1 mg. indicate a drug stronger than morphine and
‘ those above 2.1 mg. show a weaker analgesic effect then morphine,
6/ Dose indicated would not suppress the morphine sbstinence syndrome completely,
7/ Doaps of 60-90 mg. at the 34th hour of morbhine abstinence suppresséd the

abstinence syndrome only partially,
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TLBIE 4 {contd,)}
v y é v |
DRUG : Lnalgesic activity Physical dependence property
; (on mice) af ; 3/ (on men) 4/
. dl=racemic form X ; i : :
' I =lasvorotatory Quant}ty of drug i Equivelence to . Time from
i form reguired to ! 50 mz. of last dose to
’d =dextroratatory produce the seme i Duration of ! morphine sulphate 50% of peak
\ form analgesic effect % effect for maintenance| abstinence
\ . in mice as } in minutes | of addiction intensity in
i morphine given in' | (morphine=129) - (mg) hours
a dose of 2.1 mg, . (morphine=
per kg, weight 14.,4)
-8/
\11. Methadone dl1 ‘1,6 70 - 12 60
1 0.8 80 3 60
a 25,7 74 8/ -
| 12, Isomethadone 2,5 a7 37 16
/13, Alphsmethadol 18,9 213 »120 -
14, Betamethadol 7.2 84 ; 8/ -
15, Alphacetyl-~ '
; methadol 4l 1.2 101 715 - <50 -
t
| 1 1.8 196 33 284
i d 0.3 127 i6é -
1 16, Betacetyl-
. methadol & 4.6 319 33 >84
117. Phenadoxone - 1,1 % 48 {60 1.0.
]
| 18, Normethadone 2.5 i 54 50 -
119, Dioxaphetyl- i
‘ butyrate 6.4 i 1098 143 -
;20. Propoxyphene dl; 27.3 E 328 »400 3/ -
| a 8.3 . 135 >200 1/ -

addicts,

8/ Does not produce a morphine-like effect in post-addicts nor does it suppress

morphine abstinence syndrome. FHas no addiction liability.

addiction liability no greater than that of codeine.
;g/ Doges of 200 mg orally every 4-6 hours cansed definite reduction in the intensity

of the morphine abstinence syndrome.

Withdrawsl after direct addiction to 825 mg

the

9/ Single doses of 50-400 mg crelly did not iﬁduce morphine~like effects in post-
400 ng orally every 4 hours did produce gignificant reduction in the

intensity of the morphine sbstinence syndrome. The compound was judged to have

daily (divided into three oral doses) was followed by abstinence symptoms milder

in degree than those which follow abrupt withdrawal of codeine.

liability was judged to be less than that of codeine,

Its addiction
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T4BIE A {(contd,)
i i ' 1
| g IV o | '
' DRUG { Anelgesic activity Physical dependence property|
} B ; (on mice) 4/ 3/ (on men) 4/
i dl=racemic form = i
| 1 =laevorotatory ;Quantity of drug | : '
| form i required to | Equivalence to| Time from
! d =dextroratatory :produce the same l -Duration 50 mg, of last dose to
{ form " analgesic effect | of effect morphine ‘sul- 50% of peak
: ! in mice as |in minutes phate for sbstinence
; i morphine given in ; (morphine= maintenance intensity in
. i a dose of 2.1 ng. 129) of addiction hours
| . per kg. weight | (mg) (morphine=
.‘ : 5/ 14 .4)
t . !
i 21, Dipipanone | 2,0 98 50 i -
22, Levorphenol i 0.5 124 - 37,5 -<¢25 16
{ 23, Racemorphan | 0,9 119 15  ~< 50 16
i 24, Levomethorphen! 3,0 . 136 21,5 48
| . .
| 25, Racemethorphan; 8,1 111 43 48
¢ 26, Phenomorphan 1 0.14 124 1.5 -
; .
} 27. Dimethyl- ‘
‘ ~ thiambutene - - - -
| 28. Ethylmethyl- i
1 " thiambutene | 2.4 97 50 -
. 29, Diethyl- | : :
i _ thiambutene | 4,2 80 50 -
|
' 30, Proheptazine 1.0 1Y/ 103 11/ 200 1/ approx, 3.'01—]‘/
e
[ 31, Acetyldihydro-
| codeine ! - & - -
i 52. Dihyrocodcine. 12,4 130 175 24,0
f 33, Metopon 0.5 156 7 4.5
- 34, Methyldi-
hydromorphine 5.4 140 »50 approx.20.0
i

11/ Data cover only the K form,
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T/BIE A (contd.)
g DRUG fnalgesic activity 3/ Physical dependence )
: i t on man) 4/
!Q; eracemic form (on mice) 4/ property ( ) &/
1= laovorotatory | quantity of drug | §
ds dzgigbr tat roquired to ~ Equivalence to % Time from
corm abavory | produce the same ! Duration of |1 gg mg. of | last dose to
analgesic effect I effect in morphine sul- 50% of peek
in mice as minutes phate for . abstinence
morphine given in (morphine= maintenance intensity in
e dose of 2.1 mg. 129) of asddiction hours
per kgé weight (mg) (morphine=
g 14,4)
-
35, Pholeodine 176.0 88 756 2/ -
136, Methyldesorphine 0.2 52 6 {6
27+ Oxymorphone 0.17 122 5 4,0
|
|38. Myrophine none - 13/ -

l

;g/ 500~750 mg orally or subcutaneously every 4-6 hours, after abrupt withdrawal
of morphine from stabilized addicts, -substituted so poorly for morphine that
during its edministration an abstinence syndrome developed almost as intense
as when morphine was ebruptly withdrawn without substitution.

13/ No morphine-like effect was produced by doses of 25-600 mg orally.

Also,

100 mg orally every 6 hours, after abrupt withdrawal of morphine from
stabilized addicts, failed completely to substitute for morphine or to prevent
the sppearance of the morphine abstinence syndrome,
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T/BIE /. (contd,}
- Y ~ ]
VI VII VIII
B Whether usuelly '
DRUG Normel dosage 14/ employed as an . Year placed
(mg) enalgesic or as under control
an enti-tusalve 14/
s/
1. Pethidine 50-100 lnelgesic 1951 ;-6'/ !
2, Properidine - Lnslgesic 1954
3. - Not in general uso - . 1954
4., Hydroxypethidine Not in general use - 1951 'l-é/
.5, Ketobemidone 5-10 " Lnalgesic 1951 18/
6. Llphaprodine - Analgesib 1981 18/
7. Betaprodine Not in general use - 1951 6
8. Alphameprodine Not in general use - 1956
9, Betameoprodine Nct in genersl use - 1952
E.O._ Lnileridine Not in general use - 1956 ;g/
11, Mothadone 10 Anelgesic, 1951
12. Isomethadone Not in general use anti-tussive 1951 18/
h3. Alphamethadol Not in general use - 1951 16/
14, Bethamethadol Not in genersal use - 1951 18/
F.S. Llphacotylmethedol | Not in general uss - 1951 i—:/:// '
16, Betacetylmethadol Not in general use - 1951 :
1.7, Phenadoxonse 10 - 30 Anslgesic 1951 18/ i
18, Normethadone - Anti-tussive 1954
19. Dioxaphetyl
butyrate Not in general usse - 1955 !
20, Propoxyphene Not in general use - ‘ 1955 ‘
21, Dipipanone - Anelgesic 1954
22, Lovorphenol 2 -3 Anelgesic 1962
PS. Racemorphan - Analgesic i 1952
24, Levomethorphan Not in genersl use - 1952
25, Racemethorphan Not in general use - 1952
26, Phenomorphan Not in general use - , 1955 B
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DRUG

Vi

Normal dosage 14/

Vi1
Whether ususlly

viix

. employed as an Year pleced
(mg) analgesic or as an under control
anti-tussive - 14/
15/
27. Dimethylthiam- ‘
. butene - Lnslgesic 1933
28, Ethylmethylthiam- '
butene - Analgesic 1953
29, Diethylthiam-
butene - Imalgesic 1955
30, Proheptazine. Not in general use - 1955
31. Acetyldihydro- ' ,
codeine o Lati-tusgive 1851 ';"-Q/
/
32. ‘Dihydrocodeine 10 - B0 Inti-tussive 18581 18
33, Metopon - hAnalgssic 1949
34, Methyldihydro- '
[ .morphine Not in general use - 1954
j35. Pholcodine 10 - 30 Anti-tussive 1952
36, Methyldesorphine Not in general use - 1953
37, Oxymorphone - - 1954
38, Myrophine Not in general use - 1955

14/ A dash (-) indicates data not available.

y:‘g/; For the purposes of this paper, the classification has been reduced to these

two principel clinical usess

for fuller information see the fourth joint
World Health Organization/United Nations study (B/CN.7/325),

An example of

other clinical uses is the spasmolytic use of pethidine during childbirgh which
is a major factor in its total consumption.

The year indicated is that in which one form of the dsug (generally the basic

substanece) was first placed under full international control,

the drug were placed under control in 1952, 1953 or 1954,

Other forms of
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TLBIE A (contd.)
X ' X S « S

. : Final estimated Provigionel .

DRUG . International total world re- estimated
control statusl quirements for total world
1956 18/ requiremente
for 1957 &/
Xg & k g
1, Pethidine Group I 16 328 464 14 928 e24
2. Properidine Group I 65 000 36 000

3. - Group I - -

4, Hydroxypethidine Group I 1 747 240 ‘

5, Ketobemidone Group I 92 456 62 300 i

6. Alphaprodine Group I 83 989 62 722 i

7. Betaprodine Group I 9 732 8 230 :

8. Alphameprodine Group 1 - - 2

9, Betameprodine Group I 1 700 200

10, Anileridine Group I - - ’

11. Methadone Group I 691 380 696 243 ;

12, Isomethadone Group I 18 222 11 830 :

13, Alphamethadol Group I ) ) ' i

14, Betamethadol Group I _))- 2 502 ; 1¢0 '

15, Alphacetylmethadol Group I ) ) {

16. Betacetylmethadol Group I )) 1 502 ; - I

17. Phenadoxone Group I . 105 196 69 636 f

18, Normethadone Group I 107 589 92 400 X

19, Dioxephetyl butyrate Group I 19/ 2 00v ;

20, Propoxyphene Group II ~ -

. [

17/ The groups I and II referred to are. those established in Article 1 of the 1931
Convention and to which drugs brought under international control by the
procedures of the 1948 Protocol are assimilated.

18/ The first estimated total world requirements published by the DSB each year
undergo several revisioms. Ls a result, the provisional estimates of a given
year are not fully comperable with the finel estimates of the preceding yeer;
the former are generally smaller., The data in these columns have been taken
from E/DSB/13/4dd .4 and E/DSB/14.

19/ Only datum available for 1956 is that the desired level of reserve stocks was

6kge
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PART ITI
LICIT USE

10, Duriﬁg the past several sessions; the Commission has considered the entry into
general medical use of new narcotic drugs and the guestion of the relationship between
this phenomenon aend the development of addictioné In this paper, the licit use and
abuse of new narcotics are considered'separately in Parts IY and IIIX respectivelyy,exwﬁ
in Section E of Part III, where the two aspects have, so far as the avalleble -data
permit, been correlated.

11. The statistics of the PCOB show that most of the large group of new substances
placed under international contrel during the last ten years have not yet come ihtOVﬂy
widespread nedical use. Howevef, they reflect a relatively rapid development in the
use of strong addietion-producing analgesics and anti~tussives which is still under wy,
The number of such substances in general use continues to increase. This trend, of
course, is not limited to the field of narcotic drugs but is, to some extent, part of
a broader trend involving far-reaching developments in pharmacology generally.

12, An investigation of clinical experience in the use of the newer narcotic drugs
has been made by the Secretariats of WHO and the United Nations and is being issued as

~ the fourth in the series of joint sciéntific studies called for under Council resolutidy
505 C (XVI). By reviewing the purposes for whiéh the newer narcotics are being used,
this study is expected to give gsome indicatior of the extent to which they are being
substituted for the more traditional ones, or, alternatively, used for purposes for
which the older drugs would be unsuitable.

13, As a complement to the joint study, the present paper gives quantitative data on
the extent to which the prineipal narcotic drugs are being consumed, and the changes
in consumption from year to year, if taken in éonjunetion with the data on clinical
p;gptices, may throw light on the important question 6f how. far the new drugs are beﬁ%
useé"in“piaéé'éf'fhe older ones and how far in other connexions, e.g. pethidine in
childbirth. This part of the study is devoted to a new presentation of consumption
statistics for the variocus narcotics, which it is hoped will fagilitate the making of
valid comparisons,

14. Information is also furnished on the extent to which the newer narcotics are beﬂ#
manufactured.
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A The ccnsumptionﬁof natural and synthetic narcotiecs
15, Attempts t06 measure the extent to which a drug is being used meet with certain

difficulties, Although governments, under the narcotics tresties, rspért the -
quantities consumed of most narcotics, weights alone dc not direotly indicate how
wilely each drug is being employed medically and scientifically. The analgesic
effectiveness of a substance is also of importence, since, for émﬂmple, 100 kg of
pethidine and 10 kg of morphine may represent the same amount of anaigesié‘poger, and
thiere is perhaps a close reletionship between analgesic powsr end addiction lisbility,
“he quantity of the drug ordinarily given iﬁ a‘single gosa may likewise be of importance
in evaluating the extent of medical use.

5. The effectiveness or "power" of a drug is composed of two compcnents - the
intensity of the effect and the length of its duretion. Certain narcotics, such as
iilacetylmorphine, are potent,‘but their effect is short-lived; others, like methadens,
2re less strong, yet their effect is of relatively long".duration.

~i+ Comparable figures for the analgeéic effectivenegs of the various drugs on men
.aave, however, been obtained in relatively few instances, end any figure for the
analgesic effect of a substance in man is too often unavailable;l/ The question whethex
2z scientifically dependable way of evaluating the intensity or persigtence of an
unalgesic on mén or of correlating the two factors has, or can be sufficently developed,
wiold go beyond the scope of this paper. |

18. The effectiveness of a narcotic drug is one of the factors dstermining the average
therapeutic dose; 6fher factors would be the maintenance of an adequate margin between
the therapeutic and toxic doses, the degree to which unwanted side-effects aré produced,
the physical conditions for which the drug is usually prescribed, accepted medical
practice in the country concerned, etc.

19. The average therapeutic dose is the standard dose (which for widely-used drugs
appears in pharmacopoeias as a guide to the medical profession) rather than the mathe-
matical average of all doses rendered throughout the world. Usually it is expressed

in texms of a range r-iher than a single figurs,

1/ WHO Bulletin, 1956, 14, p.38l.
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20, Whether consumpbion is best expressed in terms.of the mumber of doses ccnsum:

or in terms of the analgesic power of the quantities condumed dspends upon the purj<:
that tho informaticn is designed t0 2erve. If information cqncerning the relative
mediéal use of several drugs or groups of drugs is wanted, the wotal number of dosss
which reflects physicians' prescription habits, would seem t0 be more significant thor
the total analgesic power involved, In this connexion, the stQEngth of the averag:
dose, ¢.g. whether it is a potent analgesic prescribed to oounter-asute pain or a

nild anti-tbussive fpr persistont coughing, 1s perhaps of less importence. The aversgo
therapeutic dose also does not fully take inte account ,the differing lengths of time
for which narcotica are effective although thié likewiée may not be of major importunes.
21. If, on the other hend, information relating the medical consumption of narcotics
to the development of addiction is desired, the analggsic power «~ whieh 1s more closely
connected with the addici;on liability - would seen to provide a mor2 useful basls for
comperison than the a#erage therapeutic dougol However, as has been stated above,
figures by which the analgesice effectiveness of the various narcctiecs on man may be
guantitatively related to one another do not seem to be available. Until such figurco
can be obtained, the average therapeutic dose which - with some exceptions - is based
to a considerable extent on a drug's effectiveness, is perhaps the best available
msang of determining consumption in such a way as to give an indication of the addi~tic:
liability involved.

22, The average therapeutic dose has, therefore, been used ag a means for giving an
indication of the extent to which the variocus narcotiecs under intesmational control aze
consumed., The establishment of a suitable scale of values for these dosages was,
however, comblicaped‘by the faet that the figures for many drugs do not yet appear in
the various pharmacopoeias, g ‘

23, Furthermore, in order to éimplify the prescntation of the data, single'values
were chosen from the range of values given in the pharmacopoeias or scisntific
vartlcles;g/ Especially as regards the newer drugs and the drugs having different

2/ In this work the advice ond essistance of Dr. N.B. Eddy as consultant to the WHO
and co-author of the joint study on synthetic narcotics referred to above was
obtained, and is gratefully scknowledged.

3/ The full range of values for ncw drugs has been given in Scction I above; the
single value used for the present calculations has been indicated in each cass in
Tables B and C below.
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zanges for the various types of medical use, these single values to some extent
reyrcsent a subjective appraisa%. However, the same value is used for all countries,
and should there be differing views on one or two of the values for the less widely

used newer drugs, the overall results would not be significantly affected.

24, In order to enable the consumﬁtion of the varioug narcotic drugs to be compared,
“igures showing the consumption of each of the fifteen narcotics most commonly used,; in
vcrms of doses per thousand population per annum, have been prepared for the world as a
whole (Table Bf and for 50 of the principal consuming countries (Table C)}. The world-
wide information covers the eight years 1948-1955, and the country-by-country data the
Ghree years 1953-1955. For present purposes, narcotics have beon classificd in three
main cabtegories: mnatural analgesics, synthetic analgesies, and natural anti-tussives.
Sows narcotics are used both as analgesics and anti-tussives, but one type of use
ugually predominates, and they have been arranged accordingly. The synthetic drugs

end one of the anti-tussives (pholcodine) are new, and dihydrocodeine is new in the
sense that it has only recently come under internmational control, The figures for each
gavegory have been totalled, and the totals for the eight analgesics, for the ten
notural nerctotics, and for all fifteon narcotics have likewise been calculated.

25. The population statistics employed in calculating the figures for the tables werc
in genoral the mid-year estimates of the United Nations Statistical Office for the year
in question;i/ and the consumption figures wore those published by the PCOB or obtained
foom its Secretariat;é/ It.may be borne in mind that the letter figures are given to
ohe nearést kilogramme,'which mey affect the reliability of the results if the consump-
vion of the drug concerned was very small, It mey also be noted that since governments
are not bound under the international narcotics treaties to furnish such figures for
gome of fhe drugs included in fhe tableQ{ many of the figures used were those calculatel
by the Secretariat of the PCOB on the basis of other official data.

4/ The relevant figures were token from the series of United Nations statistical
papers entitled Population and Vital Statistics Reports, the latest available
figure having been employed in each case. Tho following issues were used:
for 1948, series A 9; for 1949, ST/STAT/Ser.A/1l7; for 1950, ST/STAT/Ser.A/21;
for 1951, ST/STAT/Ser.A/25; for 1952, ST/STAT/Ser.A/29; for 1953, ST/STAT/Ser.A/
33; for 1954, ST/STAT/Ser.A/37; for 1955, ST/STAT/Ser.A/39. 1In a few casos,
mid-year estimates for the year in question were not available, and the required
population figures were calculated by pro-rating the available data, ' The countrics
concerned were Czechoslovakia, Irag, Pakistan, Poland, Romania, Union of Soviet
Socialist Republics and Vietnam.

E/OB/12, Table IX,
Codeine, dionine, dihydrocodeine and pholcodine.

Q@
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page 3 TABLE C
CONSUMPTION OF THE PRILCIPAL MARCOTIC DRUGS BY COUNTRY, 1953-1955.

Expressed in terms of Number of Doses Consumed per Thousand Population

Figures following the naume of each drug A dash (-) indicates: no consumpticn,
indicate. the average ?herapeutic dosage consumption below 1 kg or no information
used for the calculations. available
§ : Natural Analgesics ¥ Synthetic Analgesics - ﬁ' Natural Anti-tussives : '
B o " - o - - - N - , - T g N !
| ? | ? ] ! ? ; } : S, i 5 | | | ! ; )
! Country i . : ! i ; P Loy ; i g;; 1, ; : : f ; f sy g
and P . a v : i "o - i @ i 0 ; P9 { 5 B _ R T =
- : bt i o @ Q ] t g o ¢ o o /.:g%of? i : & : ! : - g0 il =< on :
7 o] IR | o .1 — < ! — t A L =R : i : o . o S99 ; L. - i 22 e
= SR 3 Ng . B B AB Eo 1 EBl 4| By | £E) TER s | g~ 0B i1 b8 Bl b~ St 4B o5 328
. oS H | oot o 3 H WA 38 I 1oy Bw o S8 | as9’ SHEL ¥ 9% S i BEE 1 2R By ow ¢ > ~=Zer b IHEE
| Eo | SEFIEETIE8Y £8 5o ! 8EWl 87 ¢ Bo lE%g! Bogn 8o | Eo  EF L PRBEW SE ! BES SElgEd JEZ IZBES
i b o ot O @ & 4 : : : i 2 O~ = N R = Yo o [ 089 « 20 ;| Sgo: ool Nba HE EEsa '
: ; écggqasggge sS4 aC ) 22 1 838 So ) A2 Sgéaggzg SS 1 RS R0l 9d8s F2 | D8R £Bj 228, g5 28as
-Araentina i i ; L § : : ; i ; ! : ; '
1955 P39 1 - 5100 16 4 - 4 - T T f 160 386w 2441 1 661 1o - P16 o~ - 73129 0 3499 0 3515
1954 boss7 - b= S A R R 133 1 - M7 504 i 1635 ; 502 ¢ - 1 - Co1x b - - 2148 2505 i 2 652
1955 O I R ~ = i 4 ¢ 290 20917 5% - - © 100 - ] - ¢3520 0 3798 § 3812
i : { : i '5 ; t il ! ! i i
Auctralia } : i * i 1 E , it :? ; ’ i § ! y ) . i
1953 11518 | 408 | - 1926 | 524 | 204 - - o8 756 2682 | 6 320 130 22T ¢+ - - 1 = 1 - 16677 . 8603 & 9 359
1954 ;1 402 ¢ 200 ; - 1602 319 67 . i 22 . 408 { 2 010 f 8 256 100, 134 .- I B L 50 8540 110 142 ; 10 550
1955 ; 1 304 { 261 1 - 1 565 525 i 272 ! - ; - 16 S 813 : 2 378 ‘! 8 075 206 261 i - - : — : 168 i 8 710- 1,5 10 275 »f 11088
hustria f | f . ': I | - .
1953 ar - - a7 o 17 280 - -, T Tl 664G 3286 1 g6 86 77014 0 5 - 355 4 39TL i 4 218
1954 {301 -~ 0 - 300 022 7 200 ¢ -0 -0 - 0225 0 524, 3415 0 79 86 ' 77 . 14 1 -~ | - 13671y 3972 & 4195
1955 | 315 A 315 4, 32 18 ¢ -} - . - 180 ;505 . 4596 ! g6 8 | 76 14 , - - 148581 5173 L 5 363
P ' i ] ! ; . W ! ! : i ' 4 ‘
i . i i i ' i i ] ! ! b
| Belgium 5 ‘ I ' £ o ' f i g i |
1953 ¢ 570 228 i - 798 i 56 91 5 ¢ - 4 = 12 . 960 & 6847 359 | 524 167 f148 0 8 ! - 8 053 i 8851 || 9 013
! 1954 i 126 204 . - 930 - 45 91 . 15 | -~ ot = © 150 1081 B 6877 397 431 227 i 159 .11 11 | 8113 9043 | 9194
i 1955 i 575 203 ‘ - 78 ¢ 62 90 % 30 ; - o= ;o182 960 & 7 431 468 609 1 271 t124 | 23 | 11 18937 . 9715 | 9 897
! b H H : - H : | ;: 3
i i ! : H i ' . : ! i t
| Brazil o S o o |
. 13953 ; 32 - Lo~ 32 i 3 39 1 - o= = P42 0 T4 ! 606 198 20 - o2 5 - L 893k 925 | 967
| 11954 r39 - o= 3/ 4 9o v - - - op b2 952 180 BT o4 -3 0 - P11s0 § 1189 1202
1955 P21 -, - 2 9 S T e R A 40 L 846 4 169 2 - .2 3 0 - ;1041 5 1062 § 1081
i i i | i 3 : 3 ! : | § : ! i g
| Bulgaria ! : : : § § : ‘ ! | ; ! 5 ; : !
1955 U e SR e e e S SN S o SRS SR B - - T R T T D
1954 | 82 | - ! - : 82 14 - boo- o~ I 3 14 = %6 ] 1 59? I 456 109 - S - 2164 | 2246 | 2 260
1955 O N T 0 . 36§ - - - L = i = i 36 6 424 L8 ] 26 L - C o~ = v = {1265 ] 1305 I 1341
! — : ) ' i : : B i G i . 1 i 53 it
| Canad | | e - o . ,, | | ] o ;:
; vanada ! 5 ; : : i i : : Lk ' 3 : ‘ ; i i
L1953 Posr om0 34 866 | 202 6L . - 0 34 - 297 { 1165 5057 ; 352 54 | - 7 = | = 15270 : 6136 Y6 433
1954 | 461 | 369 - 830 220 1 72 - - 0 -0 292 4 1122 5986 1 56 us | - bz bo- oo fe193 i 703 b7 mB
1955 . 314 ;167 ¢ -, ¢ 48 1238 ' 3 . - 32 1 = . 308 [ 789 7330 . 103 | e ! - 32 . - 110 t7539 ¢ 8020 | & 528
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Natural Anélgesics Synthetic Analgesits i o Natural Anti-tussives E; , E .
Countxy L, 1 I 258 . |5 | . IR ELE
end e P28, a8l e | o Sl S LBl 880558 2wl enl 5ol Bew Boliea Bol anf ] HE I EDT
- S TEE ) Al = MR b e A A S 2 o8 < ‘* Tl o= £
Ceylon _ . (
i953 L9 - - L9 2 - - - - 12 61 12 ) - - ~ - - lg ZZ Z?
1954 486 - - L8 17 - - - - 17 65 18 - - - - = - _ }_8 s ;g
1955 L7 - - 7 17 - - - - 17 61, 12 6 - - - - - 92
Chile | .
] : - - - 3 923 980
1953 165 - - 165 ) 49 - - - 57 222 379 280 99 75 &
1954, 171 - - 171 9 31 - - - 40 211 || 1101) 341 31 - - - 1473 )| 1644 || 1 6an
1955 251 - - 251 12 - - - - 12 263 . Y| 362 118 - - - - 12271 1478 || 1490
Ching &/
13?3 266 - - 266 - - - - - - 2566 369 24 - - - - - 893 659 659
1954 244 - - 24 - - - - - - 2L, 284 17 - - - - - 301 545 545
1955 R13 - - 213 - - - - - - 213 261, 22 - - - - - 286 499 499
. ' .
oig?gla 83 - - 83 - - - - - - 83 384 33 - - - 19 - 436 519 le
1954 89 - - 89 5 - - - - 5 9L 177 20 | - - - 35 - 532\ 621 62
1955 87 - - 87 - - - - - - 87 502 67 - - - 29 - 598 625 85
lovaki | |
Czigggs e 672 - - 672 10 g - - - 18 690 || 9 676 504 L7 - 16 - - 10 243 || 10 91.5 10 933
1954 232 - - 232 13 8 - - - 21 253 6 088 660 31 - 15 - - 6 % | 7 O“,, 7 L7
1955 199 - - 199 7 - - - -~ 7 205 1| 5 n2n| 428 61 - 15 - - 509281 6127 || 6 134 -
Denmark
3 : - - 217 ||19 254 || 20 885
1 1 991 L6 -~ | 2037 149 572 610 - - 1631 || 3 668 |15 0381 019 732 | 336 92 17
1?9553:, 2 JEB L5 114 | 2 292 422 L99 605 - - 1 526 3 318 || 18 293 931 635 303 91 - - 20 253 1122 545 || 24 O71
1955 1 915 - - | 1915 L8l 405 691 - - 1530 || 3 495 || 18 202| 743 405 | 210 90 - - 19 650 121 565 || 23 145
S
rJg}lrgss 5 - - 5 0,5 - - - - 0.5 6 105 2 - - - - - 107 112 113
1954, 9 | - - 90 o | - - - - 0.4 ol W3| 1B | - | - | - - - 156 165 165
1955 L - - 4 3 - - - - 3 7 163 9 - - - - 92| 19 99
Finland
: - 2 |12 701 || 13 133
1953 555 72! - 1 279 2 386 32 - 12 L32 1 711 9 8891{ 1 340 145 LS - - 11 42 ]
1254 642 47; - | 1121 29 382 32 - 60 503 || 1 624 || 10 119{ 1 337 191 - L3 - - 11 695 ||12 812 13 539.2
1955 755 472 ~ | 1227 19 263 - - L7 349 1 576 1 11 318 1 344 233 R - 12 945 || 14 172" || 1k 52
‘ l

§/Statistics incomplete,
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TABLE_C (contd.)

o | ' —TmrT o T T s s A T it ;
Natural Analgesics Synthetic Analgesics ¥ ii Natural Anti-tussives ﬂ :
_.:.._ - - v [ . e e .__.__.;,____.-_....._m.‘. ..:...,.,..,.i-_'.‘-—.‘«-— -~——’<‘%——-' § — '; - | . , Mrl-

Count | | l e ! ; i : | 5 - | | g | ? :

i | L g | 9 lg 0 el g g | L | o 5o 8.
an P 0 Il o i o ; - T R < i oo i Fo g R 2 = % 2 28
Year N cga N8 18~ 0, w0 d 8 adl o TEsl oo o1 dEm 5 bdo il wqd lag2 !l saER
PP gdy o5s UE HT g8 el To 9T R0 4258 B89 sp RaF 9F BAY 3 497 485 4Ed85
Lo LSEATHES 1B54 188 15¢ i389 188 150 EEY IEEEY ! 35| 50 |47 15389 £ |59 [do |BEE |SEE I EBEE2 1
22 adeiady [F28 ped led cegn iR | £8 {ELA NSRS | B4 L A |beo (882 (2 HSS g8 F28 |fEE | TERD ]
- ‘ e - TSV SN S "_WWMNW“_wmf,_MwU SN A S S e b - i _T

b i ' ; ‘ : !

France | ; ! | ! .- ’ E 3
1053 205 | 42 S - A NP N S (- - - ' A 308 62331605 - - 98 - 128 | 8065 | 8312 837 !
1654 181 | 23 - 204 1 - | - - - A | 273 |5 769 |16CE | - - 8L . - 191 | 747 {781l 790 |
1555 233 32 - 275 9l - - - - ) 6§ 334 fle30R|1€19| - @ - 86 - 233 | 8300 | 8 565 8 634 |

‘ : | i

German Deno- ; | | ' ;

cratic | i | 3 i
Repuhblic 1 g , [
1953 - - - - - - - - - - - - - - - - - - - 0 - -
1954 281 - - 281 ¢ - - - - S 2900 - - L5 - é - - - - -
1955 239 | - - 239 | 54 - -~ - - 54 203 11438 39| - - 11 - | - 4 358 .| 4 597 4 651
| Germanv, Fed. ! | | ‘

Yep. of , . ! 5/ _

1953 340 - 88 428 1 101 1 924 34 20 - 247 €75 3 040 157 | 390 208 | 111 34 - 3940 || 4 3(8 4 €15
1954, 308 - 87 395 | 103 | 170 -59 35 - 371y 756 3531 147 | 352 196 99 | 237 - 4L 58 1 4 957 5 328
1955 291 | - 77 368 ) 112 | 172 54, 190 - 357 725 114 07C | 173 | 349 199 % 166 - 5051 | 5419 5 T7€

Greece . E - :

1953 1R - - 02 4 9| - - - - 9 111 454, €| - - - - - 460 | 562 571
195/, RV - - & | 5 - - - - 5 81 329 - - - - - - 329 405. 410
1955 88| - - 88 i 0! - - - - 10 98 389 | - - - - - - 389 417 487

Guatemala . ?

1953 131 - - 11| 5| - - - - 56 187 65 | - - - - - - €5 196 252

1954 6| - - 64 | 60| - - - - 60 124 318 | - - - - - - 318 | 3% 442

1955 61| - - 61 18 - - - - 18 79 199 | - - - - - - 199 260 278
! ‘ :

Hungzaxy ; '

1953 11137 21 - 1 158 | 6 - - - - 6 1 1€4 4 997 819 - - - - - 5 8l¢ 6 974 . 6 980
195/, 1104 =21 - 1125 | 510 - - - - 5 1130 ||5871 (165 | - - - - - 7 527 | 8 652 8 657
1955 377 - - 377 | - - - - - - T 377 €& 892 | L 677 - - - 177 - 8 4% | 9123 | 9123

India { | | !

1953 75| 0.5 - 7% 10 2 0.3 - - - 2 78 66 7] - - - - - 730 W9 151

1954 65 - - €5 |l 2 1 - - - 3 68 71 10| =~ - - - - 8L | 145 149

1955 51 3 - 54 i 3| - - - - 3 57 69 g| - - - - - 77 131 134
) ' | \ ILL ; iL k ;

o/ The statistics cover only the period July - December.

- * -
et e re— e ——— m———t— - emen =
—_
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TABLE C  {contd.)
/' b ) " N
Natursl ‘nalgesics jg .Synthetic Analgesics a Naturel Anti~tussives =
23 - i = 3 ; O v
ooty ga : Bl g, |E2gE
va-nd :g —~ @ g%gﬂ g ?‘w_ ?:) .ﬁ E—ictfg ng

Coar . a glo~ | o 18 5 08| EE5B g |EEw] g~ | L. (Es 2| =g I=g5

Qs =@ B ~ il £ o g ) -~ - Mo ot =z e — ©—~ S o~ o 2 H S w o o—~|T & ~ 3 o R
ZF |BEB I R8N |97 [heFEF 2P| LER| 50 8% (2% | 59 [Hif| 2F | BER|EE |LEE| 48 | 50
6o SEEIPEE D 52%83 So 6 Bunl 6w 2o S8% 2 B B g . H R °9 Zeo & E?*’I;' é;:z g
S RGN RS Sgﬁ;p.—; e R RS HEgeg g = = SR ) S8 Ev dool&~-jesgl g S
22 RETIRNT I BEE L S 2B S . Ead | & S A 2 < A O &=

' Indonesia T E ﬁ 0 520

1,95 RPN I _ A 8 - 1 - - 179 22 2

-1-223 28 - 1 A1 ] 0.4 - - - 0.4 13% :zL(é% 12 no - 1 - - 324 426 L2
254, 59 “ 1 43 ) 102§ 1. - 4 - - - 1 | p N - - - 160 185 185

1955 13 - 12 25 0.2 - - - - 0.2 25 152 3

Tran | ‘ _ ) _ - - 87 112 112

1953 25 - s |- . - - - - 25 AT A AU I -] - 33 57 7
195/, 24, - - 2 ) - - - ~ - - RA 38 5 - _ - - - 47 80 81
1955 33 - - 33 1 - - - - 1 34 2 I |

Iraq f . _ _ - - 121 182 192

1953 61 - - 6L 10 - - - . 10 7 1o 20 i _ - - - | 152 213 221
1954, 61 - - 61 | 8 § - - - 8 - 69 31122 - - - - - - | 1 231 252
1955 58 - - 58,_ 21 - - - - 21 79 3

Ireland _ - - 272 782 GG
1953 510 - - 510 {129 68 - - 17 214 ’7?}4 '2:;5 - - - _ _ - 202 768 | 1 006 .
1954 546 - - 546 1153 68 - - 17 1 238 784 oo ~ _ - - - 17 | 1 065 1684 fi 1 9C8
1955 619 - - 619 1155 69 - - - 224, 843 1 04 - "

i Israel 1 95
{ ) - - - - - 2 910 3 395 33
| iggi ﬁ;g - - 2182 207 - - - e e ,37?9? 200 | 18 P- - - i R 2%2 h ¢ o
A - - 1 2 - - - - / , ' - - 5 2 '
I 1955 288 - - | 2% e - - - - 161 4291 5591 | 173 | 231 B B > 9%
Ttaly " , . 950 1320 || 1 459
. , 1

1953 314 46 10 370 || 99 29 11 - - | 139 522 §§§ gii 2?7 gg gz 2; - 1239 1 601 | 1705
1954, 340 12 10 362 | 52 31 11 10 - | 104 46 > o6 20 1y et " - | 1329 1.576 | 1 679
1955 235 12 - 247 1 66 29 8 - - 103 350 9 3 i

’ 10/ - '

Japan 19/ » - 941 1122 8 1123
1953 181 - - {81 | 0.5 - ~ - - 0.5 182 gl,% g | - - ﬁ ;98 - |10 1208 | 1229
1954 177 b - 177 095 - ¢ - - - 0‘5 1’/78 . 26 . _ - 12 2&/' - 995 ] 158 l 159
1955 163 - - 163 0.7 - - - - 0.7 164, 77 3 4
Hexico : 690 708 715

B - Ly - - ] -
1953 18 - - 18 7 - - - - 7 25 Zgg 157’2 :ui - - —8 - 525 542 552
1954, 17 - ~ 17 | 10 - - - - 10 27 L v - - 10 - 718 731 737
| 1955 13 - - 13 6 - - - - 6 19 615
L _ . ‘

10/ In addition, consumption of dimethylthiambutene, amounting to 3 kg. in 1954 and 4 kg: in 1955 was.rePOrted-
In terms of an average therapeutic dose of 50 mg, this represents 60,000 and 80,000 doses respectively
or 0.7 and 0.9 dose per thousend population.
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TABLE C_{(crntd,)
P - Natural Analgesics ?i Smthetic Ainalgesics j' ii Netural Anti-tussives j ?
. | — RV B - ———il i
T , | o , ‘ . : $ : ; : ‘ y
- i Q ! o ' . i ; , ! S N 3
Coumtry ! g : ; : b : 4 b= by ® = P
end ; @ .(E_j ‘ gi ' 3 % o - a 2 S ) LJ' S g 2 ! 5 'E gl = n || EEn
Year = v R DR~ - I PSR - B S - - & O G 4 g I < P < ) LSRN I IE 1S
2 P¥ Ew 2RolAF o ¥ .d SoladHl= Ee S~ 1888 Enl 3w | 2% ladal 28 | fa8
i Aafp s Sa&aHE R OdT  gn FEMEEE HEl 2% 2% 18® 887 28 S® | 3¥ 284y .2 ) TiEy
SR ey 08 B e &G i gy g 3 =l o g A8 [ 08H | A4o0own] & ] o T IE BB S8 0
o~ RE R (4 I I R R ) P = i D e & 4o O P - A ) ] i o l e o] OO = O 0O [O+L | o el R e
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Bk T T T dT AT I agE T S A2 BT 80T 8T L aT AT Se B )85
. = S A - e L I N (R . i
Ramania f ‘ fg : : i : ; i - #
1953 . 1sg 24 0 - . 182 - - - - - - 18 2 197 91 | - - 1 - - - 2 388: 2 570. 7 570
1954 - 197 35 1 58 200 o2 - & - - - 1§ 2914 2332 208 1 - e - -~ {3040 3330 3331
1855 . 149 33 . 550 237 % - - - - - 1 = 237L 2525 271 - - - - - {379 4 033" 4 033
Seain ' ~ o ; A i | o |
1953 80 - - 4 - f 80 ¢ 3 25 ¢ - - - 28 838l 1097 424 ! - 1 -} 5¢ 18 - 1595 2405 2423
c 1S54 D223 0 - = 223 %3 104 - = - 17y 33C 85 - 209 1 77 - 38 16 - 1025 1248 1355
1052 217 4 - - 217 i 7 < - 35 - 104 321 978 = 292 | - - 35 55 2 136201579 1683
. | ! : ; ‘-
Sweden ; N : E : . . S ‘ H ! .
105 711 - 390 . o« 1101 . 17 70 13C - - 217 1318, 10 029 1485 892 | -~ 209 - - 12 675 13 776713 993
1954 £24, 5 1 - 79+ 11 1nE 111 - - RL7: 9RL 11973 2 169 534 - 23 - ~ 14 922 15 601 15 248
193¢ 730 28 - 758 | 14 Q% 202 . - - 31 107C 11 898 1625 - 578 - 2%2 . - -~ 14 353 1% 121 15 433
Switzerland : ! ’ , - , A A
195 L 697 - 205 oc2 . 8g 82 137 2C5 - 120 1 414 4193 . 82 57 55 21 7 - 4932 £ 83L' 6 346
19% M7 - 0 203 £5¢ . 79 €1 w08 - - - 2,8, 898 2 60: - 122 528 B4 20 ivA - L 344 4 994 5 2L2
1955 5 - 201 703 117 20 107 - .- R U7 ELES 151 403 A 20 74 - & 558 7 261. 7 5C%
- Turkey g ~ ; . v ‘ :
1953 31 = . - 1001 - - - - 1 32 1307 443 9 - - - - 1959 1920 1991
1254 bo26 - - 26 - - - - -, - 26+ 139 . 667 9 - - - - 2070 209 2 09
1955 |3 - - 37T - - - - = - 37 1039 - 17 - - - - 1056 1093,1 093
Union of : v ' : ; ! '
South Africa [ : ; _ , ? _ .
1953 258 4 | - 319 o9 15 | - - 4 115 . 434 13R R’ - - - = = Ll4s 1793 18787
1954 o283 - 1 -, 283 | 9 22 | - - - 116 399 . 183 5 - - - - - - 22 1601. 1884 2o0CC
1755 271 -~ =, 27 188 15 | - - - 203 - 474 1873 51 0 = - - - 29 198302224 2427
‘Union of ‘ _ j ; : . i : ; b .
L . : v ! { : : i K
Soviet - ; ‘ i % ! a
Socialist ;
..e.iblies ' : ' ' ' ‘ - : g
1953 4LEL - - 401 - - - - - - LEL | 2614 295 . - 1 o L 1 . - +290%. 33703 37C.
1954, 499 - - 499 - - - - - - 499 3157 335 - . - b o - 73492 3991 3991
1955 457 - - 457 - - - - - - 45 3018 312 - ¢ - o b - 3330 3787 377
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TABLE C (contd.)
:Natural fnalresics ) ’ Synthetic A;;lggsics ﬁ i Natural Anti-tussives {
' | I | |
| I |
Country | EE A
Y:zg ® LA s o | e ‘!ra : % 00 | g?é?%% % 0 ) & :5 0 gg )
1 C Gr -~ [ R 3 —_ ! 1} oee (
98 (Fan sin L7 1ERIET | 40T dn i fe  BE FER so | 2w |Bn | 180F | Bo | bes Tw 98 || .98 | 2EE
SO ERE R L RNV LR N CRR EREEI RECH I EEREERE Pl H R ERE L AR AV LRy Fr il
: wl G B 3§ e 5SS g S B e SR S } ' : ' =
United
Kingdomn ;
1953 1 587 346 10 1943 jf 194 185 - 39 41 459 2 402 i} 8122 | 147 12 - ~ - 51] 8 332 |10 275
1954 145 ?74 1.0 1739 235 1. 184 - 39 35 493 2 232 || 9 465 47 | 12 - - o 222] G 846 |11 585
1955 1632 383 - 2 015 246 185 - 29 34 494 1| 2 509 {10 417 131 8 - - - 255110 811 |{12 826
United States
of fmerica )
1953 740 - 201 1 031 423 111 S - 578 |11 609 | 5 766 37 385 - 30 - -] 68 7 249
1954 729 - 217 946 450 142 - 31 - 623 1 569 || 4 869 36 403 - 43 - - 5 351 6 297
1955 545 - 195 740 506 133 o 55 - 694 14344 5 076 31 | 542 - 75 - - | 5724 6 464
Venezuela
1953 73 - P - 73 22 - - - 22 95 533 83 - - - -~ - 616 689
195/ 107 - - 107 20 - - - - 20 15 562 36 - - - 6 - 604 711
1955 87 - - 87 21 - - - - 21 108 567 130 - - - 6 - 803 890
Vietnam '
1953 . 16 - - 16 4 - - - - 4 20 363 35 - - g - - 406 422°
195}, E{j 50 |- 50 f 5| - - - - 5 0 550l 7| 83 | - - 15 | - | -1 s | 395
1955 - 23 - - 23 2 - - - - 2 25 112 49 - - it - - 172 195
Yugoslavia ,
1953 165 - - 165 11 - - - - 11 176 || 1 504 26 | - g é ~ | 154, | 1709
1954 284, - . R84 13 35 - - - 48 332 11 2 294 - 41 - & 6 ~ -1 2149 1| 2 433
1955 187 - - 187 23 L5 - - - 68 255 11 R 102 34 - - - - | 2036 | 2223
i j 'r

11/ Statistics incomplete
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Information derived from Tables B and C
26, Within the assumptions indicated and the limitations of the statistics concerned,
“he forégbing tables throw considerable 1ight on the consumption trends of morphine-
ke parcotiés for mediéal snd scientific purposea,  They might perhaps be summed up
ag follows:

World-wide Stetistics, 1948-195%
27, (a) The rate of dosage consumption, i.e, the number of doses consumed pér
thousand papuletion per annum, of the 15 prinéipal morphine—like'narcoties has
increaéed by 40% during the past eight years.
28. (b) The rate of dosage consumpbion of the 10 natursl drugs, ag a group, and of
the five synthetic drugs, as a group, both increased from 1948 to 1885, the former by
354, the latter by 415%. 12/
29, (c¢) The rate of dosage consumption of the 8 narcotics used primerily as analgesics,
ineluding 3 natural end 5 synthetic narcotics, Jdecreased byFQO% from 1948 to 1955,
waereas the rate for the 7 natural narcotics used primarily as anti-tussives increased
by 61% duriné the same period,. | »
30, (d) The rate of dosage consumption of the 3 natural narcotics uged primerily as
analgesies (morphine, diacetylmorphine, and hydromorrhone) decreased by 40% from 1948
50 1955, while the rate for the 5 synthetic drugs used primarily as analgesics, as has
beaistated, inereased by 415%. Despite these percentage changes, the dossge consumption
ratés of the natural analgesics in 1955 was abouv 2%@ times that of the synthetic.
enslgesics; in 1948, it had been 17 times as large.
a1, (e) Dosage consumption of the 5 principal synthetic narcotices comstituted 1.4%
of the total for the 15 principal narcotics in 1948 and 4.1% in 1955; dosage con-
sumption of the 5 principal synthetic analgesics comprised 5,5% of the total for the
8 wincipal snalgesics in 1948 and 28.6% in 1355,

;g/ Since the synthetic narcotics were little used in 1948, this percentage is
relatively high; in absolute terms, however, the use of the natural narcotics
increased from 1343 to 1829 doses per thouszad populstion, while the similar.
figures for the synthetic narcotics were 1% snd 79, In other words, the dossage
consumption rate for the natural narcotics inersased wore thau sight times as much
ag that for the synthetic narcotics {484 doses against €0) between 1948 and 1955,
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32, (f) The rate of dosage consumption of the new natural spti-tussive pholeodine
has become significant oﬁly in 1954 and 1955; it remains less than 1% that of codeine
and less than 10% that of dipnine. It pholcmding and dihydrocodeine are considered
together with the 5 synthetic narcotics, the consumption of the main new nargotics
in 1955 amounted to 101 doses per thousand population, or sbout 5.3% of the fotal, as
compered to a consumption of 1807 doses for the principal older narcotics, or 94,7%
of the total.
33, (g) The use of 10 of the 15 principal narcotics seems to be increasing (codeine,
dionine, hydrocodone,'pethidine,.methadone, Qihydrocodeine; pholcodine, ketobemidone,
levorphanol, phenadoxone); the use of 4 others seems to be decreasing (morphine,
diaéetylmorphine, hydromorphone and acetyldihydrccodeinone), No definite trend is
evident for the remaining narcotic - oxycodone.

Country-by-countrv Statistics, 1953-~1855

34, In comparing the use of analgesics in different countries, it may be recalled:

that anti-tussives are often used as analgesics (codeine); contrariwise, analgesics
are sometimes used as anti-tussives (méthadohe) or as spasmolytics (pethidine). Sinee
it is imprapticable to distinguish between the quantities used for these different
purposes, it is proposed to compare the rate of dosagé consumption.of morphine,
diacetylmorphine and hydromorphone on the one hand, and that of pethidine, méthadone,
ketobemidone, levorphanol and -phenadoxone on the other for the years 1953-1955,
Relative use of Natural and Synthetic Analgesics
35, (a) For 1953, two of the 50 countries studied - Brazil and the Fhilippines ~

had a greater dosage consumption of synthetic than natural anslgesics; for 1954, ons
country - New Zealand - was in this catcgory; end in 1955, the dosage consumption .of
ratural analgesics was greater in all 50 countries.

36, (b) Dosage consumption of syﬁthetic analgesics was more than half thet of nature
erizlgesies in the following countries during the years indicated:

Australia, 1955 Israel, 1955

Austria, 1953, 1954, 1955 Mexico, 1954

Brazil, 1953, 1955 New Zealand, 1954, 1955

Bulgaria, 1955 Peru, 1954, 1955

Canada, 1955 Philippines, 1953, 1954, 1955

Denmark, 1953, 1954, 1955 Switzerland, 1953

Egypt, 1955 Union of South Africa, 1955

Germany, Federal Republic of, United States of America,
1953, 1954, 1955 1953, 1954, 1955

Guatemala, 1954
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40, (e) The increase and decrease of the use of natural and synthetic analgesics in
specific eountries is likeﬁise of considerable interest. For this purpose, theé'rates
of dosage consumption during 1953 have been compared with those for the year 1955 in
countries having a consumption of both types of drug. A3/ The figures for 12 countries
indicated increasing consumption of the 3 natural analgecsics and those for 30 others
decreasing consumption; +the corresponding figurés for synthetic analgesice are: és,
increasing consumption; 16, decreasing consumption,

The rble of new natural anbti-tuesives
41, The use of pholcodine =and dihydrocodeine seems to be increasing, and it may be of
interest to corﬁpare the dosagé consumption of these drugs In 1955 with the other anti-

tussives as a group for the countries where both are used, (The figures refer to the

number of doses per thousand population).

Pholcodine Dihydrccodeine Other Ant!-tussives

Australis 168 - 542
Belgivm 11 23 8903
Brazil - 3 10338
Canada 10 - 7529
Cofombia - 29 £6¢
France 233 - 8ooe7
Germeny, Federal

Republic of - 166 4835
Hungery - 177 8569
Ireland 17 - 3048
Italy - 24 1305
Japan - 204 791
Mexico - 10 708
New Zealand a7 - 992E
Poland - 11 1869
Spain 2 55 1309
Switzerland - T4 6484
Union of South Africa 29 - 1924
United Kingdom - 256 - 10556
Venezuela - 3 797

13/ Comparability may be to some extent impaired by the siarp cherges in the consumption
figures, occasioned perhaps by the fact that they represent the movement of drvgs
from wholesale to retail outlets. Consequently such changes may reflect
cammercial factors, as well as medical demand, if taken over a short term.
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B. The manufacture of synthetic and other new narcotic drugzs

43, In order to supplement the data on consumption furnished iun the preceding
geetion, figures indicating the quentities of each of eight new drugs menufactured
during the years 1951-1055 in the various countries conserned and for the world as a

o+l e

whole appsar in Table D below. The table covers the following 6 synthatie snd 2 natural
narcotics: .pethldine, methedone, ketcbemidone, lsvorphanol, phensdoxenc, alphaprodine,

dihydrocodeine and pholcodine.
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Nelo = No infon

ZABLE D

QUANTITIES OF EICHT NEW NARCOTICS MARUFACTURED

ANNUALLY, 1951-1955, BY COUNIRY

{(Information furnished by the Seevetariat of %the PCOR)

mation.

| Pheno-

; oy e .. | Pethi- |Methe- Ketobe~ | Levor- 41phe~ (Dihydro-iPholeo—
| Country | Year dine done )knic"a.one phancl | doxone | prodine codeine | dine
Kg Kg.,., Kg Keg Jif>s kg Kg Kg o
1950 | 17 3 L - - - - _
1952 A 28 - - - - - -
Austria | 1953 1L A - - - - - -
i 1954 i0 11 - - - " -
1955 - 16 - - - - -
1951 - 9 - - - -
1952 9 17 - - - - i 7 -
Belgium [1953 10 13 - - - | 12 -
! 1954 - - - - o - ! 19 4
1955 - 10 - - - - 15 2
1953 - - - - - - - -
Crecho- %’2?% ", {f - 3 - - -
. R0 2 N -~ e £y o - -
alovakia 1954 10 1 - _ _ - i -
1655 9 & - - - - -
11951 1 - 31 - - - - - -
_ 1952 - - i2 - - - - -
Denmark 1953 o 8 35 . - - - -
1954 - 30 2 - - - - -
1955 - o 40 - - - - -
1951 - 11 - - - - - -
: 1952 - 19 - - - - - - i
Finland (1953 - 17 - - - - - - ;
1954 - 12 - - 5 - - - !
1955 - 28 - - A - - -
11951 | 301 - - - - - - 49
1952 | 300 -~ - - - - - 79
France 1953 180 - - - - - - 105 i
1954 332 - - - - - - 153
| 1955 | 382 - - - - - 250

15/ The statistics refer only to the period May-December, 1951,




E/CN.7/319

pags 45
TABLE D (contd.)
; i | Pethi- : Metha- Ketobe- | Levor- | Phena- | Alpha- ; Dihydro- | Pholco- |
| Country jYear | 44,0 done imidone | phanol |_doxone ! prodine| codeine | dine |
; Kg Kg ' Kg Kg | Ke Kg : Kg Kg i
| 1951 1 - - | - - - - - .. |
iG-erman 19521+ - - P - - : - ~N - - '
lDemocraticl953 - - P V- b - i - ; - -
iRepublic {1954 | - - - - = 3. -
i 1955 - - 0 - - - i = el -
: 1951 { 1 170 - - - - - = -
Germeny, {19521 369 - 16/ " - - - - -
Federal |1953 730 . 149+ - L= - - 169 -
Republic|1954 | 846 207 - - P - 407 -
of 1955 | 1 177 - 1 - - . - 420 ~
oo 1951 - - - b~ - - -
1952 - - - - - - - - |
Hurgary 11953 - - - - - - - - !
19541 - - o - - - 52 - |
1955 =~ - - - - - - - ’
1951 - - - - - - - - ;
| 1552 | - - ] - - - - -
Israsl 1953 23 - [ - i - } - - - %
1954 15 1 - - U - - - i
1955 28 - - - 4 - - - - !
1951 1 738 10 - - ] - - - a
1952 + 727 17 - I R - 31 - |
Italy 11953 | 588 1| - - - - 22 -
1954 |7 423 - - | - e m 22 -
| 11955 180 3 - T - - - - i
1951 | - - - - - - - -
1952 - - - - - - W - g
Jepan 11953 1 - - - - - - 348 .| -
sl - - - - N
! 1955 | - - - - - - 496 - |
2951 | 499 - - - - - 2 - b
11952 | 113 2 | - - i - - - -
Nether- (1953 | 195 2 |~ - - - - -
lands 11954 4O 2 - I - - - : 5 2 ;
: 11955 | 596 - - P A - - -
L 3 E ! ; ’

16/ The statistics refer only to the peried July-December, 1953.
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TABLE D (contd.)

| {venn Pethi-! Metha- | Kétobe-|{ Levor- | Fhena- :Alphe- | Dibydro- [Pholcos |
, Country {Yearg dine | done |midone | phanol | doxone iprodins! codeines [ dine ;_
i “Kg Xg Kg Kg Ke Xg Xg XKg
, 1951 . - - - - - - - -
= 1952 - - - - - - 7 -
Poland 1953 - - - ca - - { 1 -
’ 1954 - - - - - - 4 -
1955 - - - - - - 2 -
1951 - - - - - - - -
_ 1952 - - - - - - - -
Spain 1953, pal - - - - - 17 -
iggt; 4 - - - - - 115 2 |
- - - - - - i - - .
. . ! i ]
1951 - - wi—%}/ - | - 2 -
- B A I R O T
witzer- - 3. 5 . - - 23 . -
land 1954 - Po- - 43 - - % -
- 1955, - 7 - - - - - -
1951] 2 559 238 - - 144, - - -
United 1952 2 189 181 - - 38. - - N.I. |
Kingdom |[1953] 799 129 - - AR - - 01
1954i 2 480 232 - - 33 - - 367
1955 2 229 139 - - 37 - 3 307
1951 6 870 190 - - - 7 - -
United 1952/ 7 01 64, - - - 19 - - i
States of{1953 7 757 54, - - - 24 - -
America [1954)8 034 106 - 4 - .52 - -
1955/ 9 942 65 | - 11 - 45 - -
1951 - |- - - - - -
1952 - - |- - - - - -
Yugo- 1953 - 2 | - - - - - -
slavia {1954 - 6 | - - - - - - )
1955 - % |- - - - - i
195112 15428/ 5218 - - 144, 7 2 108
1952011 61 o:f/ 38158 137 48 38 19 91 7ol8/ |
TOTALS  |19530 32 394=%| 100 11 41 24, 592 206
195412 555, ooswz 24 10 38 52 11 040 526
195504 543 | 4615~ 40 54 Al 45 1039 561 |

17/ Hydrochloride of the drug.
18/ Incomplete.
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44. Several other new drugs have been mamufactured in small quantities in recent
years, including: (i) racemorphan: 1951: 32 kg; 1952: 38 kg; 1953: 31 kgy
1954 6 kg; 1955: none; (1i) isomethadone: 1951: 6 kg; 1953: 24 kg

(111) betaprodine: 1951: 9 kgj 1952: 2 kg; (iv) normethadone: 1955: 7 kg
(figure incomplate); (v) properidine: 1955: 11 kg; (vi) dimepheptenol:

1951: 1 kg.
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PART ITI
ABUSE

45, It should be stressed at once that a sharp distinction should be made between the
status of the information in this Part and any deductions therefrom anﬁ.that_in the
preceding Part. Part IT is based on statistics which, whaile not quite complets,

are Tirmly established and very comprshensive; on the other hand Part 1T, a8 is
'explained more fully below, deals with statistical and other material which 1s wvery Jur
froﬁ comprehensive and whose quality varies within a wide range. This situation mzy

be explained in part by the fact that the questions dealt with in these sections

study'are often very diffipult to evaluate at the national lev?l, and in many insiarc.
national authorities lack information or the information availeble is, in certain
respects, defective,

46, Despite the foregoing considerations, the available date on questiéns 1likel; oo
be of interest have been included because they may throw some light therson and hesmi-
attention is thereby drawn to the gaps in, and shortcomings of, such data, In this
connexion, it may be pointed ocut that reports do not generally indicate explicitly
the limitations of the data they contain.

47, The questions dealt with below are as follows: (i) the arcas and the inciderc.
of -the abuse of synthetic and other new narcotics on the one hand, and the traditiounal
natural narcotics on the other; (ii) the areas and the incidence of addiction te
each -of the various synthetic and other new narcotic drugs; {i1i) +the sources fron
which addicts obtain the synthetic or other new narcotics they use; (iv) the ways
in which addicts to synthetic or other new narcotics became addicted; and (v) tke
correlation of the therapeutic use of a new drug wifh the development of addictica io
it, and vice versa.

48. It should be noted that other aspects of addiction have teen dealt with in the
paper entitled "Analytical Study on Drug Addiction" (E/CN,7/318). These aspscts
include: (1) +the known incidence of addiction in the various countries ‘and
territories, arranged by drug or category of drug used (nowever, information on
specific synthetic narcotics will be found only in the present paper); (1i) ‘the types
of institutional treatment available for addicts in the various countries and terri-
tories; and (1ii) +the extont to which the coca leaf is chewed in countries where

this presents a public health proﬁlem.
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49.'Ih this paper, the word "abuse' is used in a comprehensive general sense
referring not“only to consumption by addicts or persons in tne process of becoming
addicts, but also to illicit manufacture and all activities by which narcotics are
diverted .from their normal use, whether by an individual for his own consumption or
by an organized group conducting an illicit traffiec.

T, It should be mentioned that practically no reports have yet been reccived of

the abuse of the seven natural narcotics placed under international control since
1945, and “herefore in the following paragraphs the abuse of naturalmarcotics

(i.e. the tfaditional ones) is compared directly with that of synthetic narcoties,
The explanation of why the newer natural drugs do not seem to have given rise to

much addiction as yet may be as follows: three of these drugs - pholcodine,
dihydrocodeine;/ and écetyldihydrccodeine - are modcrate-strength nercoties similar
to codeine and dionine, and while the first two are in fairly widespread medical use,
they would not be very attractive to the addict, The remaining four drugs - metopon,
méthyldihydromorphine, methyldesorphine and oxymcrphone - arc strorng narcotics, bub
are nade and consumed, if at all, in very small gquantities.

A, Extent of the sbuse of natural and synthetic narcotics

51. The extent of the abuse of natural narcotics, on the one hand; and of synthetic

narcoticcs on the other, as reported by governments, has been shown in two different
ways: first, on a geographical basis, by indicating which countries have reported
addiqtion 3¢ and/or 1llicit activities involving cach catcgory of drués (in Table E),
and secondly, on a quantitative basis, by indicating the number of addicts to each
category of crug reportcd by the various co ntries for which comparative statistical
data arce available (in Table F); This information, which refers to 83 countries

(but not to non-sclf-governing torritoriesg/), covers the years 1954 and 1955;

1/ -This drug, althougl placed under intecrnational control in 1951, is not a '"new"
drug. Due tc an oversight at the time of the 1931 Conference, it could not be
brought within the scope of the 1931 Convention, Since 1951, its use for
medical purposes seems to have beern increasing.

A4 few addicts to dihydrocodeine have been rbported by the Federal Republic of
Germany,

g/ The data concerning the number of addicts tc natural and synthetic narcotics
respectively living in non-self-governing torritorics,; as reported by govern-
ments, have been reproduced in Tables A - E of the Analytical Study on Drug
Addiction (E/CN,7/318). '
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it is; in general that made available by govcrnmenun in reply to the new group of
questions in the Form of .nnual Roportsc-/ 411 snnual Reports for these years recelve
on or before 1 March 1957 have been studied.

52, In Table E, the countries reporting addiction to natural and syntnetic narcotics
respectively have been listed and correlated with those reporting illicit activities
with regard to each of these categories of norcotic. In this connexion, the phrase
"illicit activities" is used to refef to the multiform acts by which the addick
obtains drugs for himself or by which the illicit trafficker suvplies the addict,

c.g. the falpification of prescriptions, the obtaining of a prescription under false
protences, the theft of narcotics, the unauthorized manufacture,Qtransportation ox-
sale of narcotics,

53, The breakdown between addiction and 1liicit activities is useful because a certain
nunber of countries furnish information for one phase and not for the other. Further-
more, although the existence of illicit activities may not always indicate the presence
»f addiction, nor does the preéence of addiction invariably signify the existenée of
illicit activities, the two are usually coupled, and the discovery of one carries with
it a fairly strong presumption of the existence of the other in some degree.

54, The character of the data on which Table E is based and as é result the method

of classifying countries in groups (which has been adopted for clarity) limit the
purposes for which the table may be used. Countries have been grouped.solely on the
basis of the information they have furnished, no matter how incomplete it may be, and
thus conclusions may not be drawn from this table alone. For this purpose, the
details - and particularly the respective numbers of addicts and quantities of
narcotics seized (so far as such data are available) - are given in subsequent
paragraphs and tabulations, AS regards addiction, the information in Table E is
expanded in Table F and the paragraphs following it. &8 regards illicit activities,
the information in Table E is amplified in Section C, below, which deals with the
vorious sources of addicts! drug supplies.

3/ The new questions on addiction appear in Chapter XIT of the Form of Annual
Reports for 1954 and in Chaptor X of the revised Form of Annual Reports
for 1955, (E/NR.1554/Form, E/NR.1955/Form); the new questions on the illicit
traffic appears in Chapter XI of E/NR.1955/Form,
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TABLE E
REPORTING BY GOVERNMENTS OF ADDICTION TO, 4ND ILLICIT
ACTIVITIES &/ IN, NATURAL AND SYNTHETIC NARCOTICS FOR
THE TWO-YEAR PERIOD, 1954-1955
j TLLICIT ACTIVITIES 5/
) Countries re- Countries Countries re- Countries | Countries
porting illicit| reporting porting 1lliecit | not re- furnishing
MmICTIONi/ activities in illieit activities but | porting no
both natural activities not indicating | illicit information
and synthetic in natural the nature of activities (11)
narcotics (17) | narcotics the various (7)
; only (45) drugs involved
g (3)
Countries Australia Argentina Finland Union of
reporting Austria Chile Norway Soviet
cases of Belgium Cuba Poland Socialist
eddiction Canada Fcuador Republics
/to both France Guatemala
) natural and | Germany, Fed. Iran
lsynthetic Rep. of reiand
narcoties Haiti Israel
(32) Italy Mexico
Japan Sudan
New Zealand Sweden
Panama Tunisia _
Switzerland United Kingdom
United States Venezuela

i

of America
Viet-Nam

4/ This term includes the falsification of prescriptions or the

obtaining of prescriptions uﬁder false pretences, the theft of

narcotics, and the various phases of the illicit traffie, including

illicit manufscture.

Ir. some cases the number of addicts or cases of illicit activities im

a couhtry to a particular category of narcotic was very small,

For

infurmation regarcing the extent <f addiction and illicit activities,

see below (particularly Tables F, H and I and Sections B and C).
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TABLE E__(Contd.)
ILLICIT ACTIVITIES 5/
Countries re- Countries i Countries re~ | Countries | Countries
' porting illicit | reporting porting illicit | not re- furnishing
LDDIGTIONE/ | activities in illicit activities but | porting ‘nn
both natural activities not indicating | illicit informatinn
and synthetic in natural the nature of | activities (11)
narcotics (17) | narcotics the various (n
only (45) drugs involved
| (3)
vountries Denmark
rsporting Luxembourg
’:ases nf
eddiction
10 syn-
thetic
rercotics
aly (2)
tuntries Portugal -
wt indicat- Spain '
""mg drugs of]
wddiction
hsed (2)
- .
‘ountries Deminican Albania
Ireporting Republic Ethiopia
& known Hashemite Romanis
l°aSGS of Kingdom of
! ;ddiction Jordan
I 6) Yugoslavia
I'emntries Belivia Bulgaria | Afghanistan
|Furnishing Brazil .{ German Honduras
l:t? informe- Netherlands Democratiq Iceland
don (17) Peru Republic | Liberia
i Libya
Nepal
. Nicaragua
| Paraguay
J Syria
Uruguay
L | Yemen
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55, Table F contains the available information on the number of known addicts ﬁo
natural and synethetic narcotics respectively received by 1 March 1957 from countries
where addiction to both categories of drug was known to exist side by side. Of the
83 countries under consideration at present, 32 have indicated the existence of
addiction to both natural and synthetic narcotics within their borders; however,
only 18 of these countries have furnished statistical data thereon. These data
have bepn included in the table, while non-statistical information on the extent of
addiction to natural and synthetic narcotics in the other 14 countries concerned
jmmediately follows the table.

56. In the paper "Analytical Study on Drug Addiction"Z/, the difficulties regarding
the interpretation of the statistical data on drug addiction have been deseribed,
They fall into two categories - administrative and statistical. The administrative
difficulties arise from (i) the differing legal aﬁd administrative practices of
governments and the divergse character of national conditions and of addiction itself,
as a result of which the degree to which governments become aware of and fegister
addicts differs; (ii) the fact that the extent to which governments keep track of
addicts after their initial identification variesj and (iii) the fact that there is
no statistically—reproduciblg criterion of what constitutes an addict. Also,
statistical practices involved in maintaining the registers or in submitting data on
addiction are inconsistent as between one country and another, e.g. the registers
may or may not contain among the addicts persons who receive large doses of drugs
regularly to relieve pain; or the length of time addicts who have disappeared remain
in the registers may be 5, 10 or 25 years. '

57, In order to make the meaning of the figures as clear as possible, footnotes
explaining the bases on which they were compiled (in so far as this has been
indicated by governmehts) have been inciunded. Owing to’the'gaps and to the lack

of comparability between the availsble statistics, the incidence of addictionlto

synthetic and natural narcotiecs cannot be calculated for the world as a whole,

Z/E/CN.7/318, paraé. 5-11
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TaAaBLE F
NUMBER OF KNOWN ADDICTS TO NATURAL AWD SYNTHETIC NARCOTICS
1954 AWD 1955, AS REPCRTED BY GD?E&N%E&TSg/
i : :
| 1954 , | | 1955
i Country : ‘
{ | Natural Synthstic © Matursl Synthetic
] : 9 . ,
$ Argentina - ZOQ@/, i 62/ : 42/ 22/
| imstralia w152 952/ oy
| 11/ 1 L
l fustria 1 3835 v |1 seety 17

5/Only countries furnishing statistics on the dncidence of addiction to both
categoriesg of narcotic have been included in this table, For purposes of
comparison, it may be useful to give figures furnished by several countries which
have reported addiction to natural but not to synthetic narcoties.. In the fcllow-
ing listing, the year and the number of addicts reported appear after the name of
of the country or territory concerned. Burma (1953, 58 412), Cembodia (1954, 2 017)
Hong Kong (1955, 9 C05), India (1955, 17 353), Iraq (1954, 312), Republic of Korea
(1955, 3 900), Singapore (1955, 15 000), Thailand (1954, 18 826); end Turkey
{1954, 819), 1In some cases, these figures are incomplete.

2%alculated on the basis of percentages; includeg 212 addicts registered during the
‘period 1944~54, Cases of addiction to cocaine were omitted.

in : .

FJ}he figures are incomplete., They include (a) complete da%ta on known addicts for
Queensland, Tasmenia and Western Australia; {b) similar date for 1954 only for
Southern Austrlis; (c) data for addicts registered in 1954 only for Vietoriaj and
(d) no data for New South Wales. Some States included figures for opium smokers,
vhile others did not. In New South Wales, 433 opium smokers and 214 addicts to
manufactured drugs had come to noties during the period 1935~1954, end gix new names
were added in 19555 although there was no breakdown between gisers of natural and
synthetic narcotics; morphine and pethidine were mentioned as the drugs malnly used

by addicts.

M : A : .
*/fhe figures include large~seale therapeuvic ueers of narsoticas the total number
of addicts was estimated at 200-200, 31 persons in 1954 and 10 in 1955 used varicus
other narcotie drugs, which were not identifisd.
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NI = No information

TABLE F (contd.)

1954
Country '

Natural Synthetic Natural Synphetic
Belgium 11622/ ni2/ 10722/ 5282/
France N.I. NI, 7 12 -
Geﬁ:ﬁ%hi‘eg?&l 1 7'78-3’-/ 1 4253/ 2 367 1 8402/
Ireland ‘ N.I. N.I. 1 '
Israel -3 4/ 7Lé/ N.I. N.I.
Italy N.I. N.I. 4315/ a7k .
Japan 796;é/ l5?lé/ 6AO;é/ 321é/

g“2-/'1‘he figures indicate number of addicts discovered by pharmacy inspectors during
the year in questionj not all pharmacies are inspected annually.

li/ln 1954, there were 1 779 persons using two or more drugs simltaneously. About
50% used natural and synthetic substances together, and about 25% natural
substances solely and the remaining 25% synthetic substances solely. In 1955, a
breakdown cf the latter two groups was given and has been included in-the flgures.
895 persons took both categories of drug simultaneously.

éﬁ/There were 70 registered addicts. In addition to those listed above, there were

19 who used two or three drugs simultaneously, and twelve for whom there was no

information, It does not appear that hashish addiets had been included in these

figures. In 1955, the number of addicts had increased to 73, but nq breakdown by

category of drug was given. '

l“/&n addition there were 72 addicts foruvhom the type of drug used was not given.
Only addicts reported in 1955 are included in these figures.

;“/8 700 addicts were registered during 1946--1955. The figures reflect the annual
registrations for 1954 and 1955. In addition, 46 persons used "other drugs" in
1954, and 25 in 1955.
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PTABLE F (contd,)
1954 - 1955
Country ; ;
Natural ‘Synthetic Natural Synthetic
New Zealand 38 25 WX, N.I.
Poland a3 1 . NI, N.I,
Sweden 107 .23 W.T. N.I.
174
United Kingdom 26ll1/ SllZ/ 241*{ 94
United States of '
Imerica 22 52t/ 1 5152/ 10 a0t/ agot/
Union of Soviet an/
Socialist Republics NI, N.I. 37159/ 162
Venezuela 103 3 22=l/- 32;/
Viet-Nam 11 179 - 22/ 22/

) .

1/ 1954 figures were calculated on the basis of percentages, which included both
sole use and use in combination with othlier narcotics. Usgers of opium and
cannabis were not included for 1954 or 1955,

18/ Calculated on the basis of percentages. They represent the addicts that had
been counted by January 1953, '

1/ Addicts registered in 1955 only,

20/
Calculated on the basis of percentages. The synthetic drug used by addicts
was promedol,

21/ |
Only the figures for addicts to manufactured drugs were given; these bad

remained unchanged from 1954,

i
N

The number of oﬁium addicts was estimatod to be 20 000, There is some 1liicit
use . of pethidine together with manmufactured drugs of natural origin, e.g. morphine
oxycodonse,
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58, As a supplement to the foregoing figures, the non-siatisticel data onm addicﬁim
to natural and synthetic druges are given Velow for other countyien repozti&g th6
exietence of hoth types of addicticn within their borders. The information has
been obtained from the Annuzl Reports of the countries concerned for the yvears
indicated. , | ‘

59, Cersda (1955): Although discetylmerphine was reported to¢ be the principal
drug of addiction, especially ameng the 2 708 mown criminsl zddicts, morphine,
pethidine and methadone were chiefly used by the 493 known therevcuvic addicts and
by the 224 knowm addlcﬁa velonging to the medical or releteod prolsgeions., It was
mentioned that some addicts who used to obialn thelr nardciics Trom the 11llicdt
traffic were obtaining methadone by doctors’ prescriptions.

60, Chile (1954, 1955): Methadone, pethidine and morphins colutions were the
manufactured druges reported to be mainly msed by addicts, 7B Qf-whem had Leen put
under supervision by 18 Oatober 1654, One opium gmoker was wegiétexed during 1955,
and there was coca-leaf chewing by workers in the northern part of the country.

61, Cuba (1954, 1955): It was reported that morphine and cannabis were the drugs
mainly used by addicts., Synthetic narcoties had not been responsible for much
addiction, and pethidine and:methadone were named az the syanthetics most olften
encountered. It had been found that cocaine and diacetylmorphins were not commonly
used, and there was practically no addiction to codeine and dionine, Opium-gmoking
was sporadic,

€2. Ecuador (19%4): There were 14 lmown addicts, and the narcotice generally used
ware reported to be morphine and pethidine.

63, Finland (1955): The number of addicts was estimated at 200-300, and moryhine
and methadone were mentioned as the drugs mainly used,

64. Guatemals (1955): ‘There were 11 knowm addicts who in the main used morphine
and pethidine,

65, Haiti (1954, 1955): The nunher of drug addicts was estimated at more than 30,
end morphine, pethidine and ketobemidone were mentioned as the drugs most commonly
used,

66. Iran (1954, 1955): Thirteen morphine addicts were reported in 1954, while

3-4 additional addicts wers registered in 1955, In that year, pethidine and

"gtabmidone" (probably methadone) were reported as the manufactured drugs principally
used by addiets. The number of opium addicts was estimated at 1 500 ooo.gg/

23/ E/oB/11, p.8.
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67. Mexice (1955): 85% of the 206 known addicts in Mexico were reported to use
cannabis,'and only 5.7% of them took it in conjunction with a synthetic narcotic.
There was no indfcation of the breakdown amcng the 11% who used manufactured drugs
alons, ' _

68, Nongzg(lgss): There were estimated to be 500-550 addicts who mainly used
natural drugs ond occasicnally employed synthstic narcotics,

69, Panama (1954): Psthidins was the narcotic drug most generalliy used; some oplun
gmokers were aleo reported.

70. Sudan (1955): Pethidine and morphine were reported to be used on a small scals.
There was also hasghish smoking,

71. Suitzerlend (1954, 1955): Seizure reports indicated scme etusge of pethidine,
methadone, ketobemidone, and levorphancl. Naiural drugs such as opium, morphine,
heroin, ete., were also mentioned.

72, Tunigia (1955): There was ocnhe known case of pethidine addiction. Thesre was
not yet a system for registering addicis, salthough a draft scheme was under
conslderation, Opium, moryrhine, diacetylmorphine and cannabis were reported to be
the drugs mainly used by addicts,

B. ZExtent of addiction to the various synthetlic narcotics

73. To indicate the extent to which the wvarious gynthetic narcotics are reported to
be favoured by addicts;, the same procedure has been followed as in Sectlon A above,
1,e. the question is congidered first on a geographic basis and then on a quantitative
one, The available information on these points appears in Tables G and H below, and
the two tabulations should be studied togethor. Only the countries furnishing
statistical data have been included in Tablec H, but non~statistical materiael has boen
summarized in the paragraphs following it. In addition to the 34 countries reporting
addiction to synthetic narcotics, data has been inecluded for the five territories
which have reported addicts to these narcotics, in order to complete the information
in Tables A - E of the "Analytical Study on Drug Addietion”,. 24/

24/ E/CN,7/318; 1in this connexzion, see para, 12,
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74. The deta in the foregoing tadble may be sumarized as follows: 34 of the 39
countries and territories concerned reported addiction to pethidine; 318, addiction
to methadone; 8, addiction to ketobemidone; 4, addiction to levornhancl; and 1
each, addiction to dimethylthiambutené, phenadozone; promedcl; and racemorphan.

It may be noted that while addiction tc pethidine and methadone has appeared in almost
ali parts of the world, the data indicate that sddiction to ketobemidone, levorphanol
and other synthetic narcotics (except for dimethylthiambutene in Japan) has rarely
been discovered outside Europe. 32/

75. Table H gives the incidence of addiction to the various drugs in statistical
terms, in so far as such figures have been made available by governments. Since
statistics have been furnished by but 16 of the countries and territories concerned,
other relevant informatlion throwing light on the extent to which each of the drugs

is used by addicts in the 23 remaining countries anq territories follows the table,
76. It should perhaps be mentioned that the general comments with regard to the
nature of statistics on addiction, which preceded Table F above, apply equally in

the present instance.

32/ As will be seen in Table H and the paragraphs following it, the number of
addicts reported ~ with some exceptions ~ is small, particularly in non-
European countries.
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TABLE H
INCIDENCE OF ADDICTION TOQ INDIVIDUAL SYNTHETIC NARCOTICS,
1954-1955, AS REPORT+D BY GOVERNMENTS
N.I. = No information.
Country or Poethidine | Methadonse Ketobe- Lever- Other
territory midone phanol druga
33 ! ,
1954- 6 -—/ NeTo IQOI. ~ NDIE N°I'
Argentina . Tos5 | 13Y N.I. A B N.I.
34/ 34/ -
Australia 19544 11 6 - -
1955 9 7 - - -
35/ -4 35/
Austria 19541 16 55, Wdasy | - - ;
1955 13 = 160 —= - - -
36/ 36/
1954 23 =7 48 = - - -
Belgium 1085 | 19 38/ 30 28/ 1 2 -
/ %
Cyprus 1954 5 97 2 37/ - - -
1955 N.I. N.I, N.I, N.I. mX.
. 33/39/
France 1055 | 12 2/ - - - -
Gemany, Fed, 1954 | 568 603 156 g8 - 38/
Republic of 19565 | 558 673 16% 103 1z =
1954 - - - - -
I
reland 1955 3 _ _ _ _
33/ The figure was caleulatsd on the basis of percentages.

"34/ One addict was addicted o a combination of morphine, pethidine and
methadone; this case has been included under both headings. In ons
or two other cases, the use of pethidine or meéthadone was combined
with that of g natural nearecotic,

35/ See footnote 11/ to Table F.

36/ See fostnote 12/ to Table F.

37/ Includes one addict who used both pethidine and methadone.
38/ Racemorphan.

39/ The figurs covers addicts reported in 1955 only.
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7. Other countries, which furnished no specific figures, gave some indication of the
wept of addiction to the various synthetie narcotics, In ssveral of these countries

s

pe addicts to these drugs seemed to be &8 numerous, or even more numerous, than the
?vigts to natural narcotics, In Denmark, pethidine and methadone,were reportedtobe the
A= iz8 rraainly used by addicts. In Finland, methadone was mentioned as one of the two
areybics mainly employed by the estimated 200-300 addicts (the other was morphiﬁe).

" was reported that in Luxembourg synthetic narcotics wei'e used by choice, and
9pseially pethidine, methadone and ketobemidone., The first two of thesge, togefher
#i%h morphine, were mentioned as the drugs most widely used by addicts in Chile,

“.rpalne and pethidine were éaid to be the manufactured drugs principally used in

Gguador and Guatemala. In Panama, pethidine was given as the manufactured drug most

zenerally employed by addicts.

7%, Elsewhere, synthetioc narcotics were reported to be employed by a consild‘erable
gegnent of the addict population. In Canada, for example, although the 2708 criminal
addiets mostly preferred and used diacetylmorphiné, there was reported to be a
rreference for pethidine and methadone among the 493' therapeutic addicts and the 224
nddicts associated with the healing professions. In addition, there had been con-
giderable use of n;ethadone by some criminal addiets who found"ii; easier to obtain from
lieit sources, In Haiti, the abuse of pethidine and ketobemidone was mentioned,
hddiction to pethidine was reported from Iran in 1955, There were several addicts to
pothidi ne and nethadone who were arrested for forginé prescriptions in Swipzerland;
and a sim;Llar case involved presériptions for ketobemidone and 1evorphanoi. In the
United States of America, 457 addicts to pethidine were admipted for treatment to the
Public Health Service Hospital at Lexington, Kentucky, during the three-year period
1950-19 53 ié/ Tﬁe illegal prescription of methadone to addicts was also reported,
79. In a third group of countries, minor usc of synthetic narcotics by addicts has
been re ported. In Cuba and in the Federation of Rhodssia and Nyasaland, some addiction
te peth idine and methadone was indicated. It was stated that pethidiné, ‘methadone
and ketiobemidone were occasionally used by addicts in Norwa~ , While in 1954 there was
reporte @ to be one pethidine addiet in Poland., In the Sudan, pethidine was abused on
& small scale, and the same drug was also mentioned as having given rise to some
addicti on in Viet-Nam.

43/ WHO Technical Report Series, No.95, pp.13-16.



E/CN.7/319
page 66

C. Sources of the synthetic narcotics used by addiets

80. TFour aspects of this question may be mentioned: (i) the extent to which addicts
are supplied lawfully by means of doctors® prescriptions or unlawfully by fraud, theft
or purchase from the illicit traffic; (ii) whether addicts mostly obtain their own
supplies or resort to the illieit trafficker; (iii) wﬁether the same or differsnt
channels are used for obtaining natural and synthetic narcotics; and (iv) whether:
illicit manufacture plays a role in supplying the addict with synthetic narcotics,

81, The available data on this question received by 1 March 1957 has been sunmarized
below, However, the Form of Annual Revporis doeg not speclify that the data on the
sources of drugs used by addicts shculd be submitted Sepafatsly for natural and -
‘synthetic narcotics, and it is the exception rather than the rule for governments to
so.i&/ ‘Thus much of the data on aspectg,(i)éé/ and (1i) refer to both natural and
synthetic narcotics, In oider to supplement them, the relevant data on illicit
traffic and other illicit activities have been collected from_the Annuval Reports, from
the reports on individual cases of illicit traffic of international importance sub-
mitted under Article 23 of the 1931 Convention, from the reports of the International
Criminal Police Organization, and from other available sources.

82. The information for aspects (iii) and (iv) is even more fragmentary. As regards
the different channels used for obtaining natural and synthetic narcotics, the distine-
tion is seldom made in the reports. Some of the sparse information regarding illicit
manufacture may require some clarification (in this connexion, see the data for Italy
and Japan below),

83. The following listing sets forth the available data for easch of the‘35 countries
reportihg addiction to or illieit activities in synthetic narcotics, covéring in eéch
case, so far as possible, the aspects desgcribed above, For purposes of convenience,
the countries reporting addiction to, but not illicit activities in, synthetic narcotics
have been marked with an asterisk; only one country reported-illicit activity (on a
small scale) but not addiction to these substances.

84, * Argentina: Registered addicts were reported to receive their drugs from lieit
sources.

44/ This point is referred to in E/CN.7/318/444.1 outlining certain proposed changes
g
in Chapter X of the Form of Annual Reporis.

45/ With regard to the data on point (i), it is sometimes difficult to determine
whether the narcotics lawfully supplied are given as part of a courss of treatment.
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85, Australia: It was stated that the situation d;ffered from state to stais.
In some states, addicts were supplied with narcotics on the basis of nsdical
preseriptions; inm others, they wers believed to supply themselves from licit
gources by 11licit means. There had been small seizures of pethidine and
zethadone, but it was not indicated whether these were effected in connexion

vith minor diversions from the lici%t channels or following technical violations
of the narcotics iaw by wholesalers, pharmecists, ete,

86. Austris:; It was indicated that addicts' éupplies were obtained as a rule
from pharmacies, mostly on suthentic prescriptions, Poxged prescriptions

and préscripﬁions obtained from physicians under false pretences wers also ussd,
It was reported that the number of persons obtaining narcctics bf way of the
illicit traffic must have bsern very small; only 10 ampoules of m@ihadone wers
seized in 1954 and 396 ampoules in 1955,

87. Belgium: Registered addicts were said to be supplied with narcotics by
thysieians, - Certain addicts tried to obtain additional supplies by forging
mescriptions; six instances of this having béen discovered in 1955, " 145 ampoules
of methadone were confiscated.

88, Canada: Although the illicit traffic in diascetylmorphine was desoribed

&5 considerable, synthetic drugs had not yet appeared in this traffic, Some
triminal eddicts were.reported to have tried to 6btain piescriptions for

rethadone from physicians. Medical and professional addiets, many of whom used
pothidine and methadone, obtained their requfreménts from legal supplies, The
plice had from time to time effected seizures of small quantities of pethidine
end mgfhadone, in one instance from the addict-wife of a suspected pedlar;

false prescriﬁtions were involved in other cases. |

89, * Chile: No informetion.

0. Colombia: In 1953, 109 grammes of pethidine, together with other narcotie
{rugs, were mentioned as having been stolen from a Bogota pharmacy and not recoversd,
9, = gghg; The 20 persons undergoing treatment received their drugs (usﬁaily
morphine) by medical prescription. The number of persons receiving drugs from
{11icit sources could not be given,

92, Denmark: In 1953, a special committee appointed by the Ministry of the
Interior reported that by far the most important source of addiets' drug supplies

vere sales against genuine or forged medical prescriptiona. The Committes was
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also under the impression that addicts were to a considerable extent being supplied
through genuine prescriptions. There was known to be an illicit traffic in
methadone which was almost entirely supplied oy means of false and genuine
prescriptions (the latter being obtained under false pretences).

93, * Ecuador: Some addicts received drugs from licit sources, while others
obtained them from illicit stocks. Addicts under treaiment received gradually
reduced doses of narcoties.

94, Finland: Most of the narcotics ussd by addicts were reported to be
obtained in a legal way, but a part of these supplies went into the illegal trade,
95, “France: In 1955, 39 addicts obtained their drugs from lieit sources,

18 from illicit ones, and 11 from both simultsneously. Ten ampoules of pethidine
obtained by means of multiple prescriptions constituted the only seizure of

synthetic narcotics during that year.

96, Federal Republi¢c of Germany: It was stated that 3,215 of the registered
gddicts, or 63%, obtained their drugs on.authentic medical prescriptions, while
1,891, or 37%, obtained drugs by illicit means from licit sources, Seizures of
pethidine (1954, 35 grammes, 1955, 2.2 grammes), methadone (1954, 13.9 grammes,
1955, 0,7 gramme), levorphanol (1954, 1.8 grammes, 1955, 0.007 gramme) and
ketobemidone (1954, 8,2 grammes) were reported, There was, however, no indication
of illicit manufacture, and these supplies had been obtained either by theft ox
presceription from lieit sources,

97. * Guatemala: Registered addicts were reported to receive their narcotics

from liecit sources,

98. Haiti: Known addicts were said to be provisioned from licit sources;
instances of forged and unnecessary prescriptions also came to light.,

99. * Iran: It was indicated that addicts to manufactured drugs were supplied

by licit means, e.g. by medical prescriptibnc

100, * Ireland: The three known addicts to pethidine were under medical treatment.
101, * Israel: In 1955, 58 addicts were mentioned ag receiving drugs from

licit sources by authentic medical prescripbtions, while 15 were suspected of
obtaining drugs from illicit sources. It was explained that each addict was
connected with a certain pharmacy where he received his daily dose by a prescription
from one of the district officers of the Ministry of Health,
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102, Italy: It wee staeted that drug addicts were normally supplied by regular
nedical prescriptions, and only in a few instances did they obtain their drugs by
forged -or stolen prescriptions or yprescriptions obtained irregularly.

103, There was.reported to have been some illicit menufacture of pethidine,

The International Criminal Police Orgenization indiceted that 1,000 ampoules of
pethidine of local 1llicit manufacture had becn seized in Milan in 1954, In
-addition, 100 ampoules purchesed in Milan had been seized in Naples, 570 gremmes

of undetermined origin - a relatively large quantity - in Alessandria, and

22 grammes, stolen from a local shop, in Turin., In 1955, however, there was only
one seizure of synthetic narcotics, involving 21 gmpoules of methadoneig{

104, Japen: In 1955, 66 physicians and nurses, who were addicts and had received
drugs from licit sources, were discovered; they were said to have purchased

drugs for medicallpurposes from narcotic wholesalers by licit msans, Physicians
reported 121 new addicts during the year, who had recelved or attempted to

receive narcotics from them on false pretences., In addition, 510 addicts who
obtained drugs from the illicit traffic were apprehended.

105, ° This traffic involved, among others, the new synthetic narcotic
dimethylthiambutene, which hdd been placed under control as from 31 March 1954,
Numerous seizures, totalling 754 grammes of powder and 43,878 ampoules, were
effected in 1954, and 243 grammes end 54,427 ampoules in 1955, It was reported
that much of this dimethylthiambutene had reached the illicit traffic from licitly-
manufactured supplies created before controls were imposed., There was unconfirmed
information that the drug had also been manufactured illieitly and that éupplies had
been smuggled into the country since that timeﬁz( In one instance, a newly
established pharmaceutical firm had put up 1 kg of dimethylthiambutene hydrochloride
in ampoule form and retailed 80,000 empoules under a trade name as an "effective
gedative and anti-spasmodic, not conteining narcotics."” Only 16,933 of these
ampoules were recovered, The number of persons arrested in connexion with this
drug roge from 10% of the 2,139 persons hold on narcotics éharges in 1954 to 23%

of the 1,986 persons held in 1955. '

46/ This seizure was mentioned among the specific cases described in the advance
copy of Chapter XI of the Annual Report for 1955 (E/CN.7/R.5/Add.14), but was
not referred to in the table of seizures in the Chapter XI embodied in the
Arnual Report (E/CN,7/R.5/Add.14/Corr.l).

47/ However, the observer of Japan at the Commission’s eleventh session stated that
"There was no evidence of illicit menufacture and import", (E/CN,7/SR.314, p.l1T).
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106, In addition, 385 grommes of pethidine hydrochloride and 33 tablets were
seized in the office of a pharmaceutical firm employee who claimed he had obtained
them before the drug had been placed under control,

107, Again, 22,8 grammes of a drug cclled "dorantin" (probably pethidine) was
found in a private home, There was no indication of its origin.

108. Luxembourg: All the known zddicts were reported to be supplied from licit
sources and as a general rule by authentic medical prescriptions, A few
isolated cases, involving forged prescriptions, had been discovered.

109. * Mexico: The Government accum:d that the registered addicts received their
drugs from illicit sources. There had been no seizures of synthetic narcotics
in 1954 and 1955,

110. New Zealand: Provision had been made in the Dangerous Drugs Regulationsﬁg/
for controlling the supply of narcotic drugs to addicts and for restricting them
to one prescriber and one chemist, 67 of the 70 addicts in the country received
their drugs in this way. Three addicts obtained drugs by illiclit means; one,
for example, had attempted to procure pethidine in quantities beyond his allotment
by adopting a false name,.

1il. Norway: 1In 1953,'it was reported that practicelly all drug addicts were
receiving narcotics on prescription, and that there had only been rare cases of
forged prescriptions, Usually, the health authorities arranged with a local
physician to supply drugs in diminishing quantities to sach addict, In 1954,

the number of forged prescriptions increased, and in 1955 the burglarising

of pharmacies to obtain narcotics was mentioned,

112, Panama: The ferging of prescriptions to secure drugs was reported in 1954,
113, Poland: It was stated that psychiatric institutes provided substitutes

or tapering doses of narcotics for known addicts,

1l14. * Sudan: No information,

115, * Sweden: No illicit traffic in any kind of narcotic drug was reportegd,

116. Switzerland: The addicts considered as sick persons were said to receive
the doses they needed from an cfficial doctor or from a doctor designated by the
suthorities., Several cases in which pethidine, methadone, ketobemidone and

levorphanol were obtained by forged presceription had been reported.

48/ E/NL.1952/44, section 56.
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117. * Tunisia: ©No information.
118; * Union of Soviet Socialist Republics: Known drug addicts were not attached

to particular.pharmacies or clinics for the supply of a definite drug "ration,
but were usually treated in psychiatric institutions, .
119, * United Kingdom: The 335 known addicts in the United Kingdom received

their narcotics from llicit sources, and there was very little 1llicit traffic
in manufactured druge.
120. United States of America: 8Small confiscations of pethidine and methadone

wers reported in 1954 and 1955, One case involved a physician who had issued
prescriptions for 10,320 methadone tablets for addicts. Another concerned a
pharmacist who was selling pethidine illicitly. In still another instance,
quantities of both drugs were found in the possession of four addicts who had
engaged in an armed robbery of a pharmacy.

121, * Venezuela: Registered drug addicts could obtain narcotics by means of a
permit issued by the Ministry of Public Health and Social Welfare.

122, Viet-Nam: Pethidine confiscations, involving 35.3 grammes, were reported
in 1955,

123, The only generally availsble indicaticn of the extent of the r8le played by
the illieit traffic as a source of the drugs used by addicts is that given by the
quantities seized,  For this reason, the seizures of five synthetic drugs have
been drawn up in tabular form. In addition, in order to facilitate a comparison
between seizures of synthetic and natural narcotics, the available data on total
world seizures of those narcotics most often found in the illielt traffic have
been expressed in terms of therapeutic doses.

124, Table 1 summarizes the data on selzures of synthetic narcotics for the
years 1954 and 1955 by country and for the world as a whols. It should be borne
in mind that some of the cases included may have been technical seizures from
licensed handlers who failed to observe proper precautions for safeguarding the

drugs in question or who were found tc have committed other minor irregularities.,
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Key:

ce = cubic centimetres

amp = ampoules
tabl = tablets

TABLE I
SEIZURES OF SYNTHETIC NARCOTICS,

1954-1955, AS REPORTED BY GOVERNMENTS

Weights given in grammes

Country Pethidine | Methadone | Ketobe- Levor~ Dimethyl-
midone phanol thiambutene
1954 2 - - - -
Australle 1955 4.1 0.33 - 0.006 -
1954 - 10 amp - - -
Austria 1955 _ 396 amp - - -
1954. - 145 - - -
Belgium 1055 _ _ - - -
1954 3 cc ‘1 4 tehl - - -
Canada 1055 | 3 amp &Y | - 50/ - - - |
1954 - 51/ - - - |
~ Denmark 1955 _ 55/ _ _ -
|
53/
France 1954 |10 amp - - - - i
: 1955 - - - ~ - T
Germany, Fed, 1954 35 13.9 8.2 1.8 - |
Rep. of 1955 2.197 0.693 - 0.007 -
J
49/ The seizure of one of these ampoules was reported by the International

Criminal Police Organization (E/CN.7/310, para. 29);

8 & &

Chapter XI of the
Annual Report of Canada for 1955 refers to four cases concerning
pethidine (E/CN.7/R.5/Add.8, p. 4).

Chapter XI of the Annual Report of Canada for 1955 refers to two cases
concerning methadone.

An important case of theft invelving methadone was reported (E/CN.7/292,
para., 108).

There seemed to be a large demand for methadone in the 1llicit trade.

Cages connected with this trade and also of theft and prescription forgery
were referred to (E/CN.7/R.5/A4d.20, pp. 1-3),

3

Reported by the International Criminal Police Organization (E/CN.7/293,
P 23) .
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TABLZE I {(contd.)
Country Pethidine | Methadone| Ketobe- | Levor- Dimethyl-
midone phanol thiambutens
1954 ( 597
Italy (1 100 amp - - - -
' (10 phialsﬁé/ 55
1955 - 21 amp——/ - - -
19541 (408 _ ) ) ( 754
Japan (33 tabl (43 878 amp
1955 - - - - 710.9
1954 - - - - -
New Zoaland 1955 56/ - - - -

. 1954 57/ 57/ - - -
Switzerland 1955| 70 amp 57/ 57 5 amp | 20 tabl -
United States 1954 170 28 - - -

of America 1955 255 28 - - -

. 1954 - - - - -
Viet-Nan 1955 35 3 - - - -
1954 1212 186.9 8.2 1.8 754
TOTALS: 1955|  296.6 29,023 - 0.013 710.9
{( 3 ce 10 amp - - 43 878 amp
{1 110 amp 4 tabl
p1u s 1954 (10 phials
* (33 tabl
1955 73 amp 417 amp 5 amp 20 tabl -
54/ The seizures of 1 100 ampoules and 22 grammes of pethidine were reported

by the International Criminal Police Organization (E/CN.7/293, p.27).

This seizure was mentioned among the specifie cases described in'the advance

copy of Chapter XI of the Annual Report for 1955 (E/CN.7/R.5/Add.14), but
was not referred to in the tablé of seizures in the Chapter XI which formed

part of the Ammual Report (E/CN.7/R.5/Add.14/Corr.l).

There was one conviction for the illegal procuring of pethidine

(E/CN.7/R.5/Add,10, p.2).

In both 1954 and 1955, illegal purchases of pethidine and methadone were

reported, in addition to the seizure of pethidine mentioned in the table

(B/NS/1955/Summary 10, p.34; E/CN.7/R.5/Add.9, pp.2-3).
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126, The natural manufactured narcotics most often encountered in the illicit

2/
traffic are merphine and diacetylmorphine. Ssizures of these narcotics during 195¢§W

62 .
and 1955—~/, expressed in terms of doses were as follows:

~ 57
Drug Tetal nmunber of doses 25
Morthine ‘1954 7 946 200
HOFPHSS 1955 20 883 800E3/
. ‘ 1954 21 719 400
Dlacetylmmrphine 1055 © o7 484 20063/

Ds .Sources of addiction

127, The importance of learning how addicts obtain their supplies of drugs is

matched by the need to determine the causes of addiction, usually by investigating

the circumstances in which individuals became addicted. This question, and especially
the desirability of obtaining statistical data on the causes of addiction, was
emphasized at the last session of the Commissiongﬁé Such information, howsver, is
hard to obtain, and because it 1s often based on the addict's word it is also difficult

to evaluate,

61/ The figures were taken from E/2891, Annex VII.
gg/ Data based on government reports,

63/ If supplementary data furnished to the PCOB by the Governments of ILebanon
and Syria are taken into account, these figures would have to be increased
to 49 683 800 doses of morphine and 27 664 200 doses of diacetylmorphine,
(E/0B/12, Table XI). ’

64/ In this connexion, attention may be drawm to statements made by the
representatives of France, Turkey, the United Kingdom and Yugoslavia’
(E/CN.7/SR.305, passim).
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128, In the following listing, the number of cases resulting from therapeutic
treatment has boen coﬁpared with the number arising in other circumstances, lumped
together, . The difficulties in furnishing a breakdown of the non-therapeutic cases
are well-known, and the Study Group on Treatment and Care ‘of Drug Addicts convened
by WHO in November 1956 has included the origin and development of add%ction among
the subjects recommended for furthsr studyéé/
129. Again, the available information dces not distinguish between addicts to
natﬁral and synthetic narcotics, but the overall figures sometimes throw light on the.
origins of addiction to synthetic narcotics, espscielly, for éxsmple, if all or most
addictions are of therapeutic or non-therapsutic o}igin, Furthermore, the data in
paragraphs 123-126 above indicaﬁe that the nwer drugs are less available in the illdeit
trafficﬁé{ ahd in eny event it might be expected that the percentage of therapeutic
addiéts would bte higher in the case of syrchetic narcotics than in that »f the
natural narcotics.
130, Information regarding ths 33 countries that have reported addiction to synthetic
narcétics’appears below:
Countries where therapeutic addictions are more numerbuséz/ (14):

Argentina (7-0), -Australia (48-0, 69 unknown), Austria, Belgium (116-42),
Finland, France (38~24), Federal Republic of Germany (66.3% ~ 33.7%), Guatemala
(4~0, 7 unknown), Iran, Luxembourg (all), New Zealand (60-5, 5 unkhown), Panama,
Switzerland (practically all), Union of Scviet Socialist Republics.
Countries where non-therapeutic addictions are more numerouség/ (8):

Canada, Ecuador, Ireland, Israel (40-20, 13 unknown); Japan (662—7,,28ﬂhnknownh
Mexico, United States of America.
Other countries where éddiczipnsggre partly therapeutic, partly non~therapeutic (2):

Denmark, Sweden (67-67, 13 unknown).
Lountries furnishing no information (9):

Chile, Cuba, Haiti, Norway, Poland, Sudan, United Kingdom, Venezuela, Viet-Nam.

E/CN,7/320, p.12,

The relatively low seizure rate of synthetic as compared to natural narcotics
would seem to confirm thls, as well as much of the data given in the preceding
section.

8 &

In ecach case the first figure indicates the number of therapeutic addictions,
and the second the number of non-therapeutic cases.

SN

In each case the first figure indicates the number of non-therapeutic addictions,
and the second the number of therapeutic cases.
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E. Question of the correlation between licit use and the_ incidence of addiction

131. At the last two sessions, the question has been raised whether there might not
be some connexion between the use «f a new narcotic in medical practice and the
develppment of addiction to it, and alsc whether the extent to which such drugs
wore used medically was related to the incidence of addiction, In 1954, the
representative of France, for example, expressed the opinion that "the number

of addicts could be estimated in proportion to the use of narcotic drugs in a
given country". Attention has also been drawn to the possibiiity that addiction
is more likely to result from the use of new drtgs because physicians often do
not take the same precautions in prescribing themég/.

132, 1In order to sec whether it throws any further light on this question, the
data on consumption appearing in Part II has been juxtaposed with the data on
addiction given in the preceding sections of Part III. Of'coufse, in.this
connexion, account has to be taken of the limitations of the addiction statistics
which have already been mentioned and which must qualify any inferences that may
be drawn from them.

133, The relevant data are shown in three scparate tabulations. Table J
correlates the reports of addiction with the data on medical use for each of five
synthetic narcotics; Table K correlates the data on medical use with the reports
of addiction for the same drugs; and Table L correlates the por _capita medical
use of these drugs with addiction rates calculated or estimated on the basis of
the reports received, Table J contains data for the 50 countries for which
medical use has been tabulated; Table K covers those of the 50 countries in
which addiction to synthetic narcotics has been reported; and Table L gives
information with regard to the 25 countries which report both medical use of,

and addiction to, synthetic narcotics,

_6_9/ E/CN07/SR0272, ppo?"‘g; E/CN07/SR92767 ppc6"’7; E/CN07/SR.)304; ppng"lo
See also Ch. Vaille and G, Stern: "A Note on Synthetic Narcctices™ in
Balletin on Narcotics, Vol, VIII, Ne.2, July-September 1956, pp.28-29.
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134. 1In Table J below, the availeble material on the extent to which medical
use involves addiction has Been set forth fer tﬁe five synthetic nsrsotics,
pethidine, methadone, ketobemidone, levdrphanol; and phenadoxone., In order
to simplify the presentastion, only three different lsvels of use have bsen
distinguished, 1.2, less than 50 doses per thousand population per annum
averaged »>ver the thres-year period 1953-1955 (X), between 50 end 2C0 dozes
(XX), end more.than 200 dozes (XXX).

135, The information furnished by governménts on addiction Tor the two-year
period 1954-1955 has been divided into four categories: (i) there were one
or more known addicts to the drug (P): (ii) there wers no known addicts (-);
{1ii{ although no complete statistical breakdown by drug was'given, the drug
in questi’n was not mentioned as being use:d by addicts (-71)% " and (iv) no
irnformation (N.I.).
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NARCOTIC DRUGS, AS REPCRTED BY GOVERMMENTS, WITH THEIR MEDICAL USE

XKey: X

XX

X

P

N.I.

I}

]

1

]

for 1953-1955 period.

for 1953-1955 period.

Addiction known to be presen
No known addicts.
No information

$, 1954-1955,

Average of 0-50 doses per thousand population per anmm averagsd
Average of 50-200 doses per thousandlpopulatiOn per annum averaged

Average of more than 200 doses per thousand population per annum
averaged for 1953-1955 period.

Pethidine - Methadone Ketobemidone | Levorphanol Phenadoxone }
Countryzg/ Med.} Addic-| Med. | Addic- [ Med. | Addic- Med, |Addic- | Med.| Addic-
Use tion | Use tion | Use tion | Use tion Use tion
EArgantina X f - ~2i/ X P X az;/ - JZl/
Australia XX P XX F - EZQ/ - HZQ/ X dzg/
iustria X P po'e P - - - - - -
 Belgiun XX P | xx | » x | b - | B
{ Brazil x | N.I. X | N.I. - |N.I. - I - | N.I.
 Bulgaria X | NI, | - {wI. | - |wmI. | - |N.I. - | wI.
Cenada Xxx | P |x | @ - x| Y - | A
(Ceylon X - - - - ; - - - -
| thile X P x | p- - JY 00 i/ - 1L/
Colombia X - - - - - - - - -
Czechoslovakia X - X - - - - - - -

70/ There was nc medical use of any of the five drugs in China, Romania and the
Union of Soviet Socialist Republics.

71/ DNo complete statisticel breakdown of addicts by drug was given, but this drug
was not mentioned as having given rise to addiction.

72/ Information on addiction is incomplete.



Z/CN.7/319
page 80

TABLE J (contd.)

Pethidine Methadone |[Ketobemidone | Levorphanol Phenadomsie
Country - Med. |4ddic-| Med.| Lddic- Med. | Addic-| Med. | Addic- | Med.  nddic-
Use tion | Use tion |Use tion ; Use tion Use tiop |
Denmark XX Polxx| P hoxx AV B a1y - 2
Bgypt X - - - - - - - - -
Finland X N o | o | x A 720 B B A VAR B A=
France XX P - - - - - - - - ;
Germany, Dem, o %

Rep. X N.I. - N.I - N.I - N.I - Hodo s
Germany, Fed,

Rep. of XX P XX P X P X P - =
Gresce X - - - - - - - - -
Guatemala X P - A ay/ - / - T/
Hungary X - - - - - - - - -
India X - X - - - - - - -
Indonesia X -~ - - - - - - - -

Iran X P - - - - - - - -
Iraq X - - - - - - - - -
Ireland XX r XX - - - - - X -
Israel p.0.4 P . - - - - - - -
Italy X P X P X - X - - -
Japan X I ;Zi/ - «ZL/"- aZi/ - ‘Zl/ - dz;/
Mexico O T -4 I % JOCE=7ANN ISV A=) IR I N F<74 (R PV o £
Netherlands X N.I. X N.I. | ~ N.I. - N.I. - N.I.

zg/ The synthetic narcotics to which there is addiction were not indicated.-
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136. In summarizing the table, the cases where the data on addiction are missing oT
grosasly defective may be ignored. IT this iz done, thers ars only two instances
where the medical use of any of the ?ive drugs at a ratse of more than 50 doges per
thousand population is not accompanied by at least one case of addiction. However,
lower rates of medical use are much less frequently accompsried by known addicts as.

in the following tabulation:

dorad s o .
Nizgiifiig?zgggé;;” Nunber of these Number of these
Dru use of 50 doses per countries countries not
& thousand population reporting casss reporting cases
or less ' of addiction of addiction

Pethidine 23 a 15
Methadone 7 3 4
Ketobemidone 4 _ 3 1
Levorphanol 3 > 1
Phenadoxone 4 1 3

137. It'is, of course, impossible to say how far the frequent absence of reportéd
cases of addiction to synthetic narcotics having a relatively minor medical use is
due to the limitations of the statistics on addiction.

138, In Table K below, the process is reversed, and the extent to which reports of
addiction ars accompanied by medical use is explored, Only the countries reporting
addiction to one of the five synthetic drugs under consideraticn and for which dosage
figures were available have been included in this table, and in cases where there was
not reported to be any addiction tec the drug concerned, the comparison has naturally

not been madse.
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TABLE K
CORRELALTION OF MEDICAL USE OF THE PRINCIPATL SYNTHETIC
NARCOTIC DRUGS WITH ADDICTION TO THEM AS REPORTED BY GOVERNMENTS
- . a
Pethidine Methadone Ketobemidone Levorphanol | Fhenadoxone !
Country hddic-| Med.| Addic-| Med.| Addic-| Med. |Addic-| Med, | Addic- | Med. |
tion | Use tion | Use tion | Use tion | Usse tion Usse '
PRl Bl X X X X ;
mugtralie X X X X ’
=ugtrig X X X X
Belglm X X X X X X y -
~arace X X X X
Thrie X X X X
“ermark X X X X !
Firiand j X X ‘
ranee COX X
SeTmans 1 _.
CPed. Hep. of | X | X X X X X X X ﬁ
Guabemala } X X
Iren : X X ~
Ireland X X i
Lgrael J X X
Italy X X X X
New Zealand X X X X A
Norway X X X X X X
Poland X X .
Sweden X - X X X
Switzerland X X X X X X X X
United Kingdom x | % X X X X X X
United Stetes .
of America X X X X
Venezuela X X
Viet-Nam X X
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139. The data show that countries rarely report addiction to new drugs not in medical
use within their borders. In only one case, that of levorphanol in Belgium, was therg
addiction unaccompanied by medical use. Of course, it is possible that if fuller
information ¢on addiction were available, other exceptions might come to light. '

140, Table L below juxtaposes the calculated rates of medical consumption for five
synthetic narcotics - taken this time as a group - with the calculated or estimated
addiction rates for the same drugs. The medical consumption rates have been expressel
in two ways - as a numerical average and in terms of three levels, i.e. less Than 100
doses per thousand population averaged over the three-year pericd 1853-1955 (X), betwes]
100 and 500 doses (XX), and more than 500 doses (XXX). ALlthough, in a few nsases,
addiction rates have also been calculated in terms of the number of addicts per million
population, the information available for this purpose is so incomplete that they may
best be considered in terms of levels. Three such levels have been used, i.,e. less
than one addict per million population (X), between one and 10 addicts (XX}, and more
than 10 addicts (XXX). | Where possible, the addiction rate has been calculated, but

in other cases the available data (indicated in each case by a footnote) have been
utilized to estimate the level or levels of the addiction rate in the country concerned
The limitations of this method are obvious, but since the bases on which the estimates

were made have been included, each estimate may be judged on its merits.
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CALCULATED RATES OF MEDICAL USE OF FIVE SYNTHETIC NARCOTICS
JUXTAPOSED WITH CALCUIATED OR ESTIMATED ADDICTION RATES
KEY TO LEVELS OF MEDICAL USE: KEY TO LEVELS OF ADDICTION RATH:
X = Less than 100 doses per thousand X = Less than 1 addict per million
population per annun population
XX = 100-500 doses per thousand XX = 1-10 eddicts per million
population per annum -population
XX = More than 500 doses per thousand XXX = More than 10 addicts per
population per annum million population °
_ Rate of Medical Use * Rate of Addiction
Country {Doses per thousand (Known addicts per
) population) Level Level million population)
1953-55 average :
Argentina 59 X X less than 1 .
Australia 659 XXX XX 2 174/
Austria 220 XX XX s/
Belgium 165 XX XX 7
Canada 299 XX XXX 18/
Chile . 36 X XX 'U/
4/ ‘
Since there were no data for certain stetes, this figure is, if anything, too

75/

76/

low, ,

The fellowing factors were taken into account: (1) the Government estimated ,
100-200 addicts among the 1 641 large-scale users of narcotics, or a ratio in the
vicinity of 10%; (2) there were 173 regular users of synthstic narcotics among
the 1 641 users; (3) the 1955 population of Austria was 6 974 000.

The following factors were taken into account: (1) the 493 known therapeutic addicti:
and the 224 known addicts belonging to the healing profession were reported to use
morphine, pethidine, and methadone chiefly; (2) there were also some methadone

users among the 2 708 criminal addicts; end (3) the 1955 population of Canada

was 15 601 000, ‘

The following factors were taken intc account: (1) methadone, pethidine and
morphine were reported to be the drugs principally used by the. 75 addicte under
supervision; (2) the 1955 population of Chile was 6 761 000.
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TABLE L {contd.)
Rate of Medical Use Rete of Addiction
Country (Doses per thousand , (Known addicts per
population) Level Level tion)
1953-55 average . million population
Denmark | 1 579 XX o 18/
Finland - 428 XX xx 1/
Franose 66 X XX-QQ/
Germany, 1
Fed.Rep.of 325_ XX XXX 35
Guatemalg 45 X X or XX 8/
Iran 0.3. X - X less than 1
Ireland . 225 pos XX 1
Israel 123 XX XX 4

Z§/The following factors were taken into account: (1) there were estimated to be
600 addicts in Copenhagen alone; (2) pethidine and methadone were mentioned as
the principal drugs of addiction; (3) the population in 1955 was 4 439 000,

zg/The following factors were taken into account: {1) the number of addicts was
estimated at 200-300; (2) morphine and methadone were reported to be the
principal drugs of addiction; (3) the 1955 population was 4 241 000,

§-Q/'.I'h.e following factors were taken into account: (1) 52 cases of pethidine addiction
were discovered during 1946-1948 and the first nine months of 1949 (see Vaille, Ch,,
and Stern, G. "Drug Addiction: Medical and social aspects in France" in Bulletin
on Narcoties, -‘Vol.,VI, No.2, May-August 1954, pp.l, 9; .(2) during the years
1950-1952, 154 new addicts and 145 recidivists to all types of narcotics were
discovered; (3) in 1953, 16% of the new addicts, or 10 of them, used pethidine,
together with 5 of the recidivists; in 1954, 23% of the new addicts, or 13 of thenm
used pethidine, together with 3 of the recidivists; and in 1955 17% of the new
addicts, or 9 of them, used pethidine, together with 3 of the recidivists; (4)
there was no mention of addiction to other synthetic- narcotics; (5) the population
of France in 1955 was 43 274 000.

§;/The following factors were taken into account: (1) there were 11 known addicts;
(2) morphine and pethidine were rsported to be the principal drugs of addiction;
(3) the 1955 population was 3 263 000.
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TABLE 1 (contd.)
Rate of Medical Use Rate of Addictimn
Country (Doses per thousand .
pepulation) Level Level (3h°Vn addlcts per
1053-55 average _ million population)
| ) : 82/
Italy 115 X . XX cor XXX'gg/
Mexico 8 X XorXX 83/
New Zealand 509 X XXX 12
!Norway i 406 X XX or XXX §i/~
Poland 0.8 X X . less than 1
Sweden 259 XX XX 3
Switzerland 335 _ XX Insufficient information
United Kingdom 482 XX XX 2
United States : _ -
of America 632 X XX 12
Venezuela 21 X X less than 1
Viet-Nam » 4 X Insufficient information

&yThe following factors were taken into account: (1) 32 new addicts to synthetic
narcotics were discovered in 1955; (2) seizures of these substances during the
period 1954-1955 have been higher than those for most other countries; (3) the
1955 population was 48 016 000,

83/
The following factors were teken into account: (1) 5.7% of the 206 known addicts
i.e. 11 or 12) used cannabis in conjunction with a synthetic narcotic; (2) 10,6%
of the known addicts (i.e. 22 or 23) used manufactured drugs exclusively (no
breakdown between natural and synthetic narcotics being indicated); (3) the 1955
population was 29 600 000.

&4

'-/The following factors were taken into account: (1) there were estimated to be
500-550 addicts; (2) natural drugs were used in the main and synthetic drugs
"occasionally"; {3) the population in 1955 was 3 425 000.
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PART IV
INTERNATIONAL ACTION

141. International action in the field of synthetic and other new narcotic drugs has
agsumed two forms, as followsf (a) the formulation and adoption of measures for

establishing international control over such substances and for increasing its scope
insofar as necessary to minimize their abuse; and (b) the collection and analysis of
information needed by international organs in order-to carry out this responsibility.

Each of these aspects 1s considered below.

A, Measures taken to minimize the abuse of synthetic and other new narcotic drugs

142, These measures include (1) a multilateral treaty in force and a draft treaty

(the Single Convention) under consideration by the Commission;. and (2) recommendations
to governments by the international bodies principaliy concerned, i,e. the Council,
the Commission, PCOB, DSB and the Expert Committee.

1. Treaty measures

143. The first major step taken to bring synthotic narcoticsl/ under full intermnational
control was the conclusion of the 1948 Protocol. This treaty applies to all
substances "liable to the same kind of abuse and productive of the same kind of
harmful effects as the drugs specified in artiecle 1, paragraph 2, of the Convention
of 13 July 1931" except those ﬁo which the 1931 Convention applies and except raw,
medicinal or prepared opium, coca leaf and cannabis {(Indian hemp).g/

144, The 1948 Protocol provides that the drugs to which it has been applied should
fall under one¢ or the other of the two control regimes‘set forth in the 1931 Conventim
for the drugs to which that treaty applies.g/ Thus the same control provisions are;
in general, applied to synthetic and natural narcotics,

145. There are, however, certain differences in the procedures set forth in the two

instruments for bringing new drugs under control, the more important of which may be
summarized as follows:

;/ Most narcotic drugs derived from opium or coca leaf fall within the scope of
the 1931 Convention. Exceptions include dihydrocodeine and acetyldihydro-
codeine which were brought under international control by means of the 1948
Protocol,

2/ Article 1, para, 1, and Article 4.
3/ Article 1, para, 2.
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146, (a) Circumscription of substances: The 1931 Convention limits the substances

to vhich it may be abplied to two chemical groups, i.e. products obtained from either
the phenanthrene alkaloids of the opium poppy or from the ecgonine alkaloids of the
coca leaf; the 1948 Protocol, as has been seen, permits any drug which is similar

in its effects or its liability to abuse to belrought under control. Furthermore,
‘only newly-devoloped drugs, i.e, drugs not in use for medical or scientific purposes
on 13 July 1931, can be brought under control by means of the 1931 Convention; the
1948 Protocol contains no such limitation.ﬂ/ '

147, (b) Automatic prohibition of therapeutically and scientifidally uséless

substances suspected of having addiction-producing properties: The 1931 Convention

@rohibits the trade in, or manufacture for trade of, any substance falling within
its scope until the government concerned has found that it possesses medical or
scientific value; there is no corresponding provision in the 1948 Protocol.&/

148, (c¢) Temporary control: If, under the 1931 Convention, a government authorizes

trade in, or manufacture for trade of, any substance falling within its scope,

that substance immediately comes under the control regime provided by the Convention,
e,g., manufacture must be limited to medical and scientific needé; its use must be
controlled; and the system of import certificatcés and export authorizations must be
applied, unless the government concerned finds that it is not addictioq-producing

or convertible into an addiction-producing drug. The 1948 Protocol provides that the
Commission may placeba new drug under provisional control.é/

149. (4) Timing of the notification of a drug: Under the 1931 Convention, a party must

notify any new drug coming within.its scope as soon as trade or manufacture for trade
is commenced.  Under the 1948 Protocol, parties have undertaken to notify a narcotic
only when they consider that the drug has similar "harmful effects” and liability to
abuse;. on the other hand, once the liability to abusc has been established, the
government concerned has undertaken to notify it if theré is -any possibility of future

use for medical or scientific purposes.é/

4/ Article 11, para, 1, of the 1931 Convention; article 1, para. 1, of the
1948 Protocol.

5/ Article 11, para. 1, of the 1931 Convention; article 2 of the 1948 Protocol,

8/ Article 11, para. 2, of the 1931 Convention; article 1, para. 1, of the
1948 Protocol,
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150. (o) Procedure for dotermining which control regime is to bs applied to drugs:
The 1931 Convention provides that all drugs found by WHO to be addiction~producing
should fall under the stricter of the two principal control regimes and that the

doclision as regards which of these regimes should be applied to drugs convertible
into dddicticn—producing drugs should be referred to a committes of three experts
"compstent to deal with the scientific and technical aspects of the matter'. Cne
export 1s appointed by the government that submitted the notificatiocn, one by the
Commission, and the third by the other two;Z/ The 1948 Protocol provides that WHO
should decide which of two different control regimes should apply to such drugs.
Provisions in the Second Draft of thc Propogsed Single Convention®

151. It may be of interest to compare the foregoing provisions with those that the
Sommission has decided to recommend for inclusion in the Single Convention, and which
now appear in the Second Draft (E/CN,7/AC.3/7 and Corr.l) of that treaty. It is
provided that the differing procedures for bringing drugs under international control
of tho 1931 Convention and the 1948 Protocol should be combined in one procedure
‘having the following features:

152, (a) Circumscription of substances: Any substance that is liable to similar

abuse and productive of simiiar ill-effects as the drugs to which the Convention
applies would fall within the scope of the Single Convention.g/

153. (b) Automatic prohibition of therapsutically and scientifically useless

substances suspected of having addiction-producing properties: There would he no

provision for the automatic prohibition of such substances.gj

154,.(c) Temporary control: Alternativé provisions have been proposed, One follows
the procedure of the 1948 Protocol, by which the Commission is empowered to imposge
temporary controls, while the other is similar to that of the 1931 Convention and
provides that a notifying party should apply temporary controls at once and that other

7/ Article 11, paras. 3 and 4, of thc 1931 Convention; article 1, paragraph 2, of th
1948 Protocol, Beecause of the close parallelism betwsen the two treaties, it may
perhaps be held that the framers of the 1948 Protocol did not intend that
addiction-producing drugs; in the sense that that term was applied in the 1931
Convention, should be made subject to the milder contrel regime,

8/ E/CN.7/AC.3/7, para. refercnce 63.
9/ But see below other measurcs providing for the prohibition of certain drugs.
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parties shouwld apply such controls ag soon &s they have received a copy of the
notification in qusstionégl/ ,
155, (d) Timing of the notification of a drug: The proeedurs of the 1948 Protocol

has been retained, except that an altermative provisicn is being weighed which would

require governments o notify any substance which.thoy considered lisble %o simildp

abuse, regardless of whether or not they forvesaw 1ty nae for madiecal or scientific

i/

156. (o) Procedure for placing a drug under internatiomel control end for determininz

PUrpoesSss. WHO would also have the game right as governmenits to notify = druz.

the control regime to be appiied to it: Any decision to plzce a drug uwnder control,

or to remove it from control or to change the control regime to be applied to it,
would flrst roquire the positive recommendation of WHO znd then a decision of the
Commission. There is also a provisior under consideration by which the Council would
be enabled to review such decisioﬁsolgf

157, In addition to the procedural changes, the Commission has proposed new control
measures which are especially designed to deal with problems arising from the large
number of new drugs of synthetic origin. The more important of these measures are
described below:

158. (a) Prohibitioni There are alternative clauses providing for the mandatory or
tpe necommendatory prohibition of certain narcotic drugs except for small amounts for
use in scientific experimen%sa Drugs falling under this provisiocn would be listed

in a schedule annexed to the treaty, and additions or deletions from the scheduls would
be made by the procedure referred to under (e) above. The treaty would stipulate
that narcotic drugs whose liability to be abused and to produce ill-effects was found
to be particularly great, should be added to the schedule unless this lisbility

was offset by certain substantial therapeutic advantages.ig/

E/CN.7/AC.3/7, para. references 66, 67.

Ibid., Article 3, para. references 63, 70.

Ibid., Article 3, para. references 64, 63, 69 and 103.
E/CN.7/AC.3/7, para. references 55, 56, 65.

EEEE
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159, (b) Control of non-narcotic inteormediary materials: Parties would undertake bt
use their best ondeavours to apply such supervisory measures as practicable. to
substahces not falling under the Convention that might be used for the illicit
manufacture of narcotic drugs; an alternative vorsion limits the substances to those

‘which might b0 used for thé iliicit manufacture of synthetic narcotics;;i/

160. (c¢) Industrial use of narcotic drugg: Parties would not be required to apply

the provisioﬁs of the treaty to narcotic drugs commonly used in industry for non-
medical or non-scientific purposes provided that (a) they wore denatured in such a

way that they vwere. no longer liable to abuse and that the active elements could not

be recovered; and (b) statistics and poscibly estimates were furnished of the
quantities of each drug ucscd for this purposeslg/

3161, (d) Identification of marcotic drugs: The Second Draft of the Convention provides
that all packages containing a narcotic drug should have on their interior wrappings

a2 clearly visible double red band, and there was also a provision for the use of
international non-proprictory names to be adopted’by WHO%Q/

2. Recommendations »o governments

162. In addition to treaty mecasures, international action with regard to synthetiec

and other new narcotics has also token the form of measures recommended to goéernments
by the international bodies principally concerned. These measures are deseribed
below under the following hoadings: (a) acceptances of the 1948 Protocol; (b) exercise
of strict natiomal control; (c) provisional control measures; (d) identification of
packages containing synthetic narcotics; (e) use of non-proprietary names;

(f) 1imit-lion of estimates to sciontific and medieal needs; (g) control of
intermediary products; (h).supprossion and prevention of illicit manufacture;

(1) meesures for limiting the number of new narcotics; (j) dissemination of
information to the medical and allied proressions; and (k) encouragement ot éc;entific
researchc' Some of these recommendations were expressed as referring only to synthetic

narcotics; some to both natural and synthetic narcoties,

L4
N
~

Ibid., para. reference 58.
E/CN,7/AC,3;7, para. references 59~61.

Ibid., para. references 325, 527; see also para. references 499 - 50L and
509 - 511,

!
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163, Sumﬁaries of the information received up to 1 March 1957 from governments on
the implementation of the recommendations of the Council and the Commission have

also been- included in cases wherc i1t seemed useful to do so.
(a) Acceptances of the 1948 Protocol

164, The Council,AZ/ the Commissign,lg/ the PCOBLg/ and the DSng/ have, at various

times, urged governments to become parties_to the 1948 Protocol as goon as possible,

The present position as regards the Protocol is as follows:
165, Since May 1952 (when Council resolution 436 G (XIV) was adopted), six countries -
Greece, Irag, Ireland, Luxembourg, Pakistan, FPhilippines and Switzerland - which had
signe§ the Protocol subject to acceptance, deposited their instruments of agcceptance

with the Secretary-General,

One country - Spain -~ signed without reservation as to

acceptanceggL/ and another country - Morocco —~ declared it considered itself bound by
the Protocol.gg/
166. Thus the number of States which have accepted the 1948 Protocol, or.declared

themselves to be bound thereby, now stands at 48, including the follcwing countries:

Afghanistan
Albania

Australia

Austria

Belgium

Burma

Byelorussian Soviet
Socialist Republic
Canada

Ceylon

China
Czechoslovakia
Denmark

" Egypt

Ethiopia
Finland
France

17/
18/
19/
20/
21/
22/

By resolutions 436 G (XIV), 548 H I (XVIII) and 588 D I (XX).

Greeoce
India
Indonesia
Irag
Ireland

- Israel:
Italy
Japan

Laos
Lebanon
Luxembourg
Mexico

- Monaco
Moroceco
Nstherlands
New Zealand
Norway

Pakistan
Prilippines
Poland

Saudi Aratiia

Spain
Sweden
Switzeriand
Turkey

Union of South Africa
Union of Soviet Socialist

Republics

United Kingdom

United States of America

Vietnam
Yemen
Yugoslavia

By resolution III of Amnex II, E/2891, (Report of the eleventh sessiomn).
E/0B/10, p.17, and E/0B/12, p.20.

In E/0B/7, p.ll;
In E/DSB/lZ? P.11

and E/DSB/14, p.6.

ST/1EG/3, pp.VI-35 to VI-38,

E/CN.7/317, para.

5,
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167. The following 22 States which signed the Protocol subject to acceptance have Stily

to deposit their instruments of acceptance with the Secretary-General:

Argentina Beuador Paraguay

Bolivia CGuatemala Peru

Brazil Honduras Romania

Chile Libveria X San Marino

Colombia Liechtenstein Ukrainian Soviet Sociallst
Costa Rica Nicaragua Republic

Dominicen Republic Panama Venezuela

El Salvador Uruguay

168. In considering the relatively limited participation in ths 1948 FProtocol, the
'PCOB'and DSB note&gé/that a number of States not yet parties to that tresaty neverthaels
used synthetic narcotics, had extended national control méasures to a varying number
of them, furnished estimates and statistics in their regard, and were Members of the
United Nations and Parties to the 1931 Convention., These States were the folldwing:

Argentina, Bolivia, Brazil, Bulgaria, Chile, Colombia, Costa Rica,

Cuba, Dominican . Republic, Ecuador, El Salvador, Guatemala, Haiti,

Honduras, Hungary, Iceland, Iran Jorden, Panama, Paraguay, Peru,

Portugel, Romania, Thailand, Uruguay and Venezuels,
169, Three Governments have furnished information on the steps which they‘have‘zaken
to accept the Protocol: Argentina reported that a law approving the instrument of i
"ratification” was passed by the Senate at the end of lQS@Eﬁ/ Chile indicated that
the Protocol had been accepted in principle by the public heaith authorities and wag .
going through the last stages of the constitutional procedurs for its "ratification", Z
The Federal Republic of Germany stated that its acceptance was being prepared-vw/

(b) Exercise of strict national control

170, The necessity for strict control'ofAsynthetic narcotics at- the naticnal level has
been stressed by the Council in three resolutions, as follows: (i) 436 G (XIV), whiet
"prequests the Secretary~General to draw the attention of governments to the desirabilil

esoe Of exercising strict control over the manufacture and therapeutic use of these

23/ E/0B/12, pp.19-20, E/DSB/14, p.6. _

24/ E/CN,7/306, para., 130. In a further communication it was stated that the
Argentine Republic had "acceded" to the 1948 Protocol and complied with its
provisions (E/CN.7/317, para,127). In this connexion, see para. 167 above,

25/ E/CN.7/317/Add.1l, Annex A,

26/ E/CN.7/306/add.l, para.l37.l. The Council, by resolution 626 C (XXII),

invited the Federal Republic of Germany to adhere to the 1948 Protoeol,
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substances";. (ii) 548 HI (XVIII) which."calls the attention of all governments to
the necessity for strict control over the possession, manufacture, import and export
of, trade in, and use of synthetic narcotics"; and (iii) 588 D\I (xx) requesﬁing'the.
Secretary-General %o invite the governments concerned to report on the sﬁeps'taken in
pursuance of 548 H (XVIII).

171. Replies dealihg specifically with this point were received from 27 countﬁies;
they indicated ﬁhat in those of the countries where synthetic narcotics wore uased,
they were under national~control. In some cages it waw stated that the control
measures were the same as those applied to natural narcotics, while in one countfy
stricter controls were feportéd to be exercised over’synthetic narcdtics.z

(¢) Provisional control measures

172. In 1949-the Expert Committee urgsd govermments to watch substances having a
structure similar to pethidine or msthadone with extrems care, end to take appropriats
action immediately on the discovery of the addiction-producing properties of any of
thém; it also recommended "that provision gshould be made in any new convention
vhereby substances of a particular chemiczl type, amalogues of which have been proved
to be habit-~forming, could be placed under control unitil éuch timé as they are ghown
not ‘to be‘habit--forming.'28 By resolution 246 G (IX), the Couneil requested the
SGGretary»Generai to transmit this recommendation of the Expert Committee to all

governments.
173. 'In 1953 the Expert Committes again urged governments to watch carsefully compounds

having a similar chemical configuwration and belonging.to thelsame chemical group a8
others known to be addiction-producing, since until the contrary had"beenfﬁroved, they
must be suspected of havingladdiction—producing properties.' It further urged that

upon the discovery of such properties in any'of them, appropriate action should be

taken immediatelyugg/

174. The Council adopted three other resolutions on this matter, i.0. (i) resolution 436
G (XIV) requesting the Secretary-General to draw the attention of governnents to the

27/ E/CN.7/255, pagsim; E/CN.7/289/Add.L, para.l3l.l; E/CN.7/306, paras.l30, 137;
E/CN,7/306/Add.1, para.137.1; E/CN.7/317, parss. 127, 142; E/CN,7/317/Add.},
Annex A; and E/CN.7/SR.253, p.ll. ‘

28/ O0fficial Records of the WHO, No.19, Section 8,
29/ WHO Technical Report Series, No.76, Section 4.1,
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desirability of bringing aill synthetic drugs_under‘national legislatlions on narcotic
drugs as soon as they appeared; (1i) resolution 548 H I (XVIXI} rocommending that,

pending the decision of the NHO with regard %o drups ﬁotifieﬁ to the Secretary-General

o

under the 1948 Protocol, governmentg should provisionslly eubmit ths substances
concerned to the narcotics regime and, in particular, to the avﬁ?em of import
certificates and export authorizations provided for in the 2225 Cou"evcios; ‘and
(iidi) resolution 588 D I (XX} requesting the govarnnontw concerned Lo rsport on- the
steps taken in pursuance of resolubion 548 I lXVIII‘ '

175, The PCOB, in 1951, exprassed the opinion that "&11 fvu*ncﬂua nevsohic drugs
immediately oq their appearance. should te made subject to the damestlc legislation
governlng narcotic drugs. n39/

176, The Commission, at dits eleventh gesslion, urged Ygovernments %o pay special
attention to the emergencs of any new narcotic drugs and to engurs thab ho new drug
which 18, or seems likely to be, addictﬁon;produc4ng, is permitted Lo be §laced on
sale without control, even though the WHO may, not have procovnced upon its addiction-
producing quality. “gé/

177 The following Governments furnished specific data on this cuestion. Augtralia
reported that a close watch was kept over all new Grugs placed on thé merket, ineluding
those in respect of which the imposition of internavional comtrol wes still pending.
A legislative amendment was being considered authorizing prohibition of the export of
narcotic drugs in respect of which interrational control was pending. . In Belgium
the Narcotics Service took particular care that no new narcotle drug was put 6h the
pharmaceutioal market before it was placed on the schedule of addl ctﬁonmproducing
products, In ggx;_n, no new narcotic d vug was to be inporrad or pub on-the market
without prior semction. The Director of the National Health Service;of Chile was
empowered 4o place any drug found to be addicfionwproducing under narcoties control.
The authorities in Finland had paid special attention to new drugs which might be
addiction-producing. In a Bill awaiting action, there was a proviéion that such now-
drugs could be controlled in the szime way as the narcotic drugg‘alraady falling under
the international treaties. The Government of France stated uhut every new analgesic
‘had to undergo tests of its addiction-producing properties before the licence that was

30/ E/O0B/7, pp.10-1l
31/ EB/2891, Annex II, resolution IIX.
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required for the merksting of any new medicine could be granted; and the samo tests
were required for other products which were similar to recqgnized narcotie drﬁgs in
their chemical structure.

178. The legislation of Luxembourg allowed synthetic narcotics to be brought under
control as soon as they appeared. In.the Netherlands, specicl attention was given
to the emergence of neﬁ narcotic drugs, in cq—operation with the wholesale firms,

and the placing on sale of such drugs was subjected tc close control. Norway
reported that all "factory-made" pharmaceutical preparations had to be authorized by
the Director of Health before they could be placed on the market. The 1mport of any
new'synthetic narcotic notified to the Secretary-General was provisionally prohibited
in Turkey until after the substance concerned was found to be a;ﬁarcotic, after which
it. was placed under national control.

179, In the Union of Soviet Socialist Republics, the release of new drugs for
manufacturéland use in medical practice required special authorization by the
Scientific Council of the Ministry of Health 1issued after pharmacoiogical (including
animal) and clinical tests, Where a substance was"foﬁnd to have narcotic properties

capable of causing addiction, or a chemical structure closely resembling a known

narcotic drug, authorization to use it was usually accompanied by an order placing it

under control. The United Kingdom authorities indicated that if the available evidence
were not sufficient to impose statutory controls in advance of any decision by the WHO,
the Govermment would arrange control by administrative measures and in particular would

endeavour to ensure that the drug was not exported without the express congent of the
]

government of the importing country.32

(d) Identification of packasges containing synthetic narcotics

180, The Council, by resolution 436 G (XIV), requested the Secretary-~General to draw

the attention of governments to the desirability of eﬁsuring that all packeges containing

gsynthetic narcotic drugs were clearly marked with a double red line for identification

purposes,

181, The following comments relating to this recommendation were received: 'In Bslgium
mnufacturers of synthetic narcotic drugs were required to affix a label with a double
red line on the containers of these products, including proprietary medicines containing

32/ E/CN.7/255, p.4; E/CN.7/306, pars,130; E/CN.7/317, parass,l127, 142;
E/CN,7/317/Add.1, Annex A; and E/NR,1955/Summary, para. 256.



such drugs, and the Government made suggestions as to a uniform presentatibn for the
lines. In Colombia , the labels of such medicamentis as pethidine, methadone and
preparations thereof had to bear the words 'narcotic drug, habit-forming®.

Czechoslovakia likewise required a distinct marking of narcotics and preparations

contalning narcotics. In Haiti, steps were veing taken to give effect to this

reccommendation. In the United States of America, the ilabels on containers of new

drugs were to bear a warning as to the habit-forming Quality thereof;gg/

182, In addition, several other governments commented on this proposal in their
replies to a questionunaire prepared by the Secretary~General pursuant to Council
resolution 505 ¢ (XVI). The Governméﬁtq of China, Egypt France, Greece, India,
Iran Japan, the Netherl ands-/ and Yugosiavia supported the plan to mark packages
containing synthetic narcotiecs d1sninctively, €.8. with a double red line, On the
cther hand, the Governments of Canada, Fedcrsl Republic of Germany, SW1tzerland and

the United Kingdom did not consider that this measure was needed. 35/

(e) Use of non-proprietary names
183. In 1951 the PCOB suggested that in.order to facilitate control, governments
should only employ as the customary names for synthetic narcotic drugs the
international non-proprictary names given them by the WHO in its.International
Pharmacopoeia. It was urged that this practice should be folloﬁed in national
pharmacopoeias, faculties of medicine, medical prescriptions, labels on packages,
import. and export .licences, relevant national and internationszl statistics and
estimates, etc;gé/
184, The DSB, in the same year, likewise expressed its belief that the national and
international control bf synthetic narcotic .drugs would be facilitated if govermments
employed the international non-proprietary names.gz/
185, The Commission, at its ninth session in 1954, requested '"the Secretary-General
+to draw the attention of governments to the desirability of citing, whenever possible,
the international non-proprietary names of drugs proposed by the WHO (in conjunction
with scientific or trade names, if so desired) in their Annual Reports and related

documents."éé/

33/ E/CN.7/255, passim; E/ON.7/306/Add.l, para. 138.1; E/CN,.7/317, paras,128, 142,

34/ The Netherlands suggested that this measure should be applied to all narcotic
drugs.

35/ E/CN.7/277, Section (D){(3); E/ON,7/277/Adds.1l,2, Information regarding Council
resolution 505 ¢ (XVI) may bn found in Sﬂctlon B below.

36/ E/0B/7, p.ll.

37/ E/DSB/9, p.ll.

38/ E/2606, Annex B.
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18F, The Council; by regolution 548 B II (XVIII) noted with appreciation the work of

the WHO in selecting international non-proprietary names for narcotic drugs, and

cxpregsed the view that in order to cnsure effective narcotics control, it was highly
Jggirable to simplify and spsed up the existing slow and camplieated procedure for
selecting such names for newly-developed narcotics.

187, In 1954 the Export Committee guggested that the procedure for choosiﬁg non-propriatary
names for new narcotic drugs might be quickened if {i) a government having information
‘?::n@ernfng a drug which might lead to a notification under international narcotics
e-nventions were to take steps to suggest non-proprietary names for that substance, and
i1} = government having prepared a notification for transmittal to the Secretary~

aneral were to send simultaneously to the Director-Generel of the WHO information

thereon, togethor with suggested non-proprietary names .-3—9/

188, In 1956 the Expert Committee suggested that the WHO consider the appropriateness

3 again drawing the attention 'of govermnentAs 'both to the foregoing means for

juickening the procedure and to alternative proposals whersby the government concerned
wight request the WHO to propose an appropriate non-proprietary name if it could not,
r had not, suggested one at the time of notification. In the absence of such a
request, the WHO should on its own initiatiye devise a propcsed non-proprietary name.
189. At 1its tenth session in 1955 the Commission adopted a resolution feqomnendmg
“gain that governments should, in documents cancerned with the implementation of the
international treaties om narcotics, use wherever possible the non-proprietary names
rropeged by the WHO, in addition to the chemical or proprietary names, or both, if
iesired.iy

130, A number of countries have indicated their willingness %o employ the non-proprietar
names proposed by WHO, and most of them have stated that these names were already in
use, These countries include Australia, Austria, Belgium, Canada, Chile, Ethiopia,
Finland, France, Federal Republic of Germany, Guatemala, India, Ireland, Italy, Japan,
Tuxembourg, Netherlands, New Zealand, Philippines, Romania, Switzerland, United Kingdom
and United States of America.g/ ‘ |

40/

3%/ WHO Technical Report Series, 1955, 95, Section 10,

40/ WHO Te-chnical Report Series, 1957, 116, Section 12.

41/ E/2768/Rev.l, Annex B, V. ,

42/ E/CN.7/306, para,l46; E/CN.7/306/Add,l, para.l45.1; E/CN.7/317, para.l3l.



E/CN,7/319
page 100

(f)*Limitation of estimates to medical and scientific needs

191, Tae Council, by resolution 436 G. (XIV) requested the Secretary-General to draw
the attention of governmsnts to the desirability of limitihg their estimates for
synthetic narcotics to medioal and scientific requirements. Belgium, Czechoslovakia

and. Luxembourg stated that their estimates were limited exclusively to mediecal and
scientific requirements.ﬁg/

192, The DSB has frequently called attention %0 the overestimations of governments
of thoir needs for most of the principal narcotics, including pethidine,ﬁﬁ/

(g) Gontrol of intermediaryvy products

193, Information on reesolution 548 H I (XVIIT) of the Council dealing with thise
subjoct is given in Section B, below,

(h) Suppression and prevention of illicit manufacture

194. In 1951 the PCOB expressed the opinion that measures for the suppresston of
clandestine manufacture should be strengthened. Reference was made to the point that
the raw materials for synthetic narcotic drugs were not themselves narcotics and were
usod for many other purposes, and thus their movement could not be controlled in the
same way as that of opium and the ccsa leaf -~ the raw materials for natural narcotic
drugs.&§/

195, At the Commissionts eleventh sessicn, in connexion with the WHO's decisicm not

to place levallorphan under international control, it was pointed out that although
that drug was not dangerous of'itself, a manufacturer of levallorphan would have availe
the technical skill, the chemicals, and equipment for making the narcotic drug
levorphanol.&é/

196. The Commission therefore decided to draw the attention of governments to the
dangers which might arise from the fact that levallorphan was not under international
control, and to recommend that they take steps to guard against the illicit manufacture
of levorphanol whenever levallorphan was manufactured.iZ/

E/CN,7/255, passim.

&

The overestimation of pethidine was mentioned in each of the DSBts last four
statements. (E/DSB/1l, p.9; E/DSB/12, p.9; E/DSB/13, pp.8-9; E/DSB/14,
Pp8-9).

E/0B/7, p.1l.
'E/2891, para.73.
E/2891, Annex III, para.ll.

Gk



E/CN.7/319
page 101

197. Information has been received from a number of governments concerning this
matter., In France, neither the manufacture nor the use of levorphanol or
levallorphan was suthorized. In Australis, Belgium, China, Finland, India, the
Netﬁerlands, New Zealand, the Philippines, Portugal and Romanias, levallorphan was

not manufactured; for some of these countries it was specifically stated that the
érug was also not imported. In Ceylomn, levorphanol was not manufactured and was

to be gazetted as a dangerous drug, Pakigtan was considering this reconnnendation.ﬂ/

(1) Measuresg for limitine the number of  new narcotics
198. These recommendations have either referred to individual drugs or aimed at
establishing a general principle on which decisions to limit the number of new

narcotics migﬁt be based. Two new drugs - ketobemidone and phenomorphan - have been

the object of special reccmmendations to governments, and two regolutions referring
to the question of limitation in general terms have bden adopted.
199. Resolution 548 H II (XVIII) of the Council, after calling attention to the
particularly dangerous addiction;producing properties of ketobemidone, urged governments
to prohibit the manufacture, import and expert of this drug, its salts, its preparations,
and preparations of its salts., 35 governments have replied—/ to this resolution,
either directly or in their annual reportg and the positions they have taken may be
summed up as follows:
sountries adhering to a policy of prohibiting ketobemidone (21)

Australia, Austria, Brazil, Cambodia, Canada, Chile, China, El Salvador,
Ithiopia, Finland@/ ’ F‘z'aﬁce, India, Japan, Luxembourg, Mexico, New Zealsnd,
Saudi-Arabia, Unlon of South Africa, United Kingdom, United States of America,

Tenezuela,

Jountries not importing or manufacturingvketobemidoneg‘/ (8}
Costa Rica, Israel, Republic of Korea, Turkey, Union of Soviet Soclalist
Republies.,

48/ E/CN,7/317, para,l44; BE/CN.7/317/Add.1, Annex A.

49/ E/CN.7/289, para,133; E/CN.7/289/Add.1, para.l33.1; E/CN, 7/306, para.l3l;
E/CN.7/317, pare,120; BE/HR.1955/Summary, paras. 479, 498,

30/ Countries reporting consumpticn of ketcbemidone during one or more of the
years 1953, 1984, 1955 (wee Table C above). The PCOB reported that Argentina
and Finland were nct among the eight countries where ketobemidone was consumed
in 1955. In additiocn $o the countries marked with an asterisk in the foregoing
listing, these consuming countries included in 1955 Italy, Portugal and Sweden
(E/0B/12, p.l4).

31/ The policy of these countries regarding prohibition was not indicated in their
observations on Council resolution 548 K II {(XVIII).
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Gountries not adhering to a policy of prohibiting ketobemidcne (4):
Belgium;gg/Denmark?Q/ Norway,§9/ Switzerland§9/.

Countries considering the question (5):
Argentina,§g/ Federal Republic oft Germany?g/ Iraq, Netherlands, Pakistan.

200, The Commission at its eleventh session requested the Secretary-General to bring

to the attention of govermments the viewsof the Expert Committes regarding the
particularly dsngerous properties of phenomorphan (3-hydroxy-N-phenethylmorphinan )
and the desirability of avoiding its manufacture, import and export, unless it could
be shown to have a definite therapsutic aGVantage.gg/

201. A number of countries have furnished the following informétion on this
recommendnticn, In Australia, considerntion was to be given to the placing of
special restrictions on phenomorphan in the event that its.import was contemplated.
As for Belgium, this drug was not included in the estimates, and the question of its
import did not arise; in China, it was neither manufactured nor used, It had not
been imported into or manufactured in Finland, In France, neither the manufacture
nor the use of phenomorphan was authorized; in lgg;g, the drug was not manufactured
or imported. In the Netherlands, special attentiom was being paid to the ddngers 6f
this drug. In Norway, the Ministry of Social Affairs wbuld keep a close watch over
this drug. Paklistan was considering this recommendation, Portugal had taken note
of its dangerousvproperties, though it was not manufactured or imported, Romania
had ﬁakeﬁ note of the dangerous character of phenomorphan.ég/

202. By resolution 588 E (XX), the Council invited members of the medical and

related professions to study the desirability and possibility of prohibiting the
manufacture and use of such synthetic narcotics as they did not consider indispensabile
tc publie health,

203, The Commission at its eleventh scssion recommended that governments prohibit,
except for medical or scientific research including controlled clinical experiments,
the manufacture, distribution and use ~f such now narcotlc drugs as in their opinion
were not indispensable to public health, i.e. had no specific medical value not
obtainable from existing drugs., It also urged governments to prohibit the export of

52/ E/2891, Annex III, para.lZ2.
53/ E/CN.7/317, para.l45; E/CN,7/317/Add.Y, Annex A,
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amy drug to a country that had notified its desire through the Secretary-General that
thils should not be done, provided that a reasonable amount might be exported to that
sountry for medical and scientific needs on the formal request of the importing
government 1f the request were accompanied by an import certificate and named a
g@%rnmenf department as recipient of the consignment.

204, Many governments have furnished comments on the foregoing recommendations which
~ay be sumarized as follows: Austria replied that the question of proiibiting the
production :and use of a particular narcotic drug could be considered only when é,dequate
2xperience in the mediéal use of the substance concerned was available and if it were
Zound to be particularly addiction-producing while having no special advantages over
+ther less dangerous compounds. In Belgium, the law did not empower the Government

%2 frohibit the import, export or manufacture of a drug, but legislation giving the
vernment the power to prohibit particularly dengerous narcotics was under consideration.
it Narcotyics‘ Service had been acting to dissuade pharmaceutical firms from importing

synthetic narcotics not yet used in the country.

2G5« Synthetic drugs were not used or manufactured in China, the only exception being
o certain amount of pethidine imported for military purposes. In 1954 the representa-
tive of Egypt had stated that the manufacture of synthetic rarsoticswas not authorized
in his country; in 19456 he added that their use was controlled particularly by im-
port restrictions, and only pethidine, methadone and levorphanol were admif,ted. In
Zinland,the Central Medical Board had warned manufacturers on dispensing prepara.tiéns
eonteining synthetic narcotics, and in certain cases had even banned their manufacture.
Under & new law, the authorities were to have increased powers to prohibit the manu-
facture, distributioh and use of narcotics that were not necessa:iy to public health,
20€. A1l synthetic narcotins, with the exception of pethidine, were prohibited in .
m,the policy recommended by the ,Commiséion having been applied since 1946, BEx-

ports of these substances were subject in any case to the procedure established by the

54/ E/2891, Annex II, resolution ITII. In 1955, the Commission had proposed that the
Council should recommend to govermments prohibitiord of the production and use of
such synthetic narcotic drugs as they did not consider indispensable £p public
health. The Council is still seized of this question (E/2768/Rev.1, Anmex A,
resolution III By Council resolution 588 D II (XX)).



E/CN,7/319
page 104

1925 Convention whereby imports had to be duly authorized by the importing countries.
In 1956 the representative of Greece reported that the only synthetic narcotic
authorized in his country was pethidine. Among measures planned by the General
Directorate of Public Health of Guatemala was the careful study of every new synthetic
narcotic drug.  Only those that answered a therapeutic need or that could be
advantageously substituted for others already in use were to be authorized.

207 . No synthetic narcotics were manufactured in India, and in 1954 the representative
of India had informed the Commission that only limited quantities of pethidine apd
methadone were being imported. In 1955 the representative of Iran stated that
synthetic narcotics were not manufactured in his country and that the only ones
imported wvere pethidine and ketobemidone. The Government of Italy was to study the
possibility of limiting the production and use of synthetic narcotic drugs to those
which were absolutely indispensable to public health.

208, The representative of Mexico said in 1955 that although the Mexican Sanitary

Code did not prohibit synthetic narcotics, the Public Health Council was empowered to
prohibit the manufacture and use of any substance constituting a danger to publiec
health., The Netherlands replied that difficulties would be encountered in deciding
vhether a drug waé indispensable or not. bountries could control imports of narcotics
by meéné of the international trade procedure of the 1925 Convention. There was

no manufacture of synthetic narcotics in Norway,but if it should take place in future,

the Director of Health could refuse to authorise substances which, vis-a-vis the
similar ones already on the market, possessed nn special medicel value.

209. In 1955 the representative of the Union of Soviet Socialist Republics informed

the Commission that the manufacture of synthetic narcoties of no particular therapeutic
value wasg, except for scilentific purposes, prohibited. In 1956 the representative

of the United Kingdom had reiterated his country's opposition to the idea of pro-

hibition in the field of synthetic narcotic drugs. The medical profession in the

vuibed States of America was not inclined to use a new synthetic narcotic drug in general
practice unless it considered it to have some therapeutic advantage over other drugs
already in use., Therefore, whien physicians accepted and used a new synthetie drug,
they did so because they believed it to be indispensable to public health. The
represertative of the United States informed the Commission in 1955 that manufacturers

in his country had, in some cases, been compelled to destroy part of the synthetic
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substaness manufactured by them becsuse the medical ﬁrofession had considered their
therapeutioc valuz %o be inadeguate.

() Disseminsbion of information %o tho medical and ellied professions

210, The Council, by resolution 548 H I (XVIII) invited all governments tc consider
the possibility of carrying out o systematic cempaign smong the members of the medical
profession with & view to alerting them to the dangers of eddiciion inhereﬁt ip the.
use of synthatic narcotics and to the necessgty on theif part far\eﬁercising greatb
care in prescribing such drugs, In vesolution 588 E (XX), the Council agein re-
commended that governments should, when appropriate, warn members .of the medical

and related professions of the spacial dengers to public health that might be ceused
ty any new narcotlic drug placed on the market. |

211. In 1954 the Expsrt Cammittee urged the Director-General of WHO to bring to the
attention of governments and the medical proféssion throughout the world, by whatsver
pesns he deemod app?oﬁwiate, the dengerousness .of the addiciion potentiality of
pethidine, and the need for the same care in its use as in that of morphine.

212, The Commission at its eleventh session invited governments to make the medicel
and allied professions ‘aware of the special dangers to public health, if eny, of any
new narcotic dfugs vhich might be placed on the market.

213, The following informstion has been received from governments on this question:
In Aﬁstrglig, where nacessary, the Department of Health took action to ensure that
the medical and allled professions were made aware of the dangers associated with new
nercotic drugs. In pugtrias, the attention of the medical profession was on occasion
drawn to the dangers of narcotic drugs, and in particuler doctors had recently been
warned of the dangerous nature of pethidine. Members of the medical and allied
professions in Belgium were warned of the particuler dangers of narcotis dﬁugs by the
special labelling of their containers. The authorities in Cangds were conilinmcusly
drawing the attention of medical practitionsrs to the addictive propertles of all

55/ E/CN.7/289/2dd.1, para.131.13 E/CN.7/306/Add.1, para.138.1;
E/CN.7/317, peras.128, 1423 E/CN.7/317/hdd.1, Annex A3 B/CN,7/SR.235, pp.3, 73
E/CN,7/SR.275, pp.7, 10, 12, 15-163 E/CN,7/SR.306, p.7; '
E/CN.7/SR.307, p.153 Annual Report of Belgium for 1955

56/ WHO Technical Report Series, No.95, Section 7.3.2.

57/ E/2891, Anmex II, resolution IIT,
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narcotics, and particularly the newer onss, by correspondence, interviews, lectures,
and articles in medical periodicais. The authorities in Jeylon informed the medical

and allied professions of new narcotics introduced on the market. In Chile,
recomméndations were sent to the medical profession warning it of the danger of
prescribing thess drugs, In Finland, knowledge of the danger caused by new narcotiq
drugs had been spread.among the medical profession by means of lecgﬁres-and,
publications. In order to throw light on the subject, amongét other things?‘a'
special congress in wvhich the Northern countries participated had been held in
helsinkl In 1954, . The Central Medical Boasrd was in cohstant touch with the leading
Finnish pharmacologists regarding this matter. The Federal Chamber of Medicine in
the Federsl Republic of Germany ﬁublished in 1955 ah article on "Guiding Principles

»

concerning the Dangers and gontrol of Drug Addiction',

214, In India, the necessary instructions had already been issued to the members of
the medical profession through the Indian Medical Assoceiation. The editors of the
appropriate medical journals in Ireland had been furnished with a comprehensive
statement on this subject for publication, The ‘Govermment of Italy stated it would
warn the members of the medical and related professions of the dangers of new synfhetic
narcotics, The Government of ILuxsmbourg suggested that attention should be drawn to
the advertising to the medical profession carried .on by certain manufacturing firms,
This advertising often denied all danger of habituation, even {f the narcotic drug
concerned had been officially classified as addiction-producing. Attention was drawn
to the meed for action against such practices. In the Netherlands, no official
notification on this subject was given to the members of the medical proféssian.,

In New Zéalan@, when a change was made -in the laws relating to narcotic drugs, members

of the medical and pharmaceutical professions were advised ﬁhrough the New Zealand Medﬁf

Journal and the Pharmaceutical Jourral of New Zealand.

215, In Norway, orientation on new narcotics was given through professional periodicals
on the basgis of experience in the use of those substances, Such orientation was
regarded as most important because the side-~effects of the substancesvwere not
sufficiently known to the medical profession as long as their use was relatively
limited. Occasionally such Information was glven to déctors in circular letters from
the Health authorities. In the Philippines, the co-operation of the medical and
related associations was tovbe sought to warn their members of the dangers that might

be caused by new narcotic drugs coming on the market,
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216, The Government of the United Kingdom raplied that the éangers attending the use
of either natural or synthetic drugs of strong addictive propertles wers generally
recognized by the medical profession, and it did not consider that a_system&tic
campaign to alert membsrs of that profession to the dangers of aynthetic drugs in
particular was necsssary at that time. In the United States of America the Bursan

of Narcotics instructed the manufacturers of new synthetlc amelgesics G0 include in
the introductory descriptive material circulated to the medical professicn atatementis
concerning their addletive properties.§§/

(k) Encouragement of scientific research
217. The Commission at its eleventh session urged governmentas to encourage sclentists

throughout the world to continue their reseasrch for analgesics which were free from
addiction-producing properties.§2/

218. In'their comments on this question, the Government of Francglstated that it had
been encouraging scientists to pursue their research %o reach this goal, and as a
result, pholcodine had been developed and myrophine (myristyl ester of benzylmorphine)
was being tested; and the Government of Norway expressed its belief that scientists
continued to pursue their research in this field without being urged to do so by
governments, but that the latter could facilitate their task by providing them with the
best possible working conditions.ég/

E/CN.7/306, paras. 130-138; E/CN,7/306/Add.l, para.138.,1; E/CN.7/317,
paras,.127, 128, 142; E/CN,.7/317/A4d.1, Annex A.

E/2891, Annex II, resolution III,
E/CN.7/317, para.l42.

SR
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B. The programme of studies On synthetie¢ farcotics
219. In 1953 the Council, by resolution 505 C (XVI), established a programme of
studies on synthetic narcotics in which governments, the WHO and the United Nations

Saecretariat were invited to participate. By increasing the fund of available
information on certain aspects of the development and use of synthetic narcotics,
this programme has served in the evaluation and -weighing of control measures for
these substances,

220, As indicated in the paper "The problem of synthetic drﬁgs"-g{giving the back-~
ground -of-this question, the chief purpose of‘the programme was to throw light on
two questions: (1) the definition or circumscription of drugs te¢ which provisional
measui'es of control. or prohibition should apply pending a decisicn whether the drug
in question should be placed under international control and the provisional control
measures to be applied; and (2) the nature of the control measurés to be applied
to synthetic narcotics. . It was also menitioned that the suitability of measures
fox; dealing with the problems in this field might depend on an evaluation of the
extent to which natural narcotic drugs, on the one hand, and synthetic narcotic
drugs, on the other, were likely to be used medically. The addiction liability,

as reflected in clinical tests, in the discovery of addicts, and in the development
of illielt traffic, would likewise be an important considaration.

221, Resolution 505 ¢ (XVI) placed the information to be gathered for these purposes
under two classifications: medical and technical (to be compiled by the WHO in
consultation with the United Nations Secretariat); and administrative and economic
(té be requested from governments).

1. Studies of medical and technical factors

222, The WHO and United Nations Secretariats have prepared three studies under
Council resolution 505 C(XVI), and the fourth study, which wili complete the present
series, 1s expected to be avallable at the twelfth session. These studies, several
of which deal with both natural and synthetic morphine-like analgesics, are entitled
‘ag follows:

I. Synthetic substances with morphine-like effect - Chemical aspeots.ég/

1Y, Synthetice substances. with morphine-like effect - Relationship

between chepiaal sti'ucture and analgesic action.—f’g/

61/ E/CN.7/259/Rev.l.

62/ WHO Bulletin, 1954, 10, pp.1003-1038; 1955, 13, pp.937-998; 1956, 14,
Pp.353-402, They also appeared as United Nations documents under the
symbols E/CN,7/268, E/CN.7/299 and E/CN.7/311,
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I1I, Synthetic substances with morphine-like effect -~ Relationship
between analgesic action end addiction liability with a
discuseion of the chemieal strueture of addiction-producing
substances.ﬁ—g/

"IV, Synthetic substances with morphine-like effeot - Clinical
‘experience; Poteney, Side-effect, Addiction Liabiiiﬁy;g@/

The first of these studies (publishéd in 1954) gave, so far as possible for each
‘synthetic narcotic, its empiricel and structural fosmula, ite proposed international
non-proprietary name, other names by which it was known, the pharmacopoelas in which
it had been incorporated, and aw many of ithe methods of ﬁynthes{s as could be
located, These methods of sjrntheais were gought in the $echnicel literature,

patent specifications and personsl ccmmunications, but, as might be expected,

it was not easy to find all the methods being utilized,

223, Since the methods of synthesis indicate the staﬁ;iag materials, they furnish
information with regard $o the posgibility of controlling intermediary mterials
which was contemplated in Council resolution 548 H I [XVIII).

224, The second of the studies and o part of the third (published in 1955 and 1956
respectively), summrize seientific lmowiedga on the guestion of a relat ionship
between the chemical structure of morphine-Like substances on the ons hand, and their
analgesic activity and addictive lichility on the other, |

225, At its second sesesion in Januery 1950, the Expert Committce expressed its belief
that there was "a particulsr errangement of atoms within the moleculs which is res-
ponsible for the addiction properties of theo &g, In the present state of our
kacwledge it 1s not poseible o say whet part of the molecule of a drug is responsiblu
for its addiction properties, Nevertheless, it is known that certain drugs, having
in the main, a common structure, .produce in some degres & similar addiotion., Therefox
other substances which have a similar strucbture must be liable to suspicion @&s being

62/ WHO Bylletin, 1954, 10, pp.1003-1028; 1955, 13, pp.937-938; 1956, 14,
Pp.353-402, Thney alsc appenrsd as8 United Nations documents under the
symbols E/CN.7/268, E/N.7/299 and 1/CN.7/311L.

63/ This paper is being issued as E/CN,7/325
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addicticn—produbing,..o {In addition}} probably new compounds of different structurs
will be developed which are also addiction-producing. Therefore, the question of the
relation cf chemical structure to addiction-producing propertics must remain onen"-"/
226, In seeking to throw light on this question, the authors of the second study
utilized two techmiques: (1) %o compare the structural patterns of the molecules of
the various narcotic drmge in order to discern, if possible, common characteristics;
and (2) to examine the variations in apalgesic activity produced by various modifi-
cationsg in the chemical étructure of each drug, Al). knovm types of substance having
morphine-like effect were investigated,
227. It was found that the following chemical. features seemed to =tand out for known
compounds possessing morphine-like analgesic activity:

(e) a tertiary nitrogen, the group o1 the nitrogen veing of not more than

_ moderate size;

(b) a central carbon atom, none of whose valences were connected with hydrogen

(¢) a phenyl group, cr a group isosterie with phenyl, which was connected

with the central carbon atom;
(d) when the central carbon atom was connected with the nitrogen by a two-
carbon chain, maximum activity was produced.éé/

228, It was added that compounds possessing the foregoing chemical features, including
many among the éroups of so-called "morphine-like" analgesics, might not exhibit
morphimne-like analgesic action, and therefore the presence of such features could not
be made the basis for prediction of analgesic action; on the other hand, all known

substances justifying the characterization of morphine-like analgesics possessed
these features.

6/ WHO Technical Report Series, No.2l, Section 6,4, The possibility of using a
chemical criterion for placing drugs under control was suggested by
Professor H, Fisher in 1948 (E/OB/3/Rev.l and E/DSB/5/Rev.l, p.4); the
difficulties which this procedure might involve were set forth by Vaille angd
Stern in "Le Probléme des stupéfiants synthétiques" in La Presse Medicale,
16 May 1951, pp.670-671. The difficulties mentioned in this article
included (i) the lack of definite knowledge on the relationship between the
chemical features of a substance and its physical effects on man; (ii) the
difficulty of defining a chemical group; and (iii) administrative problems
connected with controlling large numbers of substances.

£5 WHO Bulletin, 1955, 13, pp.995-096; 1956, 14, pp.394-395.




E/CN,7/319
page 111l

229, It was likewisge ment ioned that the eurhorigenic, analgesic and p&xysica]-gependenco-
producing properties of morphine and morphine-like agents were all antegonized o scms
extent by N-allylnormorphine and other similar morphine antagonists.-gé/

230, The authors of the study stated that it was still not poseible bo Indicate what ,
part of the molecule of a drug was responsible for its addictlon-producing proparties:-'d'
231, Again, it was concluded that to the extent that there was a parallelism in ths
intensity of the physical-dependence-producing property énd snalgesio aotivity of ths
morphine-like drugs, the chemical features possossed in common by snbstances producing

a morphine-like analgesic effect might also be considered characteristic of cempcuﬁdev
having & morphine-like addiction 1iability .22

232, Th_é question of the relatlonship betweon anelgeslie potency and addietion liability
was the principal subject of the third of tiie joint World Health Organization/United
Nations studies, which contained a quantitative evaluation of both properties for a )
wide variety of morphine-like substances. Theas dﬁt?. weore then examined for possibls
clues to relatiomship between analgesioc astion e;nd addistion liability. .

233, It was explained that the intensity of the énglgssie activity of each substance

was expressed in terms of the dose rsguired fo produce & aignificant anelgesie effect

in 50% of the animals (mice) used, and the curaticn of aaaigegic action, in minutes
averaged for all affected experimental animals; the data weré cbtained under the
conditions of a speeific laboratory prosedurs. Although data ‘relating to man would

have been better for purposes of comparison, it was pointed cat that compamble figures
for man had been obtained under ccntrolled conditions in relatively Teow instancesg

It was also shown that usually, but not in al,l cages, the orders of analgesiec effective-
ness of various substances in mice and man were reasonably oloss (o one another,

234, It was likewise éxpla,ined that the data on physical &epeﬁdema potency were
expressed in terms of the smoums of a drug which nrod.ueed a suppressive effect on
morphine abstinence phenomena in man, or an addict 1on~susta:§ning effest equal to that

of 50 mg. of morphine. Ajthough addiction has three componenhs - ﬁoleranse, psychic
dependenee and physical dependencs « it was held that tthe‘ unmistakable procf of addictiu:n:
lay in the demonstration of physical dependence and that such depsndence was shown by

the development of a typieal abstinence syndroms,

65/  WHO Bulletin, 1955, 13, pp,995-996; 1955, 14, pp,394-395,
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235, The Tigure for duration of physical dependence effsct was dsrived from
observations on the abstinence syndrome that followed abrupt withdrawal of the

drug after it had been substituted for morphine. It représented the interval

in hours between the last time the drug had been administered and the moment vhen
the abstinence phencmenaﬁ—-é/ reached 50% of their maximum intensity. Many difficulties
wereg encountered in reducing physical dependence activity to a single figure.

236, The data on physical dependence were derived from cobservations on post-»addic_ts
at the National Imnstitute of Mental Health Addiction Research Center located ab
Lexington, Kentucky, United States of America. }fhe figuresa cbtaihed, although
the mosﬁ homozeneous data available on this question, covereod a great deal of
individual varlability. | It was felt that these differences in the data, as well
as the uncertainty with regard to specics differences inherent in.an;,r comparison

of data fiom experiments on animals and man qualified any im’.‘erencgaé that might be
drawvn from the informiation given,

237. In so far as possible, the intensity and duration of both the analgesic and
the physical depéndence properties were obtained for a large number cf substances,
including 30 opium derivatives, 1E substances of the morphinan type, 8 of the
pethidine type, 4 of the hexemethyleneimine typc, 19 of the methadone type and

2 of the dithienylbutenylamine type.

238, Both sets of intensity data (bubt nct the sets of duration data) were tabulated
in such a way as to facilitate the comparison between analgesic effectiveness and
addiction-l.igbility, First, the effectiveness of each substance was placed in a
direct ratio to that of morphine (morphine egualling 100), both as regards analgegic
and physical dependence activity. Seconci, the order of intensity was established
for both properties, the most effectix‘re substance being 1, the next 2, and so on,
239. When this had been done, it was found thet there was a general similarity in
the order of effectiveness of the two properties; however, notable exceptions were
discovered, In seven cases the analgesic effectivenessa seemsd definltely to exceed

physical dependence potency (oxycodone, betaprodine, the alphaprodine analogue in

66/ Abstinence phenomena were measursd in terms of the Hlmmelsbac¢h polnt-scoring
system whioh assigns arbitrary values to 14 differen! signs OFf physical
dependence (abstinence phencmera), €.g. yawning, perspiration, tremor,
weight loss, fever, etc. , The sum of these values as observed in a
particular case permits a semi-quantitative estimate of 4he intensity
of the abstinence cyndrome. ’
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the hexamethyleneimine series, phesnadoxone, oetachloromorpuide, alphemeprodine,
‘dihydrocodeinone enol acetate, and alphaprodine) -/ In six other cases, the physical
dependence potency seemed 10 oxcoed notably analgesic effectiveness - methadone,
dihydromorphine, alphaisomorphine, betadextro~4,4~diphenyl-~6-~dimethylamino-3-
acetdzyheptane, levomethorphan and racemethorphan,

240, In presenting these exdeptions, the authors mentioned certaln possible
explanations, i.e, alphaprodine, oxycodcre, and pheﬁadzxonq were poorer énaLgesic
agents in man then in mice, relative to horphine; the physical dependence figure
for betachloromorphide was uncertain; &and the physical dspendence figures for the
acetbxyheptane compound and. for methadone were small because of their prolonged
addiction~sustaining actiion.” They concluded, however, that the posaibility that
some of the exceptions represented a real dissociation of the two properties'under
consideration could not be éxcluded,

241, In this oohnexion, the suthors refe:red to certain. substances for which
analgesic action had been demonstrated in the laboratory but for which no addiction-
sustaining effect had been found in the work at the Addiction Research Center,

These substances inciuded beta-dl-4,4-diphenyl-6-dimethylamino-3~heptanol (in
animals, it has one-third the analgesic potency of morphine), l-methyl-4~phenyl-4-
carbethoxyhexamethyleneimine (produces a useful. degree of analgesic effsect in man),
and nalorphine (produces, according to reports received, an analgesic effect in’

man equivalent to that of morphine, although such activity had not been detected in
laboratory tests).. In the first two cases, however, a parallel decrease in
analgesic and addiction-producing effectiveness might bé assumed, determination of
the latter being impracticable because o toxic side-effects produced by the large
dcses necessary; therefore, the absence of an addiction liability was, for practice.
purposes, real. As regards nalorphine, it antagonized morphine and precipitated
an abstinence syndrome instead of substituting for it and maiﬁtaining the addiction:
it seemed to represent a complete dissociation of aralgesic action and physical

dependence property.

67/ = These exceptions were examined in detail by Vaille and Stern in "A Note
on Synthetic Narcoties" in Bulletin on Narcotics, Vol VIII, No,3, pp.25-2%.
It was pointed out that they may ; result in pa part from gpeciec differences
or from incomplete information.
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242, The authors summarized thsir findings as follows:

"The parallelism between the order of intenmsity of analgesic action
and that of physical dependence production may indicate a relationship
between these twc properties, but, at the same time, the exceptiomeg
suggest the possibility that the two properties are independent. Our
present knowledge does not permit clarification of these points.," 68/

2. Studies of administrative and econamic fectors

243, Resolution 505 C (XVI) of the Council asked goverrments represented on the
Commission and other imporvant drugwmanufacturing coumbries to comment on various
questions related to the control of synthetic narcotics., The replies were duly
compiled and issuedég{ This information (which was compiled in 195%), while
somewhat out of date, is still a valuable collection of governmental policy state~
ments on synthetic narcoties, The following govermments stated their positions:
Belgium, Canada, China, Egypt, France, Federal Republic of CQermany, Greece, Ihdia,
Iran, Italy, Japan, Mexico, Netherlands, Switzerland, United Kingdém, United States
of America and Yugoslavia,

244, The following topics were.covered by this compilation: (1) the extent to which
synthetic analgesies, and particularly synthetic opium alkaloids, were replacing or
were likely to replace their natural counterparts; (2) whether the manufacture of

a synthetic narcotic was desirable only if it presented eoonomievor therapeutic
advantages; (3) the government's attitude towards provisional control measures

for ne& drugs and towards the various methods of circumscribing the subspances

likely to be addiction-producing; (4) the extent to which prohibition should bs
applied to synthetic narcotics; (5) the government?s views on new control measures
for synthetic narcotics and on certain control measures applied to natural narcoties,
which were of doubtful utility for synthetic narooties.zg/

68 WHO Bulletin, 1956, 14, p.399, Vaille and Stern, op.cit. pointed out
-that further research was needed and suggested that "it would be wiger
to take 1t as a general rule that there is a relative parallelism between
analgesic action and the physical dependence potency.!

£9/ E/CN.7/277 and Adds.l-2,

70/ In its discussions on the provisions to be included in the Single Convention,
the Commission considered some of these gquestions, Many of the declsions
taken at that time have been referred to Section A.l above,
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245, In 1954, the Council, by resolution 548 H I (XVIII), invited governments to

study the desirability of exercising the requisite measure of supervision over

tertain intermediary products, e,g., diphenyl-acetonitrile, which occur in the
nanufacture of synthetic narcotics, or of prohibiting their manufacture.

246.Two drug-manufasturing countries have furnished information with regard to

this proposal, The Federal Republic of Termany reported that it was studying the
possibility of exerclsing supervision over such intermediary products. The United
fingdom replied thgt such supervision would be impractical, since these intermediates
were synthetic reagents, widely used in organic chemistry (not merely in the production
of narcotic drugs), and neither prohibition nor control of their manufacture would

be feasible in the conditions obtaining in that country:Zl/
247. In addition, Chile 1ndica£ed that diphonyl-acetonitrile had not been encountered,
and Tyrkey that it was not considered necessary to exercise control over intermediary

products since synthetic narcotics were not manufactured.ZL/

71/ E/CN.7/289/Add.l, para.l3l.l; E/CN.7/306, para.130; E/CN.7/317, para.l27.
The attlitudes of govermments regarding the possibility of controlling the raw
materials from which synthetic narcobtlics are menufactured will be found in
E/CN.7/277 and Adds.l-2, Section (D) (5).





