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Items 15 and 8 of the /genda: E‘;tud,}g of Measures to be taken with a view to
bringing under international control Narcotic Drugs not covered by Convention:
at present in force.” (Doctments E/CN.7/80"a4nd E/CNW.7/81)
The CHAIBMAN celled.on Dr. Eddy and Dr. Small:.te explain the présent
position of the new syrthetic drug amidone. Py

Dr. EDDY (United States Public Heelth Service) said: "The consideration
of first importance: is.the: morphine-like’ chérdcter of the action of
amidone whereby it is eble to reprodude in animals and man almost all of the
actions pz:’qc‘l}z.ce‘d by morphine itself.’ ',;Thgs‘e morphine-like g.s:_j_f,;l{pn;s of amidone

4

include:L
1. . Powerful analgesic action which pxténds to almost all types of pain
Relative to morphine, amidond is a.'bout one and a half times more
effective ,as an anelgesic. . Wl e
2. Morphine-like sedstive action In'this"i-‘espect emidone is weaker
then morphine . o X B e S
( ©3. A me¥phine-1ike subaectivef~‘réa'ctfbn,-eupiwria, which is readily
produced in former morphine addicts and 6éé'é,§ionally in patients seeking
“zi. pain reli®¥f. The former addicts describe this subjective reaction as
. entirely comparsbl:z to that experienced with morphine. Most commonly
_ 4+ ,they. deberibe the sffect of amldone as' ‘vez‘y like that produced by heroin
. espectally;vwhen amidone %s:given in\:ravenoualy , & mode of edministration
which they prefer. o ~
. %t k. The réady proluction of tolerante €6 all ;‘of the morphine-like
. effects.. Toleranc: has been attained to amounts of amidone ten times
‘ greater-than the starting dose.

..§ © ' 5.° (The smooth anl complete sati&faction of Worphine addicts by

»

' substitution of amldone for morphine in the proportion of ene part of
- amidonefor two parts of morphine to which the addict 18 accustomed.

t- . This substftution can be carried out without ‘the addict being aware of

«+{tHe change’
. 6, “The: production in post-addicts-by Tntenticnal and prolonged
- gdministration of :ncreasing amounts of amidone of a state like that
, ,‘nroduced by similar administration of morphine, and the occasional
T 1production of a siniier state in patients by prolonged administration of
amidone for the relief of pain, I know of the production of such a
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T. The occurrence of a characduridtic abstinence picture ﬁhén
amidone is stopped abruptly aftah b¥610nged administration. This
differs from the morphine ebstinence picture. in its time relationship
end in its intensity, but it is definite and characteristic.

Because of the morphine-like subjective reaction, because of the
smoothness with which it substitutes for morphine in addicts and
because of the definite and cheracterdistic abhstinence pilsinre, one
must conclude that amidone 18  an addicting drug apd dangerous, 1like
morphine, from the standpoint of habituetion.'

The CHAIRMAN considered Dr. Eddy's statement of the utmost. importance
and sald that from the standpoint of the drug control officer it had fo be
realized that as the new drugs replaced existing drugs and came on to the
legitimate market there was a great danger that they would slip on to the
111%¢it market. He cited the.case of Canada where the price of morphine
on the legitimate market was ten dollars an ounce, whereas on.the 1llicit
market the price was $8,700. He enquired if the manufacture of amidons
presented great difficulties and i1f data were avelleble as to the amount
required to produce morphine-like poisoning. . :

Dr. EDDY replied that experiments on animals had proved that the
toxic effect was considerebly greater.- In man the resplretory effect was
relgtively less, but nearly the same amount of amidone as of morphine would
probably produce death by respiretory depression. 3

Dr. SZE (China) asked if there were any scientific opinions contesting
that amidone was habit~forming. . et

Dr. EIDY replied that he had kmowledge of dependence in one case only
in clinical administrgtion for pain relief. -Amidone was still in the
experimental stage, but had been used by medical practitioners for about
one year for pain relief, end investigators administering the drug for this
pwrpose had sald that they had seen no symptoms of -dependence. This,
hawever, did not mean that it was not habit-forming. Fhysicians had
investigated the drug for pain-relief and had limited the amounts .
administered to that need. i ’ .

In reply to Dr. LABIB (Egypt) concerning the countries where amidone
was manufactured, since it was not menufactured in Egypt, the CHAIRMAN said
that it was not produced in Canada. g .

Mr. ANSLINGER (United States) stated that so far this drug was not
" clasgified as a narcotic drug. - The formula had been found in'Germany
among some pharmaceutical documents., At present 1t wes being manufactured
only experimentally and was not yet licensed for distribution.. Nevertheles:
it would be licensed in two months and declared a dangerous drug by the
- President. Owing to the nature of the United States: Constitution it would
not be possible to limit the manufacture of amidone except under
international obligations. Some twenty filrms would manufacture this arug,

Ul —
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although ofis Tirm could prodise an amoint sufficiemt ‘Pof the needs of the
" whole world, ffhe plans fer the manufactiure ‘of amiddne Were being expedited,
fér it was.hoped that the'drug would evéntuallj replate morphine and eliminate
the .purchdse of opium:exdépt PO certain 1tems that requIred bpium, such as
-pepaverine,. 6pium powders, tinctures dnd the like. i .-
Amidone would be declared & narcotic, its distribution would be controllc
-+ and its export probably.prohibited. Before Xong, howev‘ér, antidone would be
praduced in every country mehufacturirg .opiuvm today. -
. :Mr. KRASOVEC (Yugoslavia) asked -to what extent amidors could replace
_..morphine ‘for medicel purposes. - - Fhs T el
- Dr.-EDDY replied that it could do: so to & very large extent. Theére were
. very few exceptions: to the reproduction of mosphine pictures by amidone. It
-had a more powerful analgesic effect and the same éffect on the - =~
gastro-intestinal tract as morphine. In the ‘absence of all supplies of
morphine, amidone could replace it one mndred per cent. P

Dr.' KIPER (Turkey) asked Mow the minimum and maximum daily ‘bhara.peutic
.doses were calculated.

"Dr. EDLY replied tiat 1t was primarily ‘used as an emalgesic for pain
relief, but generally syeaking twoparts of -amidone would be squal to' three

 parts of morphine. In ases of- adaiction, oné -part amidone would be a complet
substitute for four parts of morphine. . -~ '

~The-CHATRMAN: said ‘that there was no- doubt that the work' of ‘the Commissior

was vitally .affected. by the discovery of this hew drug,- The whole pilcture

“ was changed unless .theri was: some ‘certainty ‘thet “the world would settle down

L tora penéent’age such as thirtyy £ifty or one hundred ger cent substitution of
amidone for morphine. - .In the latter event; the whble' oplim production 'of
the world in so far as norphihe was concerned woild disappear.

In reply to Mr, DElGORGE (Netherlends), Dr. Eddy seid thet & number of
scientific papers had bucn published within the past Jear on ‘this’ drug and
reports on'its clinical use for the relief: of pain would comrtinmué to be
published in the ordinary way. : : T

In reply to Mr. Me; (President ofi the Permanent ‘Centrdl Opium Board),

Dr. Eddy stated that amidone- far swrpassdd demerol:In“Tts .activisy.
-2 peply %o the CH/IRMAN, Dr. Eddy state@ shat.its comparisonwith
. codeine: was' a different matter, since codeine was commonly admintstsréd
orally and; morphine by lgypodermic injection. If given orally, amidens-
produced in fifty per cent of the cases.secondiry reactions such ds vomiting,
» dizziness, etcs, These. ¢ffécts Tnterfered with satisfattory oral use énd
would limiir the extent {¢- which amidone would swbstitute for eddéine for oral
use. TFhysilcians: might e¢xtend the ‘use of ‘amidone: for paiyi relief Much more
widely .than simple replecement of morphine if they gained the impression that
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would like the relief obtainable with morphine but one avoided its use because
of the danger of addiction. In this field, amidone might be used widely unless
its silﬁiiar danger was closely recognized.

Amidone had no local anaesthetic action of importance. Its intravenous
administration had recently been recommended as the route of choice but this
was not likely to be generally accepted. :

Dr. Small (National Institute of Health) then made the following
statement: : _

"There has not yet been sufficient actual manufacturing expe;'ieizce

_to‘e'bta.in' good Gost of production figuree for amldone, but I can give you

‘some idea of their magnitude, Amidone hydrochloride has been offered

wholesale by one drug manufacturer at $250, per kilo. 'I‘his is less than

the price of morphine Pilot plant aoperations on a.midone have n.e.'bura.lly

resulted in much greater expense, but it is anticipated that la.rge .

fa.ctory opere,tion will ultimately reduce the figure materielly It might

not be out of 1ine 6 ‘take $100. to $150. per kilo as the cost,

depending on the scéle of manufacture. The cost of production of

'morphine depends almost entirely on the price of op:lum which fluctuates

%fidely in the world merket. During the le.st fow years the production cos:

has varied from $175. to $332. per kilo. . et

"One ma.nufecturer states: 'We could mapufacture ‘am:ldo'ne' in any
desired qua.nti%iee Our present plans are for a factory having a capacit;
of 25 kilos per day of eight hours. Obviously this could 'be increased so

that the entire world requirements for amidone could be supplied Prom a

single factory.'

"An able, but mscrupulous " chémist with equipment and meterio.ls
‘ ave.ilei;le on the open market could undoubtedly produce substantial
amounts of amidone sec:_'et'lj'. 'Censiderable ’a.mounts could be made in’ large

'gla.se'apbaratue. If‘aci:o::y equipmen‘t consists chiefly of stirred stills of

conventional design. The manu.facturers and users of stills and condensers

of more than trivial capacity must regis‘ber the equipment with the

Treasury Deparbment Alcohol Tax Unit, and must report changes in locatio

and so forth.

 "Starting materials’that may be used by a skilled- chemist include
the following: Pro;pylene oxide, dimethylamine, dimethyleminopropanel,
dimethylaminoc‘lloropropane, thionyl chloride, benzil chloride,
benzaldehyde, benzoin, benzilic acid, benzil, diphenyldcetic acid end
ester, diphenylacetonitrile, diphenylmethane, ethyl balides, sodium,
megnesium, anhydrous ether, gamma-dimethylaminoalpha, |
alpha-diphenylvaleronitrile and gamma-dimethylemino-alpha,

alphae- diphenylvalerio acld ester, Many of these mterials are ordinary

[articles
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articles of cormerce, but some, gre: rather. specific intemediates.,.'mp‘i
-+ . presence cf' 4AImethyleainop:ropancl, ,dlmethylaminndiphanylva,leric acid
1. es%er or:the' correspending nitrile might be. considersd, suspicious..

He added thas sme i the chemicpls: which her had.mentioned: end which ware
not on the market, could ks ¢ awpounded very .easily from common. Fhemicals on the
legitimate market, Any good organic chemist could write out two hundred g
varleties or more of amidone which would .not be. covered by amidone or any
. fescription of-emidone, It was therefore quite clear that eny interngtional
agreement must ‘te.drewn up’ in such g mamner gs to. cover all these possible
component drugs ;. : K et ) -

M. BOURGOIS .(France) cited as an instructive cons:lderat:l.on for an;v
agreement: the case of the firm Rhone-Poulenc menufacturing a drug lnmm as
dolosal. These new products were made of. compoments vhich in.the main could

be boughti:in any grocer's: shop. -The fimm in guestion had beeh.pbliged to
carry on operations in a ssnarate workshop, although.the, amount produced was
very small, - Theére wewe two factories producing analagous products. 'ﬁ‘here
" were .mo clinicell observations as yet, and only a few doctors-yere carrying on
experiments. The French redical faculty had not: yet been made aware of
these :products.’s . - - " e g Pt .

* In reply to Dr. KIPEN: (Turkey) 5 Dr, SMALL sta.ted that. amidone would
‘remain steble over a period of" years if not exposed to the light.

“The. CEATRMAN asked i1, assuming that a factory was engaged in the.
11licit manufacture of heroin, 1t could switch to amidone easily. .Would a
more highly qualified chernist be necessary? | s o

‘Dr. SMALL replied thet amidone, being more. difficult to produce, needed
-a higher standard of skilled vorlmanship. The starting materials were cheap,

but. the synthesis was not. easy, elthough any skilled chemist could produce

Fre '

“v the dmug. There was also. the possibility of explosion, .

Dr. SZE (China) ‘askel, -since the number of allied substances was 80
" large, what phrasing could be used in en international imstrument..

Dr. SMALL preferred io leave that to diplomats working in co-operation
with expérts. . The formule, should state that every drug found to be of
similar dangerous effect should automatically come under the-treaty.. -

Mr. MAY (President of' tHe Permanent. Central Qpium Boa.rq_),, asl_{ed if? the
effect, rather then the ccmpositian, should be. the ‘test. Eang 2t

' DF. SMALL replied in the affimmative, - = . . ..o - .

Mr. STEINIG (Directo:’ of .the:Diwision qf Narcotie Drugs) suggested the
following formula: ¢« wt . oks B | oA le .

: "Evary néreotic drug which is used, or may be used, for medical

pﬁgposes , and which is lisble to produce drug addiction, but is not

oavavraeld By #ha 1021 € anventdan ashaitld asnma ssndan Indawandd anal sacndrsal U
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Dr. SMALL thought it would be advisable to include a definition of the
extent to which a drug wes habit-forming. In reply to Dr. SZE (Chima) he said
that there was at present a chemical formule which might cover the majority of
like supstances, but this might not be so in a year's time. -Such a formula
would therefore be dangerous. ny U e
, Dr. RAMOS ¥ RAMOS (Mexico) requsstud that a summary of t]ge stauements
made by Dr, Small and Dr. Eddy, accompanied by a few general consideragtions
concerning the physico-chemical characteristics of amidone and by a
comparison with morphine as a medical and toxic drug capable of producing
addiction, should be circulated among the members, together with data
concerning the possibllities of illegal and legel manufacture, import, export,
and the like. This would enable the members of the Commission to put further
.questlons to the experts and thus to obtain a clear picfure of the elements
for a comprehensive international instrument. . o

M. BOURGOIS (France) stated that a similar situstion had arinn in
France and the Govermment had automatically placed the products in question
in the category of dangerous drugs. The solution had been made possible by
the valuable documents supplied by the representative of the United States.
It had been simple.since only one authority was concermed. ™

Mr. DELGORGE (Netherlands) thought it impossible for ths. Commission to
take definite steps as yet. It should first apply to the World Health
Organization for an opinion. i 4

Dr. FORREST (Interim Commission of. the. World Health Organization) stated
that the Interim Commission had set up a commiftee of experts on
 habit- -forming drgs, of which Dr. Bddy was a member. Application could be
" made to this committee for an opinion. .

The CHATRMAN said that there was a defini‘be need to exercise control
as soon as posaible for 1t was not possible to allow amidone to be sold -
freely. The United States wes one country where production was immediately
possi’ble : g
Mr. ANSLINGER (United Sta.tee) .stated the;b the formula was not pa.tem:ed in
the United States and did not fall within the category of captured
technology; it was therefore available to anyone on payment of twenty-five
cents. Obviously, the drug would not be manufactured only ia the United
States, but very shortly in Europe and: elsewhere. The immediate problem was
the tremendous surplus menufacture in the United States. . Safeguards would be
employed to prevent diversion. .By next yeer manufacture would be undertaken
in many countries if no steps were taken to limit it .and there would be s
flood of amidone in the licit and 1llicit markets, Diversion was bound to

e [occur
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“dccur éven in the United States. Thé Commigsion’ now saw -itself Taded with the
" possibility of 105ing nuch of the ground which it ‘'had gained’ by 1imiting the
" manufactire of morphine, I no steps were tokén. The Formula wes available ir
Germany end Switzerland, and experiments were ‘certainly beinz conducted. The
'"ﬂrgency of iim:lting "maru(‘ac‘bure ‘was therefore’ ma;:i-.sest Control of distributio
" by means of nedTéal prescriptmns would not limit manufacttre. - Thers must
be supervision of the nanifacturer himself , otherwise there was great“dénge:r
. of losing: ‘éll“hhe ad?)'antages 80 far gained from the Narcotics Lim:ltation
Convention“ gl S - "’ i Spiey, e
*“ The CHATRMAN sald that it was his duty to 'pc'):!.J:ri:s cut that &ven 'if ‘the
Comission urgently redommended the need of comtrol “thers would be a long
~ delay beéfore action was taken. Reéports 0 governmerts would have to be
made, entailing consultations, corresponderce and so on. If ‘e recommsndation
were m&dd" to “the Eeononic and Social Couneil at its present session, it would
- ~take elghteén months before effective international control were <
established, By that timé; manufatture would be in full swing with the
result that the situdfion would be a nightmare for narcotic comtrol officers.
Dr. SZE (€hina) seid that menbers had all beéh impressed by the time
factor. The statements made by Dr. Eddy and Dr. Small Hed convinced
everyone, end he' therefore moved that the Commission should’ gb ‘on record now
as recommending immediate and urgent action. As\é,'préliiiiiﬁa.fy méastre he
would urge mefibers to take untleteral’ action with their governments .
Mr. ANSLINGER (United States) seconded this motion.’ '
FiDpl LABIB (Egypt) was quite satisfied that amidone miist be' congidéijed
a dengerous drug. The drug would be seized unless accompa.nied 'by an import
license and intended for medical use. B -
‘The CHAIRMAN obse¥ved “that the need was for & ébmb‘iné.t’ibn of the
‘individual action of States. However excellent Ministerial orders might be,
smuggling would be carried on. He reminded the representative of"rE'gy’pi
that some 12,000 kilos of opium were ‘séféed in countries adjacent %o Egypt
in recent ‘years. - If wds clear that the manufatture of smidone must be
contre’li’:bd 8o ‘as to prevent export, import and- all smuggling. ‘
' Mr. DELGORGE {Néthsrlands) asked 1if governments could be invited to
stop menufacture pending effective measures. - = vt B i
* The CHAIRMAN did not think this sufficient and put the métion of th“e
Chinese representative to the vote; namely, "that thls“Commission is of the
opinion that it 1s wrgeit fo take ac‘&ion respeéting the mam:t’a.ctm'e a.nd
distribution of amidone.”
TECISION: The motlon was adopted.,

/The CHATRMAN








