/4/4';/ Z cTRY

HENoRADUN

15 - iR
] H
!
]
*

10 + Chief, PLANS 10 January 1962 -
/ AT, &+ o

TROM H Moo Hoe 1301
SUBJLCT +  ALCOHOL ANTAGONISTS

s __ nimesesstassad
»
V4

1. Rooently I requosted ~ - _  ~ , 08I, to provide the avallable
information om alcohol antagonists and the effect of Bentedrino, in
particulars The initial studies indicate four possible approachos to -_

the problsm which have not been exhaustively stuliod.

n. Uso of alcohal antnronista hiefore drinzing.

1. Benzodrine
2. Forvitin

k6

b. Adsorption of alcohol in the dipostive tract.

- 1. Charconl - -
_]g 2. Aluninun ol preparations .

c. Hoavy Batine of sterches and sugars befors ond vhilo drinldne.

, _ d. Accolernted nlcohol oxidntion (elimimation). .

, l. Enzyme adjuwvants, such as nicotinioe acid. ' - -
: 2, If it is anticipated that a proparation in liquid pill or o ~
(= '*/:4 cepsule form should be provided for == une, ~ = hag suggostod that

further research could be inotigated at o ond culminatod
quite ropidly to determine the most effective mediun, This work might
be canducted as part of the "ARTIICHUKE" progrome

3. A gswmary of tho initial tochnical findings nro aktnched for
information purposos. It doocs not represent an extenzive coverage of tho
subjoct. ‘ ’ ’

3toclumntt Inloxication end Alcohol Absorphion :
and Antagonists




Intoxication and Aleohol /bsorption and inbagonicsts

1. Tho dogroe of intoxication is a function of the blood-alcohol level.
This rolationship was detorminod during the incroasing and docroasing
phases of the symptons, ond it was shown to Lo epproximately limear. -

2¢ Tho a"-ponrnnco of symptoms occurroed whem tho “eppearanco threshold”
was attoinod (0.31 to 0.6G% nlcohol/blood). Tho disappoasred when the
"dianpponronce threshold” (0.36 to 0.75%) wes ronchod.
. . . \_
3. Attempts to minkaize tho intoxicatlve offocts following the
ingestion of alcohol have been concontratod upon the follaving mechanicus.

ae _Absorption et tho gastrio mucosa

b.  Acceloration of tho oxidation of alcohol by the litor. .

ca Retardation of asasimilation by the colls of the body (pnrticulerly
cortical brain cclls).

de Incroased rapidity of oxcretlion.

Of thoee, only roaesarches involving the first two have proven at all frudtful
and studies of adsorption have beon most thoroughly considered.

4. Some of the-earliest work on the ebsorption of alechol (1916)
shows that absorption is prolonged and eppears latar whon the elcohol is
taken after food. Ihe sane workers found that the intake of food with aleohol
no% only dolayed sbsorptlon but that tho absorptisn never recchod values found
when alcohol waa rivon on cn empby stomache It 19 claimed that this dis-
appearanco of alcohol is due in port to %ho alcohiol novor beins absorbod as
such. The alnimantc aseribe this to the aleohol being bounds to some cons tituent
parts of thoe food such as proteins end amino-eacids. This thoory &f dilution
geems to bs confirmed since the blood-alcohol levol varies with the quantity
of food ingosted. . . i~ .

5. koro gorrcno to the problem at hand than the physislopical mechanism
of aboorption i3 tho cearch for o spocific substanco to lossen <o absorption
rate and hence lovor the blond=alcohol levol. 0f sho limitcd nucber of foods
tested, milR hnd the grentest offoct. -

6. Attempts 1o roduce intozicetion with drige usunlly nim at an incranse
in the rate of oxidation of the alcohol in the livar, This rote is ootablished
by an ongymd proceas in tho 1ivor which ean be influonced by drunse The °
onzymo procecs is o nicotinic acideriboflavin sysicm that ic responsible for
tho oxidation of alcohol to ncotaldolyde end aldelyde-mutaze in the oxidation
of ncotaldchydo to ncotic rcide -

7. Drugs which nccolernto alcohol matabolism include alanino ond Insulin-
glucoco. It 1o claimed that insWlin and insulin-{rio pancroatic oxtract aro | ’
capablo of increasing the rate of nlcohol motaboliesm approximately 60,5 in :
thorapeutic doses in man.




8. Autononic drurs such as adeonorcic subsiraces liko enrhotaiine sulfate

(vonzodrire) are found to be most offcotivo. It hes beon glven in rmounta
ronging from 0.5 to D47 rrome/kilo-body woight to 17 subjoots and found to
show a definite inhibiting effoct mhich was pgreatest efter 30 ninutes but

The drug vw~o givon both ornlly snd intravenously with
conaistent results thet ware relatod directly and erclusivoly to the amount of
Faredrine, sdronalin snd atropinoe culfato wore elcoo tosted
and found to bo effoctivo in the order listod.

thon diminlahed,

¢:sphotanmine plven.
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