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Abstract

We report Tesulis of a doubleblind craluuiton of the autritionel supple-
ment SAAVE for facilitaing improvement io a Jl-day inpeilent aco-
hel and drug rehablitation vanter. SAAYE 15 uniquely designed to ehe-
wvatz bevels of rokephalinap. serotoaln, catecholamines, and GABA,
which are beHeved to be functionally Jefleicnt in akohokics. Twency-
twir patlants were studied. The SAAVE patienrd, B3 comprarad to the

Fowham cammepeddence shaull be 12nt,
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cantryl group (g) had a lower BUD {haildisly up to drink) score, | v
2;{¥) requirad no PRN benzodiazeplaes. 0% vs Y4%. () coased cremars
ing 81 T2 1, a5 comparsd to 96 h; and (o) had ne sewers J epression on
the MMPIL, in cootrast to 24% of conool group. Theae pretiminary data
suggost that SAAVFE {5 o veluable adjunct to therapy by aibing the
patient's physics] adjustment to & dercxified stare while facditeting a
mere positive responie &3 behavivral thempy.

INTRGDUCTION

The cawses of elceholism arc ol uaknown. Phumacelomical rreacment of
ihis meuropsychogenetl: dlssuse is bmited 1o the wolllsacon of aoti-enxiety
agentd duclng detoxification (7). 85 well 5 aldehvde dehydrooenase inhibivars
{cg, Antabuse™) (2) alone or in continalion with known antldepressants on
the sssumption thet aleohodian 15 segandany to deprosalon (3), Thece is ingreus-
ing eridence thar alcolollrn fs o primary dizease which may or mey nor have
seqandary sffective disorder of peychosls amuvciated with it €40, It ls wells
established thet Jong-term sbuse of alewhot prodoces marked alteraions n Qe
aynthegia, relesse, and degradution of brain newsniransmitters. [0 genctically
dlcohol-preferdng straing of mice, for ¢xample, brain cnkephalie levels are
learly depeezsed (3} AddWlonally in penetically pradizpossd ruts. brein scro-
tonin o simllaly depressed relative 1o nan-alishel-peedeming enlmaly (6. Fur-
ther, elhunol conmnption bnpairs the fenctionlng of the opioid peptides (7],
serdtonin (F, %1, GABA (100, dopamine, and norepinephdne (F§}. Dadcly
certgly of these neuratrangimlteers have breen linked to lnpsirmoents of the re-
ward syatem (F2), anxigly (13, insammniz (£4), and craving (75). Finally, e
cocas i plateled enzyme setivicles of monocamine oxldase and adenylate cyelase
fullowing cthanal challenpe berwcen aloholics and nonaleoholcs bas hesn
veprorted {16

FRELIMINARY DOUBLE-BLIND, NON-PLACEBD-
CONTROLLED ETUDY

Of 22 patienly admitted, 3 were glven SAAVE {2 capsules, |id.) upon 2d-
migsion gl throughout thele 28-day progeam, Experimental mubjooma ware
g¢lected vt random by ihe medication urse and pharmacise, Nedtier the medical
dircctot (JC.R.} nor dhe stafl koew which of the pulisnts teccived SAAVE.
Churacteristics of (e patient populatini, are shown in Table 1, Elaod wlonhal
lzvets {BAL)Y taken on ooty are gat meaningfil wleasuTes 25 persons encar bregd-
roent Facilities afeen alfier having abetalned for o pecod of time,

"The foblowing are registered Ifademarks: Antpbuse, Beraa, 543VE, "I hetayrasn-M .
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All alucholic subjects were infenviewed by a psychistrist and were found
451 NG the coteria tor alcoholiam descrbed in the Fdogaosne ead Srapseioad
Mol of Mentad Ditorders (3ed 2d.) {1 7), Kome eahibited psychiatric signa.
All suhyecra were inchided in the stody after providing informed consent.

Medicativn, wat admimistered indidually so there is Ltlle oocaxion for
one patieat to obsere another tuking medicetions. Detoxification medication
Drsagepans), and in zeveral patients phenytoin (prompt phenytoln sodium),
wad given with full exploination of whal thes capsules wrece. SAAVE was put
in wlth routine vltaming {i.c., Theragram-M, thismine, and Barocca) whilch were
given daily with the explunativo that thin medicalen cup was *full of vitamins.™
In addition, cach patient reccived | mg vitamin B-12 imcramuscularly weeldly
with no vther expliunotions offered.

Al patlents ware obaersed in the primary care unit from 24 to 72 b, de-
pendimg on capidity of detosdlicalion, Tor eswdence of debiriom tremens, pos
sible seizures, and any ather sympiom which might impede progress to the re-
lubdlication treatinent progeans. After dile perled of ohsarvatlon, during which
time & compleie physical evaluation was achieved (history. physical exam, CBC,
EK{r, ete) fhe patlent was cransferred to che residendal Taung area and wis
inteoduced to w 104 per day Lecuiment proagran,

The BLIL Resgorea
In this investlgacion the BUD {hodding up to delvk} response was esaluated

% 2 subjective measurs of patienl spouse, The assged score of 1 to 3 melales
I abeohal creving, siich i detioed as follows;

1. Mid somaetic complaints, that is, pain, sioustis, mild insommia, complaints
of old injury, ate.
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2, MWoee verbal and frequent complaines, thal &, requests for the atienfing
physician along with more extieme complaints: for exanple, oo early an
howur to rige and stard the progeam {7 a0}, fowd was poor. program was
nappruprivte, luck of freedom, temperary ineomnia, cost of program, ete.
Theae erc fairly csey to phcate with occaslonad PRN benrodiazepings fon
the flrst few days afier rooilne delusificelion when medications were die-
cunLtiusl.

3. Opon hoadlity Lo the hospital ar facilly, The palienl Tesks kidnapped and
the suhject has maoy somarle complaints. The petient demanda PRM medi-
calicns, especially bypnotics. There ie severe Inzomala as well a5 theeals ta
Icave AMA (against medwcal advice) and leaving AMA in cerlmin vases,

To uspess the creving of an individual the BUD response was nnted by
nucses, counsclars, and the medical derector dueing [uys 3 o 10 and evalveted
for all paticots.

RESLILTS

The toevan DU mspooss muting for the SAAVE patlents was | {mJld Insom-
mia) while it was 2 for the nonSAAVE patietts. The BUD reapunce criteria.
while gubdacilve in natoes, s believed to fairly represent the craving of the In.
dividual foward slechal and sre observed cormmonly by weohol counselors in
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progrums of 81 types. el obsarvations auch a3 teemubousness, raquircment of
PRN sntianxiety upents, and MMPI evaluaclon daes are depicted i Figura 1.

The paticnta on SAAYE had ooty mibl trenuleusness after the finst 24 h
which hud Jisappeared by 72 b, Nine of the {7 0on-SAAVE patlents had notice-
able [rerors mt 6 T Al 20 parienls were able v hobd a coffer cup with one
hand and donk feam it witheot 3 spll 5 daya tolowing detcslflkation, in spite
of the Tact that muost nf the patients used pwq hands for the first 2448 h.

It is ooremcorthy that all of the SAAVE patieots differsd from the noo-
SAAVA proup in that the former group did net raguire any PEN beozudiose-
pitied throughout the 24<day propram afters detcoifivation was completed,
whils alnost all the nnSAAVE putienls reguired at least ooe PRN dose dur-
g 10 daya af obwervation.

All patients were administered an MMPI on the Fifth o7 sixlh $ay of admis-
glon. All of the non-5AAWFE paticnts chowed some degree of depression, 4 out
ol the 17 aubjecls exhibiting severe depression with suicidal idealion, However,
the 3 SAMAVT pacienis showed less depression and nao slgniflcent suicidal idea-
Lian.

DISCUSSION

The cxarct Tole wad lnterrelatedness of each of cthe nowopeptides a0d neuro-
amines o the procesa of aleoholism is onebeus. Vewever, there are eulficient
Jira in booh animals and humens to suggest cthat deficienmcies 1o vhese cencral
chemicals rmay, in part, mediate ssquelac vbserred dn aleohalic patients, Thas Lt
wad Teasonable fo Imeestigate, in oo preliminacy, blinded fashlan, the potenriel
e[fectlvences of 20 umina acid sombinativn, 8 AAVE, conaiating of $17 my total
weight ol THLphonylalanine, Loglutamine, Lorvptephan, and pyridoxal-F -phos-
pliate per capsule, in subjocts being lesated for severe alzohaliste, The ingredi-
ents in SAAVE are apesific amine ecids und wilacning io particulac mtivs and
arsaunca, with very law toicity and a high therpewtic indza (18}

Thit the patienta recedring SAAVE exhiblled o reduced BUD response, re-
quired na PEN banzodizzepine medicaclon throughout the J8-day stay, demon-
sirated ledz depreesion withowr obeervable siiddal idestion a5 measzed by Lhe
MMPL end exhibired only mild tremulonsness during the fise 24 b following
darouifleatlon suggests 3 sgnlficant improvemert of tha alecholic during the
24-day inputient teeatment perian, Whils it is premature 1o advence 8 full ex-
planation of these results, wo would speculite that 2 major benedlt of precursa
anize ad loeding and enkephalinase inhibition is o enbance the functivndsty
and combeni of VarioUs newroomines uch 23 enkophalins, dopamilne, torepineph-
tine, GABA, and serotonin, which, e previoatsy mentioned, are altered in abee-
hobam, We heve postulated un ¢ndorphinergic and aihergic deficicncy 3 an
important determinunt I craviog, anxiely, depreagion, insumnia, and tremnulous-
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mesa gasociated with leohel sbstineoce {19, 20 These results support and es-
pand om obr pdmel date with carhoxypeptidase A inhibltors, &nical soudies
gheew 1 gigniticant reduction Uy aleohwl iotake during barh forced wnd voiun-
tory alechol Incake by administration of Dephanylulunine snd hydrocinnaae
acid, knowr “eokephafinger inhibiore™ {20). Other researchers found that
protonged elechal eansomplion leads to modifivatiun io the activity of the
cazymes of oplate pepiide metabolisr, I periicular crkephallnase (217, Fur-
ther, spport for opioid peptide wiwolvement io ateohal #:ioos includes alter-
ativme of delte roceptor expresdon (22}, newrgyuthetic procrasing diffarences
in inbred jloains of mice with vatlalle sensitivitics to sthane] (23) and diffor-
euver In regponse (o pltdllary fendorphin follnwing soute cthanol chailenge
berereen individuals with a family histary of aleoholiem (247, Diher work io
our |aboretory furthes suppogts ihese infrial Gndings {25}, Currently wre are ox.
tending this resgurch in both inpatien| aml outpetient settlogs, Reseurch on
outpateen|s will inctude a systernaliv evalvation of total weohol intake aver a
12month perled. Tn additien, we will delemiine the number of days ubstin-
ent as welk us relapse cate.

SUMMARY

0 this pilod doubteingd nen-placchocontrolivd study, it L3 too eacly 1w
lully sseribe 1l ohservable ditferences in craving botwesn SAAYLE and oon-
SAAVE pulients solely 1o the restomtion of enkephuling and other newra.
trangnitlers. However, as mentioned eailler, wdditional studles reyesl {sub-
mitied clsowhera) thal SAAVE is of significant valoe in patient hospitalization
during detesification from aleahel eod other drugs of sbuse [(25). In one
placebocontrolled doubleblind srody consisting of cver &0 pali#ois, signifi-
cant ditferenees occurred berwees SAAVE and placebo in kin conducrange
lovel, phyaical sssessmend soores, and the LSS (Behawioral Enpodiond Spi- -
tual Socisl} values. Through clevailon of peurotranymicler content and fune.
tionglty by inhibition of degradative enzvmes aod concomltant PIECUTHOD
amino acid loading, nevel anti-alechaberuving agenta may he developed. SAAVE
may e 4 useful edjunct to psychodherapy bn achieving sobricty, not ol in ao
inpatient selting tut s 8 crucial ebkemend for continoed recovery. Dther rezearch
in our laboretory and others should pravide additlenul information regarding
the potential vselulnes: of this novel modslity in both prevention and treat-
ment of chemical dependency for inpaticnt, onipalient, and aftescare modal-
ities,
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