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Rapid detoxification of heroin dependence by buprenorphine'
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AIM: To  evaluate the clinical efficacy of
buprenorphine (Bup) in treatment of acute heroin
withdrawal, METHODS: Bup was given
sublingually daily to 60 cases of heroin addicts in 3
groups: low, medium, and Thigh doses.
Withdrawal signs and symptoms of heroin were
rated by Clinical Institute Narcotic Assessment.
Craving for heroin during detoxification was
assessed by Visual Analcgue Scale. The side effects
of Bup was assessed by Treatment Emergent
Symptomn Scale.  RESULTS: The mean daily
consurmption of Bup in low, medium, and high
group was 2.0, 2.9, and 3.6 mg, respectively.
Bup not only supptessed objective signs and
withdrawal symptoms for heroin withdrawal, but
also reduced the duration for hercin detoxification
over 7—8 d. CONCLUSION: Bup is an effective
and rapid detoxification agent with fewer side effects

for treatment of acute hercin withdrawal.

Buprenorphine hydrochloride (Bup) is a mixed
opiate agonist-antagonst.  The analgesic action is
25 - 50 times more putent than morphine and has a

long duration action. Bup had utility in treating

"' Bup is an effective withdrawal

upiate addiction
agent and has signilicant advantage over pure opiate
agonist such as methadone which are widely used
currently for opiate deroxification® ™ The aim of

this study was w evaluate the clinical efficacy of Bup
in the treatment of heroin withdrawal in Chinese.

SUBJECTS AND METHODS

Suhjects Sixty
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blod, nrne, %-ray, and ECG,

the [llowing criteria; 1) Na mggar physical ar psyehiacnce

They were required 10 oeet

drorder: 29 No dependence on other drugs; 31 Length of
present herain addiction was 1 Jeasl 6 prnthss and +) Met
for the criteda of npiaie depundence el v DSV LR §
They were divided mus 3 groups based cn the duratiow of
drug b, dosage of benoan abuse, and severity of drug
depundence .
Mild Group L7 M and 3 F.

durative of herom abuse 11 mionths. and nean heroin daily

age 19 £ 6 A4, meen

dree before adatission 0.6 = 0.4 g {impure henin of sireet
dose ).

Medium Group 16 M and 4 F, age 27+ 9 &, mean
duration of herom abuse 26 menths, and herom daly dose
belore admissen [.740.8 g.

Heavy Group 13 M oand 5 F, age 28 = 9 a. mean
duration of heron abuse 43 momhs, and heroin datly dose
belore admssion 3.121.1 g

Rup { Qinghai Pharmacentical Co. Chme) was given
sublingually in full dose during the firat three days and in the
next 4 or 5 d by gradually reduced deses {Tab 1).

Tab 1. Bup dosage schedule (mg-d ™"},

Mild Moderate  Heavy

group gnsup group

Day 1-3 3.0 4.5 6.0
4 2.0 J.u 1.5

3 2. 2.4 3.0

4] 1.0 .0 2.0

7 0.5 0.5 1.0

8 - - 0.3
Mean daly consuniption 2.0 2.9 1.6
Total consumption 14.5 20.0 29.0

Ratings Heroin wilthdrawal signs and symptoms were
rated daly on the Clinical Institute Nareouic | Assesstment
{LCINAY swhich contains 10 items of opiate withdrawal signs
and 3 opiate withdrawal symptoms and the range of total seals
is = 30 potnis.

The patient™s craving for herom was assesscd daily by
wing Visual Analogue Scale { VASY™) which is » sell-
asesSment  raling  scale: " extremely.” " obvously.”
“moderately,” “shghtly,” and “nat at all.”

The stle effects of Bup were assensed by umng Treatment
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Emergent Sympiom Scale ( TESSYM ond2. 4, 6, and &
The cnteriz lor a socceslol detoxiflicauon  were:

1) Completion of dutoxificanon wathnot evident withdrzwal

signs and sympicras; and 29 Minimal eraving {or heroin and/

or withoul evident symptonis of discomlort.

RESULTS

Bup treatment of acute withdrawal from hercin
dependence was successlul in all of 60 patients
completing within 7—8 d.  No significant diffe-
rence in treatment efficiency was found butween the
Jgroups { F value=1.52, P>0.05). The Bup
markedlvy suppressed heroin withdrawal during
detoxification. and only mild withdrawal symptoms
and signs were found during gradual reduction of
Bup. The mean scale of abstinence of signs and
symptoms of CINA was gradually reduced and no
signifieant difference was found among the 3 groups
during Bup administration { Tab 2, Fig 1).

Tab 2. CINA during Bup administration. » =20, ¥ £ s.
No significant difference between the 3 groups ( P> 0.05),

Das Mild Moderate Heavy

) Eroup group group

1 5.0=-3.9 7.2£4.1 6.313.7 1.1
2 53=2.8 5.8=-2.9 5.6t3.7 0.1
3 1.5=2.1 4.4=2.7 19421 0.9
3 Z.7=1.8 3.2=1.9 2.9+2.3 0.3
5 2.6=1.7 2.5z1.7 1.4£2.0 1.4
b 2.3=1.9 r4z=1.6 2.6+t1.3 0.2
7 2.4+£2.0 1.5=1.0 1.8+1.0 1.9
B 1.5z1.2 1.1=1.1 1.5+1.1 (.6

VAS indicated that 51760 {85 %) patents

vomplained of extreme discomfort  at  heroin

withdrawal before Bup treatment. The frequencies
of patients craving for heroin were different between
the phases belore and after Bup administration
{ F-test of multiple regression, F value = 19.45,
P<0.01, Tab 3).

All of the 60 patients complained of dry
mouth, 22 patients {37 %) experienced nausea, 6
paticnts {10 % ) had mild anxiety and achmg bones
and muscles respectively. 2 patients (3 %) had
insomnis that required treatment, 2 paticnts {3 %)

had withdrawal

continue Bup administration following the protocol.

svmptoms  that  demanded 1o

-

Mild group

Mean scale
.
T
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Fig 1. CINA during Bup administration.

Tab 3. The patient {requencies on VAS. n = 60.
“before Bup administration ( base-line level ) .
* after Bup administration.

Craving degrees for hercin

Day Extremne Obvious Moderate  Shight None
1" sl 3 4 2 -
2t 3 23 12 16 B
3t - 7 25 22 B
4t - 1 16 20 14
st - 1 11 a2 26
gt - - 11 19 Rid]
7t - - 6 18 39
gt ~ - - 10 50
DISCUSSION

This study supported the general findings from

previous studies that Bup was an  eflective
pharmacotherapy for heroin detoxification, not only
in  suppressing objective signs  and  reducing
subjective symptoms during acute heroin withdrawal
phase, but also reduced the duration of heroin
withdrawal. Completing detoxification in such a
short period was a treatment feature of the present
the length of time for

study.  Theoretically,

detoxification  from  opiate  dependence  usually

requires at least 14 — 21 d'.  However, the
“peak” of withdrawal svndromes wasond 2 and d 3
al''™. The result of this

schedule

alter the opiate withdraw,

protocol  suggested  that  this might
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effectively shorten the phase of detoxification.
Unlike pure opiate agonist, Bup has specific
pharmacological properties which have a mixed
aclion: a partial u oplate agonist but also has an
antagonist activity at the x receptor. It can be
postulated that the opiate antagonist eflect would
reverse the hypothesized opiate agonist induced
deficiency in central endogenous opiate peptide
functicn during initial detoxification.

Bup has at least other 2 advantages; 1) it has a
good therapeutic ratio,
antagonist action prevent

presumably because its
lethal overdose and
significant respiratory depression by the agonist
opicid actions of the drugs; 2) it has an easier
discontinuation than opiate pure agonist because it
does not induce significant drug dependence even
with chronic administration!!"'12",

Bup dependence and abuse has been reported in
patients treated for addicrs
respectively' 3] the problems of
dependent and abuse potential of Bup need to be
emphasized.

pain and opiate
Therefore,

Limitations of this study: The present study
did not cobserve the signs and symptoms in the
prolenged phase following withdrawal of Bup and
It should be further

other dosage levels of Bup.
studied.
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