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ABSTRACT
○ ○ ○ ○ ○ ○ ○

CONTEXT: Hepatotoxicity is a potential complication
from the usage of various illicit drugs, possibly
consequent to their liver metabolism, but information on this is scarce in the medical literature.
OBJECTIVE: To study the occurrence of clinical and
laboratory hepatic alterations in chronic marijuana
users, from the use of marijuana on its own or in
association with other legal or illicit drugs.
TYPE OF STUDY: transversal study
SETTING: Hospital Espírita de Marília, Marília, São
Paulo, Brazil
PARTICIPANTS: The study was made among 123 patients interned in the Hospital Espírita de Marília
from October 1996 to December 1998, divided
into 3 groups: 26 (21%) using only marijuana,
83 (67.5%) using marijuana and crack, and 14
(11.4%) consuming marijuana and alcohol.
PROCEDURES AND MAIN MEASUREMENTS: Patients were examined clinically with special emphasis on types of drugs used, drug intake route,
age when consumption began, length and pattern of usage, presence of tattooing, jaundice,
hepatomegaly and splenomegaly. Serum
determinations of total proteins, albumin, globulin, total and fractions of bilirubin, aspartate (AST)
and alanine (ALT) aminotransferases, alkaline phosphatase (AP), gamma-glutamyltransferase and prothrombin activity were performed.
RESULTS: Among users of only marijuana, hepatomegaly was observed in 57.7% and splenomegaly
in 73.1%, and slightly elevated AST (42.3%), ALT
(34.6%) and AP (53.8%). The three groups did
not differ significantly in the prevalence of
hepatomegaly, splenomegaly and hepatosplenomegaly. The group using both marijuana and alcohol showed the highest prevalence of alterations
and highest levels of aminotransferases. Mean AP
levels were above normal in all groups.
CONCLUSIONS: Chronic marijuana usage, on its own
or in association with other drugs, was associated
with hepatic morphologic and enzymatic alterations. This indicates that cannabinoids are possible hepatotoxic substances.
KEY WORDS: Marijuana. Cannabinoids. Illicit drugs.
Liver. Addictive behavior.
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Hepatotoxicity is a potential complication
from the usage of various illicit drugs, possibly consequent to their liver metabolism, but
information on this is scarce in the medical
literature. Studies on liver damage due to
chronic usage of marijuana are rare.
Marijuana usage in the form of cigarettes
made from dried leaves, flowers and stalks of
female Cannabis sativa plants has grown
strongly among young Brazilians over the last
decade.1 In the United States, after some decline in the prevalence of cannabis usage, a
recent upsurge has been detected. It has been
conceded that this has taken place consequent
to the relaxation of social disapproval of marijuana usage, a reduction in the perception of
the risks related to usage and an increase in
the dissemination of pro-drug media messages.2 In general, marijuana is the first drug
to be used. Subsequently, other drugs with
stronger effects may substitute for it, or other
legal or illicit drugs may start to be taken in
association with it.3 Associations with cocaine
or crack have the aim of reducing or avoiding
the dysphoric effects of these two drugs, while
with alcohol the aim is to increase the hallucinogenic effects of marijuana.3
Cannabis sativa contains more than 400
chemical compounds, of which about 60 are
cannabinoids. The first to be isolated, and the
one mainly responsible for the psychoactive
properties of the plant, was delta-9-tetrahydrocannabinol.4 The delta-9-tetrahydrocannabinol content of the drug depend on the
way it is prepared, and it is possible that other
components of marijuana, whether cannabi-

noids or not, may enhance the effects of delta9-tetrahydrocannabinol.4 After inhalation,
delta-9-tetrahydrocannabinol is rapidly absorbed and distributed through the circulation. The initial metabolism takes place in the
lungs and liver, with conversion to 11-hydroxy-tetrahydrocannabinol, which is more
potent and crosses the hematoencephalic barrier more easily. The metabolism goes further
in the liver, where 11-hydroxy-tetrahydrocannabinol is converted into many inactive
metabolites. Among these is 11-nor-carboxydelta-9-tetrahydrocannabinol, which can be
detected minutes after smoking, abundantly
in plasma and urine.4
The delta-9-tetrahydrocannabinol doses
needed in order to produce effects in humans
vary from 2 to 22 mg per inhalation. Tolerance is not developed to marijuana but the
psychoactive effects are dose-related.5 Marijuana is sold by the gram, in paper packages
or as ready-made cigarettes of 0.5 – 1.0 g, and
smoked as such, in Brazil as well as in the
Unites States.4 The physiological effects are
similar to those of the atropine group, and
the psychological effects are similar to those
of alcohol.5
It has been demonstrated that, in neurons,
cannabinoids inhibit adenylcyclase, probably
through interaction with an inhibitory G protein. The enzyme would become unable to
convert adenosine triphosphate into the ‘second messenger’ cyclic adenosine monophosphate.6 Other mechanisms besides this have
been proposed: inhibition of calcium channels7 and activation of potassium channels8 or
the phospholipid-inositol mechanism.9 Of the
60 natural cannabinoids, delta-9-tetrahydro-
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cannabinol is the only one that binds to a
membrane receptor. This receptor is present
in every cell. In binding to it, delta-9-tetrahydrocannabinol displaces its natural ligand,
anandamide, and persistently disrupts the
physiological signaling of the receptor. The
anomalies observed clinically when delta-9tetrahydrocannabinol is present in the cell
membrane are associated with the molecular
disruption of membrane signaling. Because of
the disruption of this molecular mechanism
by delta-9-tetrahydrocannabinol, it has not
been possible to separate the adverse effects of
delta-9-tetrahydrocannabinol and marijuana
from their therapeutic properties.10
Adverse effects of chronic marijuana usage have been described upon the respiratory11,12 and cardiovascular10 systems. Questions remain regarding its effects upon reproductive systems13 and cellular and humoral
immune systems.14,15 Cannabis smoke is mutagenic, in vitro and in vivo, thus also suggesting carcinogenicity.16
Recently, in many parts of the world, including Brazil, legalization of marijuana usage has been proposed for therapeutic purposes. Such campaigns could lead to misinterpretations, especially by non-medical communities, thereby leading to evaluations that
the drug might be ‘healthful’, instead of harmful to health.
The present study is part of a larger one
aimed at evaluating the hepatotoxicity of illicit
drugs. Data presented here relate to the occurrence of clinical and laboratory alterations to
the liver among chronic marijuana users, when
marijuana is consumed on its own or in association with other legal or illicit drugs.
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METHODS
○ ○ ○ ○ ○ ○
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From a total of 373 patients who were
users of illicit drugs through non-parenteral
routes, 323 (86.6%) were selected for study
according to the principles of the Helsinki
Declaration, with approval from the Ethics
Committee of the Hospital Espírita de Marília
and with patients’ informed consent. The
other 50 patients refused to participate in the
study or were excluded. The patients studied
were interned in a private hospital (Hospital
Espírita de Marília) from October 1996 to
December 1998, the majority belonging to
low socioeconomic classes.
Patients were examined clinically with especial emphasis on types of drugs used, drug
intake route, age when consumption began,
length and pattern of usage, blood transfusion,
sexual behavior, use of medicine, acupuncture,
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presence of tattooing, jaundice, hepatomegaly
and splenomegaly. Homosexuality, use of intravenous drugs, acupuncture and blood transfusion were criteria for exclusion.
Evaluation of the amount (grams) of the
drug consumed daily was done through the
patients’ reports and by comparing this with
their information on the daily cost of acquiring the drugs (at the time of the study, one
gram of marijuana was worth US$ 1.00 and
one gram of crack US$ 10.00). Marijuana was
consumed via aspiration of cigarette smoke
and crack via ‘pipe’ smoke. Evaluation of daily
alcohol consumption, in the majority of cases
in the form of sugarcane distillate, was done
through self-reports on amounts and frequency of usage.
Hepatomegaly was diagnosed when the
liver was palpable in excess of 1.5 cm below
the costal margin, to the right of the midclavicular line, with the upper level of liver mass
not below the 5th rib space.17 Splenomegaly
was diagnosed not only when the organ was
palpable below the coastal margin but also
when the upper level of its mass, detected in
Traube’s space, was dislocated downwards
when the patient performed inspiratory
apnea.18 For the examination of the liver and
spleen, the patients were in a supine position,
lying on their right and left sides.
Venous blood samples were taken from
patients after at least 8 hours of fasting, within
the first 24 hours following admission, for determination of serum levels of total proteins
(TP), albumin (Alb), globulin (Glob), total
bilirubin (TB) and fractions, aspartate (AST)
and alanine (ALT) aminotransferases, alkaline
phosphatase (AP), gamma-glutamyltransferase
(GGT) and prothrombin activity (PTA). No
investigation of viral antigens was made.
Parasitological stool examinations were negative for Schistosoma mansoni eggs for all patients.
This cross-sectional study relates to 123
patients who were marijuana users, separated
into 3 groups: marijuana (n = 26; 21.1%),
using only marijuana; marijuana/crack (n =
83; 67.5%), using marijuana and crack; and
marijuana/alcohol (n = 14; 11.3%), consuming marijuana and alcohol. The other 200
consumers of illicit drugs were not marijuana
users, but consumers of crack, cocaine and
solvents only.
Data are presented as mean ± standard deviation and 95% confidence interval (CI). For
qualitative variables, statistical comparisons
were done by means of the chi- squared test (2
x n and 2 x 2 tables) or bicaudal Fisher’s exact
test, according to whether the expected values
were higher or lower than 5, respectively. For

quantitative variables, the comparisons were
done by means of Student’s t test, one-way variance analysis (ANOVA) or the Kruskal-Wallis
test (after Bartlett’s test for homogeneity of
variances). Comparisons between groups were
done by means of the Bonferroni multiple comparisons test. Correlation studies were conducted using simple regression analysis and
Pearson’s significance test. The 5% significance
level was adopted. Data were processed through
the Epi-Info 6.0 package.
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RESULTS
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Demographic characteristics of the patients, the pattern of drug usage and liver serum level tests are presented in Table 1. The
users of marijuana/alcohol were significantly
older than those using marijuana/crack (p =
0.024, confidence interval, CI, 0.47 – 7.40),
but not older than users of marijuana only.
There was no difference in the age when marijuana usage began among the groups, but users of marijuana/alcohol had been using the
drugs for a longer period than for those using
marijuana/crack (p = 0.042, CI = 1.85 – 7.76).
There was no difference in daily mean marijuana usage among the groups. No correlation was observed between amount and length
of time of marijuana usage (r = 0.244; p =
0.230), amounts of marijuana and crack consumed (r = 0.09; p = 0.656) or amounts of
marijuana and alcohol (r = 0.10; p = 0.520).
The mean levels of AST and ALT were
above normal limits among users of marijuana
alone or marijuana/alcohol, but not in the
group of users of marijuana/crack. The enzyme
values among users of marijuana/alcohol were
significantly higher than among users of marijuana alone (AST: p = 0.002, CI = 11.93 –
22.67; ALT: p = 0.005, CI = 15.87 – 26.13).
The mean levels of AP were above normal in
all groups, without significant differences
among them. The mean values of other variables were within normal ranges. The TB levels showed statistically significant differences
between the three groups. Only the marijuana/
alcohol group showed elevated GGT. The mean
levels of the AST:ALT ratio were high in all
groups (marijuana, 1.47; marijuana/crack, 1.48
and marijuana/alcohol, 1.34), without significant differences between them.
No correlation was observed between the
amount or length of time of marijuana consumption and the serum levels of AST (r =
0.06, p = 0.77; r = 0.109, p = 0.595, respectively), ALT (r = 0.108, p = 0.60; r = 0.109, p
= 0.877, respectively), AP (r = 0.185, p =
0.365; r = 0.316, p = 0.116, respectively) and
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GGT (r = 0.030, p = 0.818; r = 0.013, p =
0.951, respectively).
Hepatomegaly, splenomegaly and hepatosplenomegaly were detected in 57.7%,
73.1% and 46.2%, respectively, of users of
marijuana on its own, with slight to moderate elevation of AST (42.3%), ALT (34.6%)
and AP (53.8%) (Table 2). In the marijuana
group, spleen enlargement was detectable only
through percussion, while in the marijuana/
crack and marijuana/alcohol groups, the
spleen was palpable in three (3.6%) and one
(7.1%) cases, respectively. Considering only
the marijuana group, the 15 (57.7%) cases
with palpable livers were: 40% soft, not painful; 33.3% soft, painful; 26.7% firm, not painful; and none were firm and painful. The liver
palpation data regarding consistency and sensitivity were variable among the groups. The
prevalence of hepatomegaly, splenomegaly and
hepatosplenomegaly did not differ among the
groups and showed no relationship with the
prevalence of enzyme alterations (Table 2).
The prevalence of enzyme alterations was
significantly higher in the marijuana/alcohol
group, in relation to the other groups: AST
(p = 0.002), ALT (p = 0.009), GGT (p =
0.005) (Table 2).
The levels of aminotransferase and AP alterations were slight in all groups. There was
no significant difference in mean GGT levels
among groups, in spite of the elevation shown
by the marijuana/alcohol group (Table 3).
The effects of tattooing are depicted in
Tables 4 and 5. The prevalence of ALT alterations was significantly higher in the non-tat-

tooed subgroup of the marijuana group (p =
0.02), while in the marijuana/crack group
there was high prevalence of globulin alterations in the non-tattooed subgroup (p = 0.03)
and AST alterations in the tattooed subgroup
(p = 0.05) (Table 4).
The AST levels (p = 0.016, CI = 4.64 –
35.76) were significantly raised in the nontattooed subgroup of the marijuana group. In
the marijuana/crack group, the albumin levels (p = 0.01, CI 0.32 - 0.88) and AST levels
(p = 0.02, CI 0.9 - 15.5) were significantly
raised in the tattooed subgroup, while globulin levels (p = 0.01, CI 0.38 - 0.82) were raised
in the non-tattooed subgroup (Table 5).
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Various authors have reported difficulties
in forming groups of patients using only marijuana. Users of marijuana frequently use alcohol and other illicit drugs, crack or cocaine
in association with the marijuana, with the
aim of increasing or reducing the euphoric or
dysphoric effects of one of the drugs. Some
authors have reported that patients mentioned
that alcohol reduced their usual “high” state
reached with the consumption of marijuana
on its own,19 while others have observed the
opposite: that alcohol increased the hallucinogenic effects.3 In relation to the association
with cocaine or crack, the use of marijuana
immediately after cocaine or crack has the aim
of reducing the dysphoria (“nóia” or paranoia,
in the users’ jargon) that they cause.3 We observed the same difficulties in reaching an ad-

equate group size for users of marijuana only,
due to the high prevalence of concomitant
utilization of alcohol and crack, which required the examination of a large ensemble of
illicit drug users.
Knowledge of liver physiopathology related to illicit drugs is still scarce. Until 1969,
there was no reference in the medical literature to human marijuana hepatotoxicity. The
extensive report of the Indian Hemp Commission in the nineteenth century20 had not
revealed any occurrence of liver affection
among hashish users: in hashish, the delta-9tetrahydrocannabinol content is higher than
in marijuana. Also in 1969, Kew et al.19 reported on 12 chronic marijuana users, of
whom three (25%) showed evidence of liver
degenerative processes in biopsy fragments. In
eight cases (66.7%), the liver enzymes and
bromosulphthalein clearance indicated a significant degree of liver dysfunction. In 1971,
alteration of hepatic function was detected in
nine cases (18%) evaluated via the bromosulphthalein test, and in three cases (6%)
evaluated via elevated ALT, among 50 chronic
marijuana users (two cigarettes of 0.5 g each/
day), but it was later discovered that they were
also alcohol consumers. Bromosulphthalein
and ALT returned to normal values after a
period of alcohol withdrawal, under continued use of marijuana.21 A study on users of
various types of drugs (heroin, marijuana and
hashish), taken parenterally or non-parenterally, revealed that 66% and 41% of the patients, respectively, showed high levels of AST.
Liver biopsies revealed that 53% of the cases

Table 1. Pattern of marijuana use, on its own or in association with crack or alcohol, and serum levels of liver function tests
Variables

Marijuana

Marijuana/ crack

Marijuana/ alcohol

n = 26

n = 83

n = 14

p

Age (years)

19.0 ± 5.1

18.9 ± 4.6

22.8 ± 6.6

Age when started drug usage (years)

14.0 ± 4.1

15.0 ± 4.2

15.2 ± 4.7

Length of time of drug usage (years)

5.1 ± 4.3

3.8 ± 3.4

7.6 ± 6.2

0.042

Daily dose (g/day)

4.3 ± 3.6

6.3 ± 5.9

5.1 ± 5.6

NS

Total protein (6.0 - 8.0 g/dl)

6.9 ± 0.7

6.5 ± 1.0

6.7 ± 1.4

NS

Albumin (3.5 - 5.5 g/dl)

4.2 ± 0.8

4.0 ± 0.9

3.8 ± 0.9

NS

Globulin (1.0 - 3.0 /dl)

2.8 ± 1.0

2.6 ± 0.9

2.9 ± 1.3

NS

76.3 ± 12.5

81.2 ± 17

75.0 ± 24

0.66 ± 0.1

0.50 ± 0.3

0.77 ± 0.3

0.001

PA (70 - 100%)
TB (≤ 1.2 mg/dl)

0.024
NS

NS

AST (4 - 36 U/ml)

38.3 ± 26.1

29.5 ± 22.4

54.1 ± 28.6

0.002

ALT (4 - 32 U/ml)

35.5 ± 30.5

24.2 ± 20.2

54.2 ± 40.1

0.005

AP (13 - 45 UI/l)

49.9 ± 29.0

52.0 ± 30.9

48.9 ± 26.1

NS

GGT (6 - 28 UI/l)

11.3 ± 7.9

9.7 ± 8.6

39.2 ± 59.5

NS

AST/ALT ratio

1.47 ± 0.9

1.48 ± 0.8

1.33 ± 0.6

NS

PA: prothrombin activity; TB: total bilirubin; AST: aspartate aminotransferase; ALT: alanine aminotransferase; AP: alkaline phosphatase; GGT: gamma-glutamyltransferase.
Unit and normal range in parenthesis. Significance (p) in ANOVA or Kruskal-Wallis tests. Not significant: NS (> 0.05).
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showed the classical aspects of acute viral hepatitis and 44% the characteristics of nonspecific reactive hepatitis, while there was no evidence of increased connective tissue.22
Our results indicated that the fraction of
users of marijuana alone, out of the whole
sample of drug users, was smaller than that of
users of associations of marijuana with other
drugs. The results also indicated that associations with crack or alcohol were initiated about
1 year after the use of marijuana alone, which
is consistent with other observations3,23 that
marijuana is usually the drug with which usage starts. The mean age of users of marijuana
in association with crack was significantly

lower than for consumers of marijuana in association with alcohol. In other Brazilian series, the prevalence of marijuana consumption
among cocaine-addicted populations was
33%24 and 38.75%,25 but in ours the association with crack reached 67.5%. These observations should be taken into consideration by
those postulating liberation of marijuana for
recreational or medicinal use.
Absence of some clinical signs, especially
jaundice, as demonstrated here, could be
among the reasons for the neglect in evaluating hepatic damage among marijuana users,
in studies of the effects of the drug on the
organ system.4 The non-correlated liver en-

largement and enzyme alterations, in the marijuana group, could suggest that some cases of
liver enlargement were consequent not on
parenchymal lesion but rather on cell hypertrophy/hyperplasia, especially the Kupffer
component. This hypothesis seems reinforced
by the high prevalence of splenomegaly, again
not correlated with alterations in liver enzymes
or signs of portal hypertension. The correlation between liver palpation characteristics and
histopathological alterations26,27 would suggest
that, among marijuana users, the liver alterations were only of degenerative type in 40%,
and inflammatory or degenerative/inflammatory type in 33.3% of the cases. The possibil-

Table 2. Prevalence of clinical and laboratory alterations in chronic marijuana users,
when used on its own or in association with crack or alcohol
Variables

Marijuana
n = 26

Marijuana/crack
N = 83

Marijuana/alcohol
n = 14

p

n

%

n

%

n

%

Hepatomegaly

15

57.7

57

68.7

10

71.4

NS

Soft, not painful

6

23.1

17

20.5

3

21.4

NS

Soft, painful

5

19.2

35

42.2

4

28.6

NS

Firm, not painful

4

15.4

4

4.8

2

14.3

NS

1

1.2

1

7.1

NS
NS

Firm, painful

0

-

Splenomegaly

19

73.1

70

84.3

11

78.6

Percussion

19

73.1

67

80.7

10

Palpation

0

Hepatosplenomegaly
Clinical jaundice

12
0

71.4

NS

-

3

3.6

1

7.1

NS

46.2

51

61.4

7

50.0

NS

-

0

-

0

-

-

Albumin ↓

6

23.1

16

19.3

5

35.7

NS

Globulin ↑

12

46.2

24

28.9

5

35.7

NS

PA ↓

4

15.4

13

15.7

3

21.4

NS

TB ↑

1

3.8

-

1

7.1

-

AST ↑

0

11

42.3

25

30.1

11

78.6

0.002

ALT ↑

9

34.6

24

28.9

10

71.4

0.009

AP ↑

14

53.8

40

48.2

7

50.0

NS

4.8

4

28.6

0.005

GGT ↑

1

3.8

4

PA: prothrombin activity; TB: total bilirubin; AST: aspartate aminotransferase; ALT: alanine aminotransferase; AP: alkaline phosphatase; GGT: gamma-glutamyltransferase.
Arrows indicate increase (up) or reduction (down) in comparison with reference values. Significance (p) in chi-squared or Fisher’s exact tests. Not significant: NS (>
0.05).

Table 3. Laboratory alterations in chronic marijuana users, when used on its own or in association with crack or alcohol
Variables

Marijuana
n = 26

Marijuana/crack
N = 83

Marijuana/alcohol
n = 14

p

Albumin ↓

3.3 ± 0.2

3.0 ± 0.7

3.0 ± 0.3

NS

Globulin ↑

3.7 ± 0.3

3.7 ± 0.6

4.4 ± 0.7

NS

PA ↓

56.3 ± 5.2

53.6 ± 16.6

41.3 ± 25

NS

TB ↑

1.2 ± 0

-

1.3 ± 0

-

AST ↑

63.2 ± 21.8

58.4 ± 16.6

63.7 ± 23.3

NS

ALT ↑

67.3 ± 31.4

50.0 ± 16.3

69.1 ± 37.4

NS

AP ↑

71.1 ± 19

73.6 ± 30.6

69.3 ± 21.3

NS

29.0 ± 0

38.5 ± 8.7

114.8 ± 67.2

NS

GGT ↑

PA: prothrombin activity; TB: total bilirubin; AST: aspartate aminotransferase; ALT: alanine aminotransferase; AP: alkaline phosphatase; GGT: gamma-glutamyltransferase.
Arrows indicate increase (up) or reduction (down) in comparison with reference values. Significance (p) in ANOVA or Kruskal-Wallis tests. Not significant: NS (> 0.05).
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ity of the occurrence of fibrosis, indicated by
palpation, was indicated in little more than a
quarter of the cases.
Our observations regarding spleen enlargement in the marijuana group, detectable
only through percussion in Traube’s space, are
not consistent with the report on spleen
shrinkage in rodents submitted to high doses
of cannabinoids. 28 The significance of
cannabinoid receptors identified in macrophages at the marginal zone of the spleen29
and in blood lymphocytes30 remains obscure.
Alterations in AST, ALT and AP among
users of marijuana alone were usually slight,
in spite of being frequent, and were found respectively in 42.3% of cases, 47 – 114 U/ml;
34.6%, 38-124 U/ml; and 53.8%, 61 – 110
UI/l. The high prevalence of alterations in
aminotransferases in the marijuana/alcohol
group (AST, 78.6%; ALT, 71.4%) could be

nabinol concentration could vary according to the proportions of the parts. In samples from two different batches seized by
the São Paulo State Police, the delta-9tetrahydrocannabinol content measured
by gas chromatography was 0.82 and
2.2%.33 The concentration of delta-9-tetrahydrocannabinol in marijuana has increased significantly over recent decades,
from 1 - 5% up to 10 - 15%.13,34 Such
increases in potency could amplify the
risks of more serious liver affections, if
marijuana were to display dose-related
behavior similar to what is observed in
relation to alcohol.
b) The pattern of drug usage, especially with
regard to the duration of the habit and
daily amount consumed. The marijuana
users in this study started the habit earlier
than in another Brazilian study1 (13.6

interpreted as synergic enhancement of the
toxicity of both drugs.
The raising of AP, which was slight but
consistent in all groups, could at least in part
reflect defective bile excretion due to bile channel lesion. Divergent behavior of AP and
GGT, the latter elevated only in the marijuana/
alcohol group, could result from induction of
GGT by alcohol31 or derive from the two enzymes being produced at different sites.32
Analyses in studies on the hepatotoxicity
of marijuana or cannabinoids should take into
consideration various factors, detailed below.
a) The diversity of composition and potency
of the preparations, according to the geographic origin of cultivars and the plant
organs utilized. The marijuana utilized by
our patients was in the form of dried macerated inflorescence, leaves, sprouts and
stems, so that the delta-9-tetrahydrocan-

Table 4. Prevalence of clinical and laboratory alterations in patients with and without tattooing
Variables

Marijuana
tattooing
yes
n = 11
n

Marijuana/crack
tattooing
no
n = 15

Yes
n = 32

Marijuana/alcohol
tattooing

no
n = 51

yes
n=5

no
n=9

%

n

%

p

n

%

n

%

p

n

%

n

%

p

Hepatomegaly

5

45.5

10

66.7

NS

23

71.9

34

66.7

NS

4

80.0

6

66.7

NS

Splenomegaly

10

90.9

9

60.0

NS

26

81.3

44

86.3

NS

4

80.0

6

66.7

NS

Albumin ↓

4

36.4

2

13.3

NS

5

15.6

11

21.6

NS

2

40.0

3

33.3

NS

Globulin ↑

7

63.6

5

33.3

NS

6

18.8

18

35.3

0.03

3

60.0

2

22.2

NS

PA ↓

2

18.2

2

13.3

NS

5

15.6

8

15.7

NS

1

20.0

2

22.2

NS

AST ↑

4

36.4

7

46.7

NS

14

43.8

11

21.6

0.05

5

100

6

66.7

NS

ALT ↑

1

9.1

8

53.3

0.02

12

37.5

12

23.5

NS

5

100

5

55.5

NS

AP ↑

6

54.5

8

53.3

NS

14

43.8

26

51.0

NS

2

40.0

5

55.5

NS

GGT ↑

0

-

1

6.9

NS

3

2.0

NS

1

20.0

3

33.3

NS

9.4

1

PA: prothrombin activity; AST: aspartate aminotransferase; ALT: alanine aminotransferase; AP: alkaline phosphatase; GGT: gamma-glutamyltransferase. Arrows indicate
increase (up) or reduction (down) in comparison with reference values. Significance (p) in chi-squared or Fisher’s exact tests. Not significant: NS (> 0.05).

Table 5. Laboratory alterations in patients with and without tattooing
Variables

Marijuana
tattooing

Marijuana/crack
tattooing

Marijuana/alcohol
tattooing

yes
n = 11

no
n = 15

p

Yes
n = 32

no
n = 51

p

yes
n=5

no
n=9

Albumin ↓

3.3 ± 0.1

3.3 ± 0.2

NS

3.4 ± 0.1

2.8 ± 0.8

0.01

3.0 ± 0.4

3.0 ± 0.3

NS

Globulin ↑

3.4 ± 0.3

4.0 ± 0.7

NS

3.3 ± 0.2

3.9 ± 0.6

0.01

4.7 ± 0.4

4.0 ± 1

NS

PA ↓

55.5 ± 7.8

57.0 ± 4.2

NS

52.4 ± 11

54.4 ± 20

NS

63.0 ± 0

56.5 ± 23

NS

AST ↑

50.3 ± 7.7

70.5 ± 24

0.01

62.0 ± 15

53.8 ± 17

0.02

55.2 ± 9.4

70.8 ± 29

NS

ALT ↑

65.0 ± 0

67.6 ± 34

NS

48.7 ± 20

51.2 ± 12

NS

60.2 ± 41

78.0 ± 35

NS

AP ↑

68.2 ± 20

73.3 ± 19

NS

70.6 ± 25

75.2 ± 34

NS

85.5 ± 13

62.8 ± 21

NS

29.0 ± 0

-

35.7 ± 8

47.0 ± 0

-

38.0 ± 0

140.0 ± 5

-

GGT ↑

-

p

PA: prothrombin activity; AST: aspartate aminotransferase; ALT: alanine aminotransferase; AP: alkaline phosphatase; GGT: gamma-glutamyltransferase. Arrows indicate
increase (up) or reduction (down) in comparison with reference values. Significance (p) in Student’s test. Not significant: NS (> 0.05).
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rather than 15.2 years of age) and had used
the drug for about five years. The frequency of use and daily dose were also
higher than in another study evaluating
the toxicity of the drug,21 which could
explain some of the differences in results.
c) Nutritional states or alterations that could
favor liver damage become especially relevant in small patient series. Hypoalbuminemia is considered to be a useful indicator of nutritional deficit and this was
present in 23, 19 and 36% of the cases in
the respective groups of marijuana, marijuana/crack and marijuana/alcohol users.
In the first group, there was no correlation
between serum albumin levels and those
of liver enzymes, especially those of ALT,
thus suggesting that malnutrition should
not have been of influence in determining
susceptibility to the drug.
d) In the general population, the use of illicit drugs through non-parenteral routes
is associated with infection by viruses causing hepatopathy, especially the hepatitis
B and C viruses. The interference of such
infections was minimized by excluding
from this study homosexuals, parenteral
drug users, and patients that had piercings
or reported having received acupuncture,
blood derivatives or blood transfusion.
The patients included in this study aspi-
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Galduróz JCF, Carlini EA. O uso de drogas psicotrópicas entre
estudantes do 1 o e 2 o graus em dez capitais brasileiras:
comparação de três levantamentos - 1987/1989/ 1993. Temas.
1996;26(52):264-74.
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Addiction Research Foundation; 1998. p. 44-61.
Milman DH. The role of maribuana in patterns of drug abuse
by adolescents. J Pediatr. 1969;74(2):283-90.
Adams IB, Martin BR. Cannabis: pharmacology and toxicology
in animals and humans. Addiction. 1996;91(11):1585-614.
Hauschild TB. Marijuana. Mil Med. 1971;136(2):105-9.
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cyclase. Pharmacology of the response in neuroblastoma cell
membranes. Mol Pharmacol. 1984;26(3):532-8.
Caulfield MP, Brown DA. Cannabinoid receptor agonists inhibit Ca current in NG108-15 neuroblastoma cells via a per-

Usage of drugs as a risk factor for sexually
transmitted diseases has been frequently taken
for granted but should be better evaluated.
Marijuana is known not to be an aphrodisiac,41
which could be related to testosterone reduction,42 and frequent periods of absence of
sexual desire have been reported by chronic
cocaine users.43 The sexual transmission of
HCV is controversial, and has been considered
inefficient in Unites States surveys.36 In Brazil,
the evidence for this has been negative44 or
small (8.8%).45 The rate of chronic disease
after acute B-virus hepatitis was 1.7%46 and
the overall frequency of HBsAg in nonparenteral drug users 1.6%, 41 while the
prevalence of anti-HCV, among such users,
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Pharmacol. 1988;34(4):543-8.
10. Nahas G, Sutin K, Bennett WM. Review of Marihuana and

Sao Paulo Med J 2004; 122(3):110-16.

○

○

○

○

○

○

○

○

○

○

○

○

○

○

○

○

○

○

○

Medicine. N Engl J Med. 2000;343(7):514-5.
11. Bloom JW, Kaltenborn WT, Paoletti P, Camilli A, Lebowitz
MD. Respiratory effects of non-tobacco cigarettes. Br Med J
(Clin Res Ed). 1987;295(6612):1516-8.
12. Tashkin DP, Fligiel S, Wu TC, et al. Effects of habitual use of
marijuana and/or cocaine on the lung. In: Chiang CN, Hawks
RL, editors. Research findings on smoking of abused substances.
National Institute on Drug Abuse Research Monograph 99.

15.

16.
17.

18.

○

○

○

○

○

○

○

○

○

○

○

○

○

REFERENCES
○ ○ ○ ○ ○ ○ ○ ○

p. 313-482.
19. Kew MC, Bersohn I, Siew S. Possible hepatotoxicity of cannabis. Lancet. 1969;1(7594):578-9.
20. Indian Hemp Drugs Commission. Marijuana: report of The
Indian Hemp Drugs Commission, 1893-1894. Maryland: Silver Spring; 1969.
21. Hochman JS, Brill NQ. Chronic marihuana usage and liver
function. Lancet. 1971;2(7728):818-9.

graph Series no. 25. Canberra: Australian Government Publishing Service; 1994.
Hollister LE. Marijuana and immunity. J Psychoactive Drugs.
1992;24(2):159-64.
Nahas GG, Osserman EF. Altered serum immunoglobulin concentration in chronic marijuana smokers. In: Friedman H,
Spector S, Klein TW, editors. Drugs of abuse, immunity, and
immunodeficiency. New York: Plenum Press; 1991. p. 25-32.
Hall W, Solowij N. Adverse effects of cannabis. Lancet.
1998;352(9140):1611-6.
Porto JAF. Aparelho Digestivo. In: Romeiro JV, Tarantino AB,
editors. Semiologia Médica. 12a ed.. Rio de Janeiro: Guanabara
Koogan; 1983. p. 343-446.
Surós Batllo A. Aparelho digestivo. In: Surós Forns J , Surós
Batllo J, Surós Batllo A, editores. Semiologia médica e técnica
exploratória, 6a ed. Rio de Janeiro: Guanabara Koogan ; 1981.

Janeiro: Guanabara Koogan; 1996. p. 312-41.
28. Munson AE, Fehr KO. Immunological effects of cannabis. In:

monographs/99.pdf. Accessed in 2004 (May 10).
13. Hall LW, Solowij N, Lemon J. The health and psychological
consequences of cannabis use. National Drug Strategy Mono-

14.

○

22. Cooper AD, Niejadlik D, Huston K. Liver disease in
nonparenteral drug abusers. JAMA. 1975;233(9):964-96.
23. Galduróz JCF, Noto AR, Carlini EA. O abuso de inalantes entre estudantes de 1o e 2o graus da rede pública de ensino: as
drogas de início? Temas. 1996;26(51):126-36.
24. Leite MC. Relações entre dependência de cocaína e transtornos
depressivos: contribuição para o estudo da co-morbidade
psiquiátrica em pacientes dependentes de substâncias
psicoativas.. [dissertation]. São Paulo (SP): Faculdade de
Medicina da Universidade de São Paulo; 1995.
25. Odo SA, Araújo AC, Santos AF, et al. Consumo de maconha
entre dependentes de cocaína em tratamento ambulatorial: níveis
de consumo, confiabilidade do relato e implicações para o
tratamento. [Marijuana use among cocaine dependents in outpatient treatment: level of use, reliability of the report and implications for the treatment]. Rev Psiquiatr Clin. 2000;27(1):43-9.
26. Bates B. Abdome. In: Bates B. Propedêutica médica, 4a ed. Rio
de Janeiro: Guanabara; 1990. p. 312-37 .
27. Porto CC. Abdome. In: Porto CC. Exame clínico, 3a ed. Rio de

Rockville, Maryland: National Institute on Drug Abuse; 1990.
p. 63-87. Available from URL: http://www.drugabuse.gov/pdf/

tussis toxin-sensitive mechanism. Br J Pharmacol.
1992;106(2):231-2.
8.

especially of crack, has ranged from 21% (in
New York) to 2% (San Francisco and Miami).47
The prevalence of liver enzyme alterations
in marijuana users was higher than would be
expected under the unrealistic hypothesis that
all patients were bearers of viral infection
showing enzyme alteration. The mean levels
of the AST:ALT ratio were high in all groups
(marijuana, 1.47; marijuana/crack, 1.48;
marijuana/alcohol, 1.34). Within the setting
of viral hepatitis, the AST:ALT ratio is typically less than 1.0.48
Furthermore, tattooing was investigated,
which is a trend among white and brownish
male drug users and a form of virus transmission. Comparisons of the prevalence of liver
alterations and the enzyme levels in tattooed
and non-tattooed subgroups of the marijuana
group revealed that the latter showed higher
prevalence and levels of aminotransferases,
especially ALT. This indicates that liver alterations observed were most probably due to
marijuana itself, rather than a possible associated viral infection.
The results point towards the occurrence
of possible marijuana hepatotoxicity. This
should be taken into consideration along with
other organ affections resulting from chronic
marijuana usage, in discussions on its legalization and therapeutic uses.

rated marijuana via cigarettes or crack via
orally smoked pipes. In this way, the possibility of viral contamination would be
restricted to the oral, sexual35 or skin decoration routes.36 The possibility of transmission of the hepatitis B virus through
the saliva is still debatable, while transmission of the C virus has not been indicated.37,38 Association of the hepatitis C
virus (HCV) with cocaine usage was related to inhalation from collective intranasal straws, suggesting that the contamination was really parenteral, through the
bruised nasal mucous membrane.36,39,40

116

29.

30.

31.

32.

33.

34.

35.

○

Fehr KO, Kalant H, editors. Adverse health and behavioral consequences of cannabis use. Toronto: Addiction Research Foundation; 1983. p. 257-354.
Munro S, Thomas KL, Abu-Shaar M. Molecular characterization of a peripheral receptor for cannabinoids. Nature.
1993;365(6441):61-5.
Bouaboula M, Rinaldi M, Carayon P, et al. Cannabinoidreceptor expression in human leukocytes. Eur J Biochem.
1993;214(1):173-80.
Konttinen A, Hartel G, Louhija A. Multiple serum enzyme
analyses in chronic alcoholics. Acta Med Scand.
1970,188(4):257-64.
Teschke R, Neuefeind M, Nishimura AM, et al. Hepatic gammaglutamyltransferase activity in alcoholic fatty liver: comparison
with other enzymes in man and rats. Gut. 1983;24(7):625-30.
Carlini EA, Karniol IG, Renault PF, Schuster CR. Effects of
marihuana in laboratory animals and in man. Br J Pharmacol.
1974;50(2):299-309.
American Psychiatric Association: Diagnostic and Statistical
Manual of Mental Disorders (DSM IV). 4th ed. Washington:
American Psychiatric Association; 1994.
Booth RE, Watters JK, Chitwood DD. HIV risk-related sex

○

Publishing
information
○ ○ ○ ○ ○ ○ ○ ○ ○ ○ ○ ○ ○ ○ ○ ○ ○

○

Paulo Borini. Assistant professor of clinical gastroenterology, Faculdade de Medicina de Marília. Physician at Hospital Espírita de Marília. Marília, São Paulo, Brazil.
Romeu Cardoso Guimarães. Associate professor, Department of General Biology, Institute of Biological Sciences,
Universidade Federal de Minas Gerais, Belo Horizonte,
Minas Gerais, Brazil.
Sabrina Bicalho Borini. Scientific initiation student,
Faculdade de Medicina, Universidade de Marília (Unimar),
Marília, São Paulo, Brazil.

Sources of funding: Fapemig (Proc. no CBB 64/98) and
CNPq (Proc no 470925/019)
Conflicts of interest: None
Date of first submission: February 5, 2003
Last received: July 21, 2003
Accepted: September 19, 2003

Address for correspondence:
Paulo Borini
R. Gabriel Monteiro da Silva, 40
Marília/SP — Brasil — CEP 17501-150
Tel. (+55 14) 433-1345 / 433-4897
E-mail: fborini@unimedmarilia.com.br

COPYRIGHT © 2004, Associação Paulista de Medicina

São Paulo Medical Journal — Revista Paulista de Medicina

behaviors among injection drug users, crack smokers, and injection drug users who smoke crack. Am J Public Health.
1993;83(8):1144-8.

Fehr KO, Kalant H, editors. Adverse health and behavioral consequences of cannabis use. Toronto: Addiction Research Foundation; 1983. p. 355-432.

36. Conry-Cantilena C, VanRaden M, Gibble J, et al. Routes of
infection, viremia, and liver disease in blood donors found to
have hepatitis C virus infection. N Engl J Med.
1996;334(26):1691-6.
37. Mincis R, Mincis M. Hepatites agudas pelos vírus A, B, C. In:
Mincis M, editor. Gastroenterologia & hepatologia, diagnóstico
e tratamento. São Paulo: Lemos Editorial; 1997. p.607-12.
38. Kage M, Ogasawara S, Kosai K, et al. Hepatitis C virus RNA
present in saliva but absent in breast-milk of the hepatitis C
carrier mother. J Gastroenterol Hepatol. 1997;12(7):518-21.
39. Cooper AD, Niejadlik D, Huston K. Liver disease in
nonparenteral drug abusers. JAMA. 1975;233(9):964-6.
40. Schiff ER. Update in hepatology. Ann Intern Med.
2000;132(6):460-6.

43. Siegel RK. Cocaine and sexual dysfunction: the curse of mama
coca. J Psychoactive Drugs. 1982;14(1-2):71-4.
44. Souto FJ, Fontes CJ, Martelli CM, et al. Hepatitis C virus prevalence among an immigrant community to the southern Amazon,
Brazil. Mem Inst Oswaldo Cruz. 1999;94(6):719-23.
45. Tengan FM, Eluf-Neto J, Cavalheiro NP, Barone AA. Sexual
transmission of hepatitis C virus. Rev Inst Med Trop São Paulo.
2001;43(3):133-7.
46. Ferraz MLG, Silva AEB. Hepatites crônicas pelo vírus B. In:
Mincis M, editor. Gastroenterologia & Hepatologia,
Diagnóstico e Tratamento. São Paulo: Lemos Editorial; 1997.
p.613-20.
47. Edlin BR, Faruque S, Word CO, McCoy CB, Willams IT. Prevalence of hepatitis C virus infection among crack cocaine smokers in three U.S. cities. [abstrat]. Gastroenterology.
1999;116:A1206.
48. Gopal DV, Rosen HR. Abnormal findings on liver function
tests. Interpreting results to narrow the diagnosis and establish
a prognosis. Postgrad Med. 2000;107:100-2, 105-9, 113-4.

41. Louria DB. Some aspects of the current drug scene with emphasis on drugs in use by adolescents. Pediatrics.
1968;42(6):904-11.
42. Bloch E. Effects of marihuana and cannabinoids on reproduction, endocrine function, development and chromosomes. In:

○

○

○

○

○

○

○

○

○

○

○

○

○

○

○

○

○

○

○

Possível hepatotoxicidade do uso crônico de
maconha
CONTEXTO: Hepatotoxidade é uma complicação potencial do uso de várias drogas ilícitas,
possivelmente como conseqüência do seu
metabolismo hepático. Entretanto, informações sobre tal possibilidade são escassas na
bibliografia médica.
OBJETIVO: Estudar a ocorrência de alterações
clínicas e laboratoriais hepáticas que podem
ocorrer em usuários crônicos de maconha, isoladamente ou associadas ao uso de outras drogas lícitas e ilícitas.
TIPO DE ESTUDO: estudo transversal
LOCAL: Hospital Espírita de Marília, Marília SP, Brasil.
PARTICIPANTES: Foram estudados 123 pacientes, internados no Hospital Espírita de
Marília de outubro de 1996 a dezembro de
1998, divididos em três grupos: 26 (21%)
usuários exclusivamente de maconha, 83
(67,5%) usuários de maconha e crack e 14
(11,4%) usuários de maconha e álcool.
PROCEDIMENTOS E VARIÁVEIS ESTUDADAS: Os pacientes foram examinados clinicamente, com especial ênfase nos aspectos
relativos aos tipos de drogas usadas e rotas de
usos, idade de início do uso, tempo e padrão
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RESUMO
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de uso, presença ou ausência de tatuagem,
icterícia, hepatomegalia e esplenomegalia.
Foram determinados os níveis séricos de proteínas totais, albumina, globulina, bilirrubina
total e frações, aspartato-aminotransferase
(AST), alanina-aminotransferase (ALT),
fosfatase alcalina (FA), gama-glutamiltransferase e atividade da protrombina.
RESULTADOS: Entre os usuários exclusivos de
maconha foram observados hepatomegalia
em 57,7% e esplenomegalia em 73,1% dos
casos, e estavam discretamente elevadas a AST
(42,3%), ALT (34,6%) e FA (53,8%). Os três
grupos não diferiram significativamente nas
prevalências de hepatomegalia, esplenomegalia e hepatoesplenomegalia. No grupo maconha/álcool foram observadas as maiores
prevalências de alterações e níveis mais elevados das aminotransferases. Os níveis médios
da fosfatase alcalina estavam acima do valor
normal em todos os grupos.
CONCLUSÕES: O uso crônico de maconha,
exclusivo ou associado a outras drogas, associou-se a alterações morfológicas e
enzimáticas hepáticas, sugerindo serem os
canabinóides substâncias possivelmente
hepatotóxicas.
PALAVRAS-CHAVE: Maconha. Canabinóides.
Drogas ilícitas. Hepatopatias. Fígado.
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