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Background: An inverse association between serum alanine
aminotransferase (ALT) levels and the risk of myocardial
infarction (MI) has been reported in the general population. We
investigated associations between ALT levels and the risk of

various cardiovascular and cerebrovascular outcomes in a large
cohort study of HIV-positive individuals.

Methods: Using Poisson regression, we investigated associations
between the latest ALT level and MI, coronary heart disease (CHD),
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and stroke, after adjusting for known confounders and cumulative/
recent exposure to antiretroviral drugs. Analyses were also per-
formed for the end points of all-cause/liver-related mortality and
new-onset diabetes mellitus.

Results: By February 2011, participants had experienced 541 MIs,
804 CHD, and 258 stroke events. The MI rate decreased from
3.1/1000 person-years among those with ALT #18 U/L to 2.1/1000
person-years among those with ALT .60 U/L. After adjustment for
confounders, each 2-fold increment in ALT was associated with
a 19% drop in the MI rate {relative rate, 0.81 [95% confidence
interval (CI): 0.74 to 0.89], P = 0.0001}. A weaker inverse associ-
ation was seen for CHD with no indication of a linear association
between ALT levels and stroke (P = 0.72). Adjusted relative rates
were 0.88 (95% CI: 0.81 to 0.97) and 0.70 (95% CI: 0.54 to 0.92) in
those who were hepatitis C virus negative and hepatitis C virus
positive, respectively, and 0.72 (95% CI: 0.58 to 0.89) and 0.84
(0.77 to 0.93) in injection drug users and non-injection drug users,
respectively. Liver-related mortality and diabetes both demonstrated
a positive association with ALT levels, whereas all-cause mortality
showed a U-shaped relationship.

Conclusions: Higher ALT levels are associated with lower MI risk
in HIV-positive individuals, but with higher risks of liver-related
mortality and diabetes mellitus.

Key Words: myocardial infarction, alanine aminotransferase, car-
diovascular disease, coronary heart disease, stroke

(J Acquir Immune Defic Syndr 2013;63:456–463)

INTRODUCTION
High serum alanine aminotransferase (ALT) levels have

been reported to be associated with an increased risk of several
outcomes in both the general and HIV-positive populations,
including diabetes, nonalcoholic fatty liver disease, and both
liver-related and all-cause mortality.1–5 In contrast, Ford et al6

recently reported the unexpected finding that among individu-
als recruited to 3 general population cohorts [the West of Scot-
land Coronary Prevention Study (WOSCOPS), the Prospective
Study of Pravastatin in the Elderly at Risk (PROSPER), and the
Leiden 85-plus Study], there were inverse associations between
baseline ALT levels within the normal range and all-cause
mortality (over a period of follow-up that ranged from around
4 to 16 years in the 3 cohorts) and mortality from coronary
heart disease (CHD), cancer, and other non-cardiovascular
causes. These associations remained after adjustment for mea-
sured confounders. Individuals included in the studies were
aged from 45 to 85 years, and the predictive ability of ALT
levels was found across the normal range of values. The
authors could not demonstrate a mechanism for their findings,
but speculated that the inverse associations might reflect
impaired synthetic capacity in the liver, reduced liver cell turn-
over, or low skeletal muscle mass, all of which might, them-
selves, be associated with increased mortality.

HIV-positive individuals are at a high risk of elevated
transaminase levels as a result of coinfection with hepatitis B or
C, lifestyle factors (alcohol and drug use), and treatment with
some antiretroviral drugs.7–10 Furthermore, there is increasing

evidence that HIV also plays a role in the development of car-
diovascular disease (CVD), possibly through inflammatory
processes, and some antiretroviral drugs also raise CVD
risk.11–13 We investigated associations between ALT levels
and the risk of various cardiovascular and cerebrovascular out-
comes, primarily focusing on myocardial infarction (MI), in
the Data Collection on Adverse Events of Anti-HIV Drugs
(D:A:D) Study.

METHODS
The design of the D:A:D Study has been described

in detail elsewhere.13,14 In brief, it is an observational study
of .49,000 HIV-positive people under care for HIV from 11
cohorts from Europe, Australia, and the United States. All
participants were under active follow-up in their cohorts at
the time of enrollment in the study. The primary study aim
was to investigate the associations between use of antiretro-
viral drugs and risk of CVD and other major clinical events.
Data are collected prospectively during routine clinic visits;
the standardized dataset includes information on sociodemo-
graphic factors, AIDS events and deaths, known risk factors
for CVD, laboratory markers for monitoring HIV (including
CD4 count and HIV RNA) and CVD, antiretroviral treatment,
and treatments that influence CVD risk. Information on all
incident cases of CVD is reported to the study coordinating
center for validation and coding that is performed blind to the
patient’s antiretroviral treatment status. Information on cause
of death was captured using the Coding of Causes of Death in
HIV (CoDe) form.15,16 The present analyses were limited to
the participating cohorts that provided data on ALT levels.

Statistical Methods
Follow-up time for the analysis was considered from the

date of recruitment to the D:A:D Study until the earliest of
a new event, death, February 1, 2011, or 6 months after the
individual’s last clinic visit. For our primary analyses, we con-
sidered the following events: (1) MI; (2) CHD: MI, sudden
cardiac death, or invasive procedure (coronary artery bypass
graft, carotid endarterectomy, or angioplasty); or (3) Confirmed
stroke. Each individual’s follow-up was split into a series of
consecutive 1-month periods and his/her clinical, immunologic,
and virological status at the start of each period was established
(using the most recently available information before the start
of each period). Each individual’s latest ALT level was cate-
gorized (Table 1), and event rates were calculated for each
stratum. Analyses were performed using Poisson regression
with adjustment for potential confounders (for nonstroke end
points: gender, age, race, mode of HIV acquisition, previous
and family history of CVD, body mass index, smoking status,
clinical cohort, calendar year, cumulative exposure to each
specific antiretroviral drug, and recent exposure to drugs in
the nucleoside reverse transcriptase inhibitor class; for the
stroke end point: gender, age, previous history of CVD, body
mass index, smoking status, hypertension, and calendar year).
Analyses were also performed with the latest ALT level
included as a continuous covariate (after log2 transformation).
To further assess whether our results were driven by individuals
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who were coinfected with hepatitis C virus (HCV) or who had
a reported history of injection drug use, our analyses were
repeated after stratifying by these factors.

Several sensitivity analyses were also performed for the
MI end point. (1) To investigate possible mechanisms for any
associations seen, we performed analyses that additionally
adjusted for the latest levels of total cholesterol and tri-
glyceride. (2) As statin use has been reported to lead to an
increased risk of diabetes and elevated ALT levels,17 analyses
also included adjustment for exposure to lipid-lowering
drugs. (3) As patients with elevated ALT may die from com-
peting causes (eg, liver failure), we performed an analysis
after excluding all patients from the dataset who died of
non-CVD causes without having an MI. (4) As ALT levels
are highly variable measurements,7 analyses were repeated
after smoothing the longitudinal ALT levels using a running
median of the 3 preceding values. (5) Analyses were repeated
after excluding periods of follow-up when an individual’s
ALT level had not been measured within the past 6 months.
Results of all sensitivity analyses were consistent with our
main analyses and are described only in brief.

Although the cardiovascular and cerebrovascular events
were of primary interest, analyses were also performed
considering all-cause mortality, liver-related mortality, and
new-onset diabetes mellitus as secondary end points. These
secondary end points were chosen as positive controls as the
published literature would suggest that higher ALT levels
should be associated with higher risk of liver-related mortality
and diabetes mellitus; predicted associations with all-cause
mortality are unclear given the many different causes of death
in the cohort.

RESULTS
The study population (from 8 of the 11 participating

cohorts) included 31,235 participants. Three-quarters (73.0%)

of participants were male; ethnic group was white in 53.2%,
black in 7.0%, other in 1.4%, and unknown/not recorded in
38.4% (Table 1). At entry to the study, the median [interquar-
tile range (IQR)] age of patients was 37 (32–44) years and
66.6% had been exposed to antiretroviral therapy. The median
(IQR) CD4 count of participants was 405 (249–591) cells/mm3,
and HIV RNA was 3.0 (1.7–4.5) log10 copies per milliliter.

By February 1, 2011, the participants had experi-
enced 541 MIs over 200,815 person-years follow-up {PYFU;
2.7/1000 PYFU [95% confidence interval (CI): 2.5 to 2.9]},
804 CHD events over 199,972 PYFU [4.0/1000 (95% CI: 3.7
to 4.3) PYFU] and 258 stroke events over 201,925 PYFU
[1.3/1000 (95% CI: 1.1 to 1.4) PYFU]. Patients contributed
a median (IQR) of 10 (4–18) ALT measurements to the anal-
ysis; ALT levels were measured a median (IQR) of 144
(94–186) days apart. Overall, the median ALT level was 28
(IQR: 19–46) U/L with no evidence of a change in level over
time [median (IQR): 28 (18–52) U/L for measurements taken in
2000, 28 (20–43) U/L for measurements taken in 2010/2011].
As expected, ALT values were higher in men, those who were
older, injection drug users, those of white or unknown race,
those with an existing diagnosis of diabetes, and those coin-
fected with hepatitis B virus or HCV, whereas levels were
lower in those of black African race and in those with
a BMI ,18 kg/m2 (data not shown).

The MI event rate decreased from 3.1/1000 PYFU
among those with a latest ALT level #18 U/L to 2.1/1000
PYFU among those with a latest ALT level .60 U/L
(Table 2). After adjustment for known CVD risk factors,
calendar year, and cumulative/recent exposure to each anti-
retroviral drug, there was a clear reduction in MI risk as the
ALT level increased, each 2-fold (log2) increment in ALT
being associated with a 19% drop in the MI rate [0.81
(95% CI: 0.74 to 0.89), P = 0.0001]. Exclusion of individuals
with an ALT level above the upper limit of normal (taken to
be 40 IU for the purposes of this analysis) resulted in a similar
estimate [0.80 (95% CI: 0.68 to 0.95)]. In contrast, although
an inverse association was seen with the CHD end point [0.92
(95% CI: 0.86 to 0.99), P = 0.02], this appeared to be much
weaker than that for MI (an 8% reduction in the risk of CHD
for each 2-fold increment in ALT level), and there was no
clear indication of a linear association between ALT levels
and the risk of stroke (P = 0.72). Thus, the negative associ-
ation appeared to be specific to MI and did not extend to other
cardio/cerebrovascular end points evaluated.

The estimated adjusted association between MI and the
latest ALT level did not change after further adjustment for
the latest triglyceride/total cholesterol levels [0.81 (95% CI:
0.74 to 0.88), P = 0.0001], or for the use of lipid-lowering
drugs [0.81 (95% CI: 0.74 to 0.88), P = 0.0001]. After
excluding from analysis those patients who died from non–
CVD-related causes, the association between the latest ALT
level and MI risk was again unchanged [0.82 (95% CI: 0.75
to 0.89), P = 0.0001]. Analyses were repeated after smoothing
the longitudinal ALT levels before log2 transformation using
a running median, again with consistent results [0.79 (95%
CI: 0.72 to 0.87), P = 0.0001]. The adjusted relative rate was
0.88 (0.81 to 0.97) in those who were HCV negative and 0.70
(95% CI: 0.54 to 0.92) in those who were HCV positive

TABLE 1. Characteristics of 31,235 Individuals at Entry to the
Study

n (%)

Gender, n (%)

Male 22,788 (73.0)

Female 8447 (27.0)

Mode of HIV acquisition, n (%)

Sex between men 12,950 (41.5)

Injection drug use 5307 (17.0)

Sex between men and women 10,763 (34.5)

Other/unknown 2215 (7.1)

Ethnicity, n (%)

White 16,630 (53.2)

Black African 2188 (7.0)

Other 436 (1.4)

Unknown 11,981 (38.4)

Age (yrs), median (IQR) 37 (32–44)

Prior antiretroviral therapy, n (%) 20,816 (66.6)

HIV RNA #50 copies per mL, n (%) 8502 (29.0)

CD4 count (cells/mm3), median (IQR) 405 (249–591)
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(P value for interaction = 0.15); the adjusted relative rates
were 0.72 (95% CI: 0.58 to 0.89) in injection drug users
and 0.84 (95% CI: 0.77 to 0.93) in non-injection drug users
(P value for interaction = 0.14). Finally, after excluding peri-
ods of follow-up when an individual’s ALT level had not
been measured in the past 6 months, the results were similar
[95% CI: 0.77 (0.69 to 0.87), P = 0.0001].

Analyses of non-cardio/cerebrovascular end points
(Table 3) supported our predefined hypothesized associa-
tions. Both liver-related mortality and diabetes demonstrated
a positive association with ALT levels (ie, higher levels were
associated with increased risk of each event), whereas all-
cause mortality showed a U-shaped relationship with higher
mortality levels in those with either very low (,18 U/L) or
very high (.60 U/L) ALT levels, presumably reflecting dif-
ferent associations with ALT and specific causes of mortality
in the cohort.

DISCUSSION
Using the data from a large prospective study of HIV-

positive individuals, we have confirmed the unexpected
findings from Ford et al6 of an inverse association between
an individual’s ALT level and his/her risk of MI. In particular,
we found that there was a linear relationship with the latest
ALT level, with the risk of MI progressively decreasing as the

ALT level increased. Our findings were robust to variations in
the measurement of ALT and could not be explained by
a higher rate of mortality from competing causes in those
with higher ALT levels.

In contrast to Ford’s analysis, where inverse associa-
tions were also seen with all-cause mortality, cancer deaths
(not evaluated as part of the present analysis), and other car-
dio/cerebrovascular end points, our association with ALT did
appear to be specific to the MI end point. However, it should
be noted that whereas the cohorts included in Ford’s study
included individuals whose ALT levels were largely in the
normal range, HIV-positive individuals in the D:A:D Study
generally have higher ALT levels (eg, around 20% of follow-
up time was spent with an ALT level of .60 U/L); thus, it is
likely that the strong positive associations between ALT and
liver-related mortality and diabetes are driven by individuals
with ALT levels at the higher end of the normal range or
above. Of note, our findings relating to MI risk, and those
of Ford, are inconsistent with those of Schindhelm et al18 who
noted a higher rate of fatal and nonfatal CHD events in those
with higher ALT levels.

Consistent with other published data, a higher ALT
level was associated with an increased risk of diabetes
mellitus.4 Not surprisingly, we found an increased risk of
liver-related mortality in those with very high ALT levels in

TABLE 2. MI, CHD, and Stroke Event Rates Stratified by Latest (Time-Updated) ALT Level, Unadjusted, and Adjusted* Associations
Between the Latest ALT Level and Each Outcome

Latest ALT
Level (U/L) Events PYFU

Rate (per 1000 PYFU)
(95% CI)

Relative Rate (95% CI)

Unadjusted P Adjusted* P

MI

#18 119 38,354 3.1 (2.6 to 3.7) 1 — 1 —

.18 to #25 98 34,584 2.8 (2.3 to 3.4) 0.91 (0.70 to 1.19) 0.51 0.80 (0.61 to 1.05) 0.10

.25 to #35 99 34,436 2.9 (2.3 to 3.4) 0.93 (0.71 to 1.21) 0.58 0.78 (0.60 to 1.03) 0.08

.35 to #60 83 35,502 2.3 (1.8 to 2.8) 0.75 (0.57 to 1.00) 0.05 0.60 (0.45 to 0.80) 0.0005

.60 72 34,050 2.1 (1.6 to 2.6) 0.68 (0.51 to 0.91) 0.01 0.50 (0.37 to 0.68) 0.0001

Not known 70 23,889 2.9 (2.2 to 3.6) 0.94 (0.70 to 1.27) 0.70 0.65 (0.45 to 0.93) 0.02

/log2 increment 0.89 (0.82 to 0.96) 0.004 0.81 (0.74 to 0.89) 0.0001

CHD

#18 166 38,230 4.3 (3.7 to 5.0) 1 — 1 —

.18 to #25 144 34,445 4.2 (3.5 to 4.9) 0.96 (0.77 to 1.20) 0.74 0.87 (0.70 to 1.09) 0.24

.25 to #35 153 34,246 4.5 (3.8 to 5.2) 1.03 (0.83 to 1.28) 0.80 0.92 (0.73 to 1.15) 0.45

.35 to #60 124 35,313 3.5 (2.9 to 4.1) 0.81 (0.64 to 1.02) 0.07 0.72 (0.57 to 0.91) 0.005

.60 122 33,918 3.6 (3.0 to 4.2) 0.83 (0.66 to 1.05) 0.11 0.76 (0.60 to 0.97) 0.03

Not known 95 23,820 4.0 (3.2 to 4.8) 0.92 (0.71 to 1.18) 0.51 0.73 (0.57 to 0.94) 0.02

/log2 increment 0.94 (0.88 to 1.00) 0.07 0.92 (0.86 to 0.99) 0.02

Confirmed stroke

#18 65 38,484 1.7 (1.3 to 2.1) 1 — 1 —

.18 to #25 42 34,770 1.2 (0.8 to 1.6) 0.72 (0.49 to 1.05) 0.09 0.67 (0.45 to 0.99) 0.05

.25 to #35 37 34,697 1.1 (0.7 to 1.4) 0.63 (0.42 to 0.95) 0.03 0.58 (0.39 to 0.88) 0.01

.35 to #60 31 35,749 0.9 (0.6 to 1.2) 0.51 (0.33 to 0.79) 0.002 0.48 (0.31 to 0.74) 0.001

.60 56 34,222 1.6 (1.2 to 2.1) 0.97 (0.68 to 1.38) 0.86 0.97 (0.67 to 1.40) 0.88

Not known 27 24,003 1.1 (0.7 to 1.6) 0.67 (0.43 to 1.04) 0.08 0.64 (0.41 to 1.01) 0.06

/log2 increment 0.98 (0.87 to 1.09) 0.004 0.98 (0.87 to 1.10) 0.72

*Analyses of MI adjusted for demographic and CVD risk factors and cumulative exposure to specific antiretroviral drugs, and recent exposure to drugs from the nucleoside reverse
transcriptase inhibitor class; analyses of stroke adjusted for gender, age, previous history of CVD, body mass index, smoking status, hypertension, and calendar year.
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the cohort. The strong association between a higher ALT
level and an increased risk of liver-related mortality has been
reported by others.3 Interestingly, we found a U-shaped asso-
ciation between ALT levels and all-cause mortality, with
a higher mortality risk in those with very low and those with
very high ALT levels. It is likely that the shape of any asso-
ciation with all-cause mortality will depend on the underlying
causes of mortality in the cohort. Trends in causes of death in
the D:A:D Study have recently been presented16; liver-related
mortality currently accounts for 13% of deaths that have
occurred, with deaths from MI accounting for 6%.

We investigated whether the association between low
ALT and a higher MI rate was driven by a higher rate of viral
hepatitis (or injection drug use) in those with high ALT
levels. Around 20% of follow-up time in the D:A:D Study is
contributed by patients who are coinfected with HCV and 6%
by those coinfected with hepatitis B virus19; 17.0% of patients
in the present dataset were infected with HIV via injection
drug use. Although we found a significant inverse association
between MI risk and ALT levels regardless of HCV status or
injection drug use, the associations did appear to be numeri-
cally greater in those who were HCV positive and in those
who were infected with HIV through injection drug use (note

that these groups largely overlap). The differences between
these subgroups were not significant, however, suggesting
that any differences may simply reflect chance variation. Fur-
thermore, the fact that Ford’s study was conducted within the
general population, where only a small proportion of individ-
uals would be expected to have viral infections or to be injec-
tion drug users, suggests that the association is unlikely to be
driven by these factors.

Exposure to some antiretroviral drugs, particularly
nevirapine and ritonavir, is associated with hepatotoxicities
and raised ALT levels; the nucleoside reverse transcriptase
inhibitors, stavudine and didanosine (and possibly zidovu-
dine), may also cause hepatic steatosis that would tend to lead
to elevated ALT levels.7–10,20 It is unlikely that a greater expo-
sure to these drugs could explain the lower risk of MI in those
with high ALT levels for 2 reasons. First, if this were to
explain our findings, the drugs that are most likely to cause
ALT elevations would also have to be associated with
a reduced MI risk; the only antiretroviral drug where this
might plausibly be the case is nevirapine, which is associated
with a more favorable lipid profile.21 Secondly, our associa-
tions were similar both before and after adjustment for cumu-
lative exposure to specific antiretroviral drugs and to current
exposure to drugs from the nucleoside reverse transcriptase
inhibitor class. Thus, we do not believe that this is an expla-
nation for our findings.

Results from a recent meta-analysis of 72 randomized
trials of statins found that statin treatments significantly
increased the rate of elevated ALT levels.17 As statin treatment
would reduce the risk of MI in those receiving them, this might
induce an inverse relationship between ALT levels and MI
risk. However, the inverse association was not removed after
adjustment for either the lipid levels themselves or for the use
of lipid-lowering drugs as a class (note that the data collection
for the D:A:D Study does not allow us to differentiate between
statins and other lipid-lowering drugs). Thus, we do not believe
that this is a likely explanation for our findings.

Finally, it should be noted that our multivariable
regression model included adjustment for current smoking
status. Hence, although cigarette smoking is a known risk
factor for MI and may also lead to a reduction in ALT levels,
it cannot explain the associations seen. Although we do not
capture more detailed information on pack-years or number of
cigarettes smoked, we would not expect this to confound any
associations with ALT and so do not believe that this
additional information would change our conclusions.

Several limitations of our study must be noted. Firstly,
we do not collect information on alcohol use among
participants. It has been suggested that a moderate intake of
alcohol may be beneficial to the coronary arteries,22 and alco-
hol is known to increase ALT levels,23 thus possibly explain-
ing the observed inverse association between increasing ALT
levels and MI risk. However, it should be noted that the
findings by Ford et al6 were adjusted for alcohol consump-
tion, and so this did not appear to explain the inverse associ-
ation in their study. Furthermore, we did not find a similarly
strong inverse association with the CHD end point, although
alcohol may also be expected to lead to a reduced risk of this
broader end point. As ALT levels were not routinely

TABLE 3. Adjusted* Associations Between Latest ALT Level
and Event Rates for (1) All-Cause Mortality, (2) Liver-Related
Mortality, and (3) Diabetes

Latest ALT Level (U/L) Relative Rate (95% CI) P

All-cause mortality [2230 events, 202,727 PYFU, rate (95% CI)/1000 PYFU:
11.0 (10.5 to 11.5)]

#18 1 —

.18 to #25 0.74 (0.64 to 0.86) 0.0001

.25 to #35 0.87 (0.75 to 1.00) 0.05

.35 to #60 0.99 (0.87 to 1.14) 0.91

.60 1.38 (1.21 to 1.57) 0.0001

Not known 0.18 (0.13 to 0.24) 0.0001

/log2 increment 1.14 (1.10 to 1.18) 0.0001

Liver-related mortality [329 events, 202,727 PYFU, rate (95% CI)/1000
PYFU: 1.62 (1.45 to 1.80)]

#18 1 —

.18 to #25 0.96 (0.49 to 1.89) 0.91

.25 to #35 2.01 (1.13 to 3.56) 0.02

.35 to #60 4.08 (2.44 to 6.85) 0.0001

.60 6.88 (4.15 to 11.40) 0.0001

Not known 0.59 (0.24 to 1.48) 0.26

/log2 increment 1.58 (1.45 to 1.72) 0.0001

Diabetes [922 events, 198,079 PYFU, rate (95% CI)/1000 PYFU: 4.78 (4.47
to 5.08)]

#18 1 —

.18 to #25 1.05 (0.80 to 1.39) 0.72

.25 to #35 1.50 (1.16 to 1.94) 0.002

.35 to #60 2.15 (1.68 to 2.73) 0.0001

.60 2.86 (2.24 to 3.65) 0.0001

Not known 2.08 (1.51 to 2.87) 0.0001

/log2 increment 1.33 (1.26 to 1.41) 0.0001

*Adjusted for demographic and CVD risk factors and cumulative exposure to
specific antiretroviral drugs, and recent exposure to drugs from the nucleoside reverse
transcriptase inhibitor class.
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measured systematically in individuals with HIV until rela-
tively recently and not all cohorts routinely captured these
measurements, our analyses could only include patients from
8 of the 11 participating cohorts. However, although this
reduces the amount of follow-up that can be used in analysis,
it does result in a more contemporaneous population increas-
ing the clinical relevance of the findings to current treat-
ment protocols. Given the characteristics of the patients in
the D:A:D Study, our results are generalizable to a largely
male population. As an observational study, our analyses are
always subject to the possibility of unmeasured confounding
and other potential sources of bias, limiting any statements
regarding a causal association between lower ALT levels and
MI risk. Finally, although the normal ALT range differs
between men and women, the small number of women in
the study and their lower MI risk limits our ability to perform
stratified analyses by gender.

In summary, we confirm that higher ALT levels are
associated with a lower MI risk in the D:A:D Study, but with
higher risks of liver-related mortality and diabetes mellitus.
As yet, there is no identified biological mechanism to explain
the association between a low ALT level and a higher MI
risk; although it is interesting to speculate that such individ-
uals might be younger or healthier, we see no reason why this
group should have an increased risk of MI. Furthermore, we
are unaware of any clinical conditions or factors that would
lead to lower than normal ALT levels that might lead to the
higher MI risk. Thus, it is hard to comment on the clinical
implications of these findings at this stage. Rather, in
replicating the findings of Ford et al6 in a different setting,
we hope to encourage other research groups to investigate
possible biological mechanisms.
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