
Letter to the Editor
Reply to: “Distinction of auto
immune hepatitis from drug-
induced autoimmune like hepatitis: The answer lies at

the interface”
We would like to thank our colleagues from Indianapolis for
their interest in our work.1 We agree with Alkashash et al. that it
is “at least the hope, that the biopsy might be able to differ-
entiate between DI-ALH and cAIH”. Unfortunately, previous
histological studies have not been able to distinguish between
cAIH and DI-ALH. The authors fail to mention that a previous
relatively large cohort of patients with cAIH and DI-ALH diag-
nosed at the Mayo Clinic did not reveal any histological dif-
ference in these entities except that none of the patients with
DI-ALH had cirrhosis at baseline in comparison with 20% of
those with cAIH.2 Although the authors of the letter try their
best to find histological features that might be helpful in the
distinction between cAIH and DI-ALH, their data do not seem to
be particularly helpful. Firstly, the authors found a significant
component of central perivenular inflammation in the patients
with cAIH not seen in the DI-ALH group. It is difficult to define
DI-ALH by lack of histological features, not what it is but rather
what it is not. Furthermore, the authors did not specify how DI-
ALH was defined in their database and secondly, they did not
report which drugs were suspected to have induced DI-ALH.
DI-ALH is probably not a single entity, and histological fea-
tures might be associated with the offending drug. Patients
with nitrofurantoin-induced ALH had significantly higher necro
inflammatory grade, more prominent interface and lobular
hepatitis and a higher proportion of rosette formation than
patients with minocycline-induced DI-ALH.2,3 Moreover,
nitrofurantoin-induced DI-ALH was associated with advanced
fibrosis whereas this was not found to occur in the patients with
minocycline-induced DI-ALH.2 Histological features of
infliximab-induced DI-ALH are also of a different character and
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so on.4 Therefore, to suggest for the generality of DI-ALH cases
a set of histological features able to differentiate this entity from
cAIH is perhaps not reliable in the absence of further analysis in
a large cohort of well characterized patients with strict defini-
tions and follow-up. Omics that can link specific drugs to DI-
ALH5 may be a more realistic hope in the near future.
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