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We thank Dr. Ru et al. for their interest in
our recent publication (1). The article
examined clustering of complications in
patients with chronic pancreatitis and
their association with etiological risk
factors. An independent association was
seen between alcoholic etiology and
complication frequencies of a cluster
characterized by inflammatory compli-
cations, whereas smoking was associated
with complication frequencies in clusters
characterized by fibrosis-related compli-
cations and pancreatic insufficiencies
(exocrine pancreatic insufficiency and
diabetes mellitus) (1).

Dr. Ru et al. attempted to replicate our
findings in a large cohort (n 5 1,082) of
patients with chronic pancreatitis from
China. However, prevalences of compli-
cation in the Chinese cohort were re-
markably different from those in our
study and most other multicenter studies
from Europe and North America (2–5).
Consequently, our Chinese colleagues
were not able to replicate the complica-
tion clusters observed in our study (ex-
cept for the association between exocrine
pancreatic insufficiency and diabetes),
which is not surprising, given the fun-
damentally different patient character-
istics. The underlying mechanisms for
the differences in complication profiles
between studies are most likely explained
by differing environmental and genetic
risk factors (6,7). Accordingly, most of

the patients in our study had chronic
pancreatitis associated with smoking and
excessive alcohol consumption, whereas
the Chinese cohort mostly comprised
patients with idiopathic chronic pancre-
atitis, although detailed data on disease
etiology were not reported.

In addition to replication, Dr. Ru et al.
commented that pancreatic duct lesions
should generally be taken as a diagnostic
feature of chronic pancreatitis rather than
a complication. We do not concur with
this. Although we agree that calcifications
and pancreatic duct pathology are key
diagnostic features of chronic pancreatitis,
pancreatic duct pathology is the mor-
phological substrate for most invasive
procedures used for treatment of chronic
pancreatitis and, as such, must be con-
sidered a (potentially treatable) disease
complication (8). We only included the
presence of moderate to marked pancre-
atic duct lesions according to the Cam-
bridge classification and intentionally did
not include calcifications in the cluster
analysis because “intraductal filing defects
or calculi” are included in the criteria used
to characterize “marked” pathology in the
Cambridge classification (9). Hence,
a high likelihood of collinearity between
the presence of pancreatic calcifications
and ductal pathology classification is to be
expected, which would bias the cluster
analysis.

In conclusion, Dr. Ru et al. have high-
lighted the remarkable complexity of
chronic pancreatitis and shown that the
clinical presentation of the disease may
vary considerably across continents. For
this, they should be congratulated.
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We read with interest the study by Alle-
gretti et al. (1) and congratulate the
authors for attempting to understand the

© 2019 by The American College of Gastroenterology The American Journal of GASTROENTEROLOGY

Correspondence 1353

Copyright © 2019 by The American College of Gastroenterology. Unauthorized reproduction of this article is prohibited. 

https://doi.org/10.14309/ajg.0000000000000311
https://doi.org/10.14309/ajg.0000000000000311
mailto:soso@rn.dk
https://doi.org/10.14309/ajg.0000000000000311
https://doi.org/10.14309/ajg.0000000000000311

