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clinical practice? The likely answer is the decades-long system-
atic error in the recording of perihilar CC by the WHO’s Interna-
tional Classification (ICD) system. This systematic error is the
lack of a specific code for perihilar CC.

The main ICD lists all known medical diagnoses, cancer and
non-cancer. The ICD system lists topography codes, which
describe the anatomical site of origin, or organ, of a tumour.
ICD-10 is currently in use and ICD-11 is due to come into effect
in 2022. ICD versions have separate codes for ICC and ECC, but
neither ICD-10 nor any previous version of ICD has had a sepa-
rate code for perihilar CC. IARC (Lyon) is the specialized cancer
agency of the WHO, and has a separate ICD for Oncology (ICD-O)
which exists for cancers only. ICD-O consists of 2 coding sys-
tems, which together describe the tumour: the topographical
code, which describes the anatomical site of origin of the
tumour, and the morphological code, which describes the cell
type (or histology) of the tumour, together with the behaviour
(malignant or benign). Perihilar CC are extrahepatic but are
not specifically differentiated in routine data. In all 3 versions
of the ICD-O so far, ‘‘Klatskin” CC could have been cross-refer-
enced to either ICC (C22.1) or ECC (C24.0). Furthermore, new
versions of ICD and ICD-O are not adopted by all countries in
the same year.

A further important issue to highlight is the potential mis-
classification between hepatocellular carcinoma (HCC) and iCCA
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which may be confounding the reported data. There is also a
well-established overlap between these two primary liver can-
cers and an estimated 5–15% of primary liver cancers could be
combined iCCA/HCC (Cholangiocellular Ca).3 A historical lack
of biopsy data has not helped with diagnostic certainty and clas-
sification. There may also be issues with misdiagnosis as carci-
noma of unknown primary.

In summary, bile duct cancers should be clearly sub-classi-
fied as intrahepatic, perihilar or distal (extrahepatic (ECC)).
These three types of CC are anatomically distinct, have differing
epidemiology, pathobiology, clinical presentations and manage-
ment.2 The term ‘‘Klatskin” is historic, unclear and should be
abandoned in subsequent versions of the ICD and ICD-O classi-
fication systems.

Diagnostic data needs to be recorded uniformly and accu-
rately. The responsibility to do so lies with both clinicians and
cancer registries. ICD-11 and subsequent iterations of ICD-O
should have clearly separate topography and morphology codes
for iCCA, pCCA and dCCA. Until then, epidemiological trends in
cholangiocarcinoma/biliary tract cancer need to be interpreted
with caution. Nonetheless, however CC is classified, its overall
incidence seems to be rising and urgent studies into its causes
and effective therapies are needed.
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Reply to: ‘‘Global trends in mortality from
intrahepatic and extrahepatic cholangiocarcinoma’’

To the Editor:
We thank Dr. Khan et al. for their interest in our work.1 They are
right in pointing out that trends in extrahepatic cholangiocarci-
noma (ECC) mirror the long-term declines in gallbladder
cancer,2,3 due to the increase in cholecystectomy. Gallbladder
cancer mortality rates in the European Union, in fact, have been
declining in women from 2.52/100,000 (world standard) in
1990 to 1.24 in 2015 (�51%). Comparable figures in men were
1.65 in 1990 and 1.24 in 2015 (�25%).4

We agree that misclassification in cancer registration, death
coding and certification may have affected the incidence and
mortality rates of intrahepatic cholangiocarcinoma (ICC), ECC
and, mainly, their subsites. The WHO dataset did not enable
the subsites of ECC to be distinguished, and the complex of hilar
and perihilar CC is a larger proportion than the ‘‘historic
Klatskin’s tumors”.5 However, due to the small overall propor-
tion of Klatskin’s tumors reported using current methodology,
this misclassification is not likely to materially affect the overall
ICC/ECC trends.6

We also agree with the plea by Dr. Khan et al. that further
attention should be given to the diagnosis, classification and
registration of ICC and ECC, and their subsites, by hepatologists,
pathologists, cancer registration and death certification
systems.
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