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recommendations of anticancer drugs 
has to be called into question and 
caution advised.
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Use of the Child-Pugh 
score in anticancer drug 
dosing decision making: 
proceed with caution
Stefanie Krens and colleagues1 provide 
a thoughtful and detailed Review on 
the effect of hepatic impairment in 
the dosing of systemic anticancer 
therapies. Interestingly, they suggest 
using the Child-Pugh score for 
decision making with regard to dosing 
for 43 (26%) of the 169 anticancer 
agents listed in their supplementary 
appendix.1 However, we suggest 
that, in oncological practice, the 
use of Child-Pugh score for dosing 
poorly addresses the most common 
scenario of a patient with abnormal 
liver function secondary to hepatic 
metastases. We advise caution in 
using the Child-Pugh score for dosing 
recommendations for several reasons.

First, as Krens and colleagues1 state, 
the Child-Pugh score was developed 
to predict mortality in patients with 
liver cirrhosis,2 and was not developed 
for nor validated in patients with 
cancer or for dosing of anticancer 
agents. The authors highlight that 
the US Food and Drug Administration 
and European Medicines Agency 
note the importance of verifying 
that alterations in Child-Pugh score 
components are the result of liver 
disease,1 and are not caused by another 
underlying disease, such as cancer. 
However, many anticancer agents 
are used to treat metastatic disease, a 
process that can impact components 
of the Child-Pugh score; for example, 
low albumin because of poor 
nutritional intake, or ascites related 
to peritoneal metastatic disease. 
However, Krens and colleagues1 do 
not address these issues in their dose 
recommendations, nor are caveats 
added to these points. The effect of 
different causes of liver disease on the 
pharmacokinetics of gefitinib reinforce 
these issues.3

Second, aside from studies of 
hepatocellular carcinoma, in which 

affected patients often have chronic 
liver disease, the Child-Pugh score is 
not used to define patient entry into 
studies of anticancer agents. Rather, 
in most studies, concentrations of 
bilirubin and transaminases relative 
to the upper limit of normal are used 
to define patient eligibility, whereas 
diseases such as hepatitis B and C 
that lead to chronic liver disease, for 
which the Child-Pugh score would be 
of potential value, are often explicitly 
criteria for exclusion.

Third, where data are presented and 
used to justify the use of the Child-
Pugh score, these are from small 
pharmacokinetic studies that do not 
always involve patients with cancer 
and, if they do, do not make it clear 
how they ensure that liver disease 
relevant to the Child-Pugh score is the 
predominant pathology.

The recommendation by Krens and 
colleagues1 to use the Child-Pugh 
score to dose olaparib crystallises 
these issues. Olaparib is licenced 
as monotherapy for maintenance 
treatment of platinum-sensitive 
relapsed BRCA-mutated high-grade 
serous epithelial ovarian cancer, 
fallopian tube, or primary peritoneal 
cancer. In two pivotal ovarian 
cancer studies of olaparib,4,5 a total 
of 560 patients were recruited on 
the basis of baseline bilirubin and 
transaminase concentrations, and 
patients with hepatitis B and C 
were specifically excluded. Child-
Pugh score data related to olaparib 
appears to be based on a study of 
53 patients with advanced solid 
tumours (NCT01894243), in whom 
the cause of their liver disease was not 
described.6,7

If pivotal registration studies do not 
use the Child-Pugh score as a study 
entry criterion, if disease processes 
are in play that can influence the 
Child-Pugh score, and if patients with 
disease processes for which the Child-
Pugh score is relevant are not eligible 
for inclusion in studies, then the 
scientific validity and appropriateness 
of using this score for dosing 
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