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Cause analysis on withdrawal of ponatinib and its implication for drug
development in China

TIAN Hong, TIAN Miao, XIAO Gui-zhi

Center of Drug Informatics, Tianjin Institute of Pharmaceutical Research, Tianjin 300193, China

Abstract: Iclusig is an inhibitor of mutiple kinases indicated for the treatment of adult patients with chronic phase, accelerated phase,
or blast phase chronic myeloid leukemia (CML) or Philadelphia chromosome positive acute lymphoblastic leukemia (Ph* ALL). On
October 31, 2013, the U.S. Food and Drug Administration (FDA) has asked the manufacturer of the leukemia chemotherapy drug
Iclusig (ponatinib) to suspend marketing and sales of Iclusig because of the risk of life-threatening blood clots and severe narrowing of
blood vessels. This is also the first withdrawn small molecule kinase inhibitor of anticancer drugs. The withdrawal of ponatinib does
not directly affect Chinese domestic drug market because it was not developed clinical studies and approved. But it will impact the
marketing sale or progress of other molecule kinase inhibitor of anticancer drugs including approved and pipeline drugs. Therefore, we
suggest that the drug supervision departments should strengthen the monitoring of post-approval drug safety, including small molecule
kinase inhibitor of anticancer drugs. The drug supervision departments should feedback drug adverse effects information timely to the
relevant corresponding domestic generic drug companies. Pharmaceutical companies should conduct adequate drug safety assessment,
early detect the potential risks before new drugs launch, in order to take effective measures to protect patients from drug risks.
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Table 1 Adverse reactions occurring >10% in patients

CP-CML (n=270) AP-CML (n=85) BP-CML (n=62) Ph*ALL (n=32)
NN AnyGrade CTCAEGr AnyGrade CTCAEGr AnyGrade CTCAEGr AnyGrade CTCAEGr
1% ade3/4 /% 1% ade3/4 /% 1% ade3/4 /% 1% ade3/4 /%
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Table 2 Serious adverse reactions (SAR)
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Table 3 Incidence of clinically relevant grade 3/4 hematologic abnormalities
I CP-CML/% AP-CML/% BP-CML/% Ph' ALL/%

(n=270) (n=85) (n=62) (n=32)
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