Toxicity Profile and their management among Chronic Myeloid Leukemia patients in Kenya: Findings from a special cancer registry
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Introduction: Imatinib is the standard first-line treatment in chronic myeloid leukemia (CML). Novartis Pharmaceutical and Max Foundation collaborated to supply Imatinib in Kenya for all patients with CML. The clinic was previously located at the Nairobi and Aga Khan Hospitals but is now decentralized to 4 regional hospitals. A special registry was established to describe the CML disease burden and management in Kenya. The aim of our study was to analyze the toxicity profile and their management for these patients. 

Methods: The analysis dataset included data from 1347 patients. All the data analyses were done using Stata (StataCorp. 2021. Stata Statistical Software: Release 17. College Station, TX: StataCorp LLC.) and presented as proportions. All p values were two-sided, and considered statistically significant if p < 0.05.

Results: The number of patients on follow up over the study period was 1347, with 1319  on Imatinib. The mean patient age was 44.12 years (sd= 15.10) [Females 45.5 (sd=15.9) and Males 43.0 (sd=14.4)]. Majority were adults. Slightly over half of the patients were male, 748 (55.5%). One fifth of the patients, 271 (20.1%), had adverse drug reaction (ADR) event, out of which 207 recovered from the event. The median TKI treatment duration before ADR was seven months (IQR 3.00; 17.00). Among patients who developed an adverse event, 150 had dose reduction, 99 had a treatment switch, 57 had treatment interruption, 31 were hospitalized, 29 received blood products, 9 died and 4 developed treatment failure, while 39 (2.9%), did not get any intervention for the adverse events. Patients with adverse drug events compared to those with no drug adverse events had over 37% increase in the cause-specific hazard of LTFU among those alive [HR = 1.37 (95% CI: 0.89-2.10)]. Patients who had treatment failure had significantly higher proportions with drug adverse events compared to those who had no treatment failure, 67 (45.6%) vs. 200 (17.1%), p value < 0.001. The median TKI treatment duration before ADR was higher among those who had treatment failure, median of 9.00 months (IQR 5.00; 19.75) vs. 7.00 (iqr 3.00; 15.00), p value = 0.030. Assuming that dose reductions were due to adverse events, results show a significantly lower body surface area among those who had a dose reduction. No difference was seen in body surface area by treatment switch.
	
Conclusion: A high proportion had ADR with majority getting an intervention, mostly dose reduction. Patients who needed dose reduction had a lower BSA than those who did not. Patients who had ADR were more likely to be LTFU and to develop treatment failure. It is important to manage ADR promptly to reduce LTFU and treatment failures.

