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Skin cancers are the most common form of cancer. More than 1.5 _ _ _
million new diagnoses were recorded in 2020. Melanoma accounts for The aim of this research Is to analyze Based on secondary usage of anonymized data.

approximately 1 in 5 of these cases. Approximately half of cutaneous the real world data (RWD) outcomes

melanomas show mutations in BRAF. Over the past several decades, with respect to PFS and to compare A retrospective analysis of electronic health records (EHRs) from
the treatment of melanoma patients has significantly improved those with the outcomes measured In hospitals in Bulgaria was conducted.

following the developments of immune checkpoint blockers (targeting RCTs, COMBI-v and COMBI-d.

PD-1 and CTLA-4) and MAPK molecular therapy targeted at BRAF IT Platform, which integrates large amounts of data using embedded
and MEK signaling pathways. Both approaches have been proved The population is Bulgarian patients Machine Learning and NLP algorithms, was used for data analysis.

effective in the treatment of advanced melanoma. with BRAF-positive melanoma treated
with dabrafenib and trametinib in real Iterative proportional fitting (IPF) was applied to the RWD to be

The combination of dabrafenib and trametinib was the first BRAF- therapeutic practice. weight-adjusted in to match the distributions of the RCTs.

MEK combination approved for metastatic melanoma. Together,
dabrafenib and trametinib targets the RAS/RAF/MEK/ERK pathway
that 1s prevalently hyperactivated In cancers. The combination
dabrafenib and trametinib iIs indicated for: the treatment of patients
with unresectable (or metastatic) melanoma with BRAF V600E or
V600K mutations; adjuvant treatment for patients with BRAF V600E
or V600K mutations.

The survival functions of PFS were estimated using Kaplan-Meier
estimator. The confidence interval was calculated using Greenwood’s
method.

Ethics committee approval or patient informed consent were not
required for this type of research as per Bulgarian national regulations.

RESULTS

COMBI-d COMBI-v

57% (190/335) of the total patients examined are .
taking the combination as 1st line - previously at risk at risk at risk at risk
untreated in the advanced or metastatic setting. # events 103 (48.8%) 95 - -

These patients are closest in terms of (50.0%) (50.0%)

inclusion/exclusion criteria to the RCTs (COMBI-d Median 16.1 months 9.3 months 17 months 11.4 months
and COMBI-v) and are included in treatment group. (NC-NC) (NC-NC)

The COMBI-d cohort includes 211 patients and the 4 months 91% (86 - 95) ~ 81% 91% (86 - 95) ~ 83%
COMBI-v cohort includes of 352 patients. The
RWD cohort consists of 190 patients who 6 months 85% (78 - 90) ~ 68% 85% (79 - 90) ~71%

correspond to the patient characteristics of the
RCTs. 8 months 68% (60 - 75) ~ 58% 70% (62 — 77) ~ 63%

- L RWD | CmelTel | RWD | ST

Ip t_he case of COMBI-d estimates are based on a 12 months 58% (50 - 66) ~ 34% 60% (81 - 68) ~ 48%
similar number of events - 95 events for RWD and

103 events for the RCT. The median PFS based on 24 months 38% (29 - 46) 38% (29 - 47)
RWD is 16.1 (95% CIl: NC-NC) months iIn
comparison to 9.3 months from RCT.

The median PFS for RWD is higher than for

COMBI-v at 17.0 (95% CIl: NC-NC) months vs _ _ _ _ . : ..
11.4 months. The weight-adjusted hazard ratio of PFS in the RWD cohort receiving dabrafenib + trametinib was 0.46 (95% CI: 0.29 — 0.74). In COMBI-d,

the hazard ratio for dabrafenib + trametinib versus the control group was 0.75. In the RWD group, all subgroups across age, gender and ECOG
After the 24th month in both comparisons, show more-favorable results in comparison to the RCT.
confidence intervals of the curve for RWD are
rather large due to the small number of patients at The weight-adjusted hazard ratio of PFS in the RWD cohort receiving dabrafenib + trametinib was 0.56 (95% CI: 0.35 — 0.89). In COMBI-v,
risk. the hazard ratio for dabrafenib + trametinib versus the control group was also 0.56. By the subgroups analysed, more favorable results for the
RWD group are estimated for patients below 65 years of age, males, and ECOG 1.
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