MATCHING-ADJUSTED INDIRECT COMPARISON (MAIC) OF
CRIZOTINIB WITH STANDARD OF CARE IN PROGRESSED NSCLC
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ALK+ PATIENTS BASED ON REAL-WORLD EVIDENCE (RWE)
AND CLINICAL TRIAL DATA IN THE CZECH REPUBLIC

OBJECTIVES

Non-small-cell-lung-carcinoma (NSCLC) markedly shortens and deteriorates life of patients. The aim of this analysis was to
compare the relative effectiveness of crizotinib in progressed NSCLC ALK+ patients to Czech standard of care based on RWE and
clinical trial data while adjusting for patients’ characteristic differences.

METHODS

Patient characteristics and outcomes data were taken from RWE NSCLC Registry TULUNG [1] and Registry of Highly Innovative
Drug VILP [2]in the Czech Republic and the PROFILE 1007 clinical trial [3]. Patient-level data were available for crizotinib RWE only.
As there were major differences between the treatment arms of interest, naive comparison would result in misleading outcomes and
potentiate a wrong decision on relative efficacy of crizotinib. Differences in patients' characteristics in the crizotinib and
pemetrexed arms were thus adjusted by MAIC approach as developed and published by Signorowitch [4]. After matching, median
overall survival (OS) and progression free survival (PFS) were estimated.

Patients characteristics included in MAIC

Age, sex, ECOG, smoking status, stage and histology types were included in the matching analysis. The main differences before
matching were evident in age, ECOG status, smoking status and Stage. The characteristics before weighting are present in Figure 1.
It was not possible to compare the outcomes.

Figure 1+ Patients’ characteristics before MAIC (crizotinib vs pemetrexed)

Patients’ VILP Registry [2] TULUNG Registry [1] PROFILE 1007 [3]
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Adjustment method

The matching was performed on patient-level-data which were available for crizotinib arm in VILP registry. The aim was to match
these data to the aggregate values for pemetrexed data from TULNG Registry and PROFILE 1007 study. The values of weighting
were calculated by gradient method using Solver in MS Excel as described in [4].

Matched patients’ characteristics

After matching the patients’ characteristics were comparable. This has brought more reliable outcomes for assessment of relative
effectiveness. The characteristics after matching are captured in Figure 2 (crizotinib vs pemetrexed TULUNG) and Figure 3
(crizotinib vs pemetrexed PROFILE 1007).

Figure 2 « Patients’ characteristics after MAIC (crizotinib vs pemetrexed TULUNG Registry)

Pemetrexed
TULUNG
Registry [1]

Patients’ Criz Crizotinib
characteristics (before MAIC) [2] (after MAIC)

Sex
Age (treatment initiati
Mean 52 62

% of patients <65 years old 66.0 % 64.8 % 50.0 %

ECOG

24.0 % 15.4 % 15.0 %
60.0 % 74.8 % 78.0 %
16.0 % 10.6 % 7.0 %
Smoking status
Non-smoker 36.0 % 287 % 23.0%
Ex-smoker 40.0 % 331% 370 %
Smoker 24.0 % 38.1% 40.0 %

10.0 %
88.0 %

13.6 % 129 %
84.4% 85.9 %

Histology type

Adenocarcinoma 86.0 % 88.3 % 797 %

Figure 3 « Patients’ istics after MAIC (crizotinib vs ps

PROFILE 1007)

Pemetrexed
PROFILE 1007 [3]

Patients’ Crizotinib
(before MAIC) [2]

characteristics

Sex
Age (treatment initiation)
Mean 58 NR

% of patients <65 years old 66.0 % 74.2 % 83.0 %

240% 30.8 % 34.3%
60.0 % 55.6 % 57.6 %
16.0 % 13.6 % 81%

Smoking status
Non-smoker 36.0 % 587 % 59.6 %
Ex-smoker 40.0 % 293 % 33.3%
Smoker 24.0 % 12.0 % 71%

10.0 %
88.0 %

91% n1%
90.0 % 88.9 %

Histology type

Adenocarcinoma 86.0 % 84.4% 94.9 %

From the tables it is evident that the populations are  outcomes on these adjusted populations would give more
significantly closer than before matching and the estimation of  reliable results.

RESULTS

There were 51 crizotinib patients in the Czech RWE arm  After matching, the median PFS and OS of crizotinib from RWE
receiving 2" or later line of crizotinib. Median follow-up of  changed to 4.8 and 14.2 months when adjusted to pemetrexed
crizotinib RWE patients was 11.5 months. The PFS and OS  RWE and 6.2 and 27.2 months when adjusted to pemetrexed
outcomes were estimated using Kaplan-Meier (K-M) survival ~ PROFILE 1007 data.

analysis. The K-M curves are depicted in the figures below. It clearly
Naive comparison of PFS and OS resulted in medians 5.8 and  shows that the PFS and OS estimates changed considerably.
15.3 months for crizotinib from RWE [2], 3.1and 9.5 months for

pemetrexed from RWE [1] and 4.2 and 22.8 for pemetrexed

from PROFILE1007 [3].

Progression-free-survival (PFS)

re 4 « Crizotinib PFS (before and after MAIC) -
comparison to pemetrexed TULUNG Registry

Figure 5 « Crizotinib PFS (before and after MAIC) -
comparison to pemetrexed PROFILE 1007
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Figure 6 « Crizotinib OS (before and after MAIC) -
comparison to pemetrexed TULUNG Registry

Figure 7 « Crizotinib OS (before and after MAIC) -
comparison to pemetrexed PROFILE 1007
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After estimation of the matched PFS and OS outcomes it was ~ pemetrexed RWE and pemetrexed PROFILE 1007 data,

calculated that crizotinib increased median PFS by 54% and  respectively in previously treated ALK positive NSCLC patients.
47% and median OS by 49% and 19% when compared to

CONCLUSIONS AND DISCUSSION

Treatment of progressed ALK+ NSCLC with crizotinibis treated in 2™ line only. This is rather a conservative

associated with major prolongation of PFS and OS pp hwhen ing cr ffecti . Last,
compared to pemetrexed in the Czech real-world butnotleastisthe fact that overall survivalis influenced
settings after adjusting for the i isti by the which is not adji forin

differences. The final results from PROFILE 1007 study
showed median PFS on crizotinib 7.7 months [3] and
median OS 21.7 months [5] which are comparable with
results of this analysis in which PFS and OS of criz i
was estimated at 6.2and 27.2 months.

The limitation of MAIC is that the adjustment can be
done only on differences which are monitored and
captured in the respective data sources. Also, the
patients on crizotinib in VILP Registry were treated in
2" or later lines whereas pemetrexed patients were

this analysis.

During the PROFILE 1007 study, 89 % patients in the
chemotherapy arm received crizotinib after
progression on the chemotherapy treatment. This
infl d the OS of pemetrexed arm
significantly [5]. As this MAIC analysis did not consider
the re- il for OS of pi after
adjusting for crossover, the gain of overall survival of
crizotinib compared to pemetrexed data from PROFILE
1007 study would be even higher.
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