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BACKGROUND

* Treatment with Dabrafenib plus Trametinib (Dabra/Tram) in
metastatic melanoma is a well-established treatment option,
however its role in second-line (2L) after failure of immune
checkpoint inhibitors (ICl) is less well defined.

* Real-world analyses are important to better characterize
outcomes in routine clinical practice and to inform on
seguencing strategies.

* Our study aimed to evaluate the effectiveness of Dabra/Tram
in 2L in a large European real-world population.

OBJECTIVES

* Primary objective was overall survival (OS) from start of 2L
Dabra/Tram therapy.

 Secondary objective included OS, progression-free survival
(PFS), overall response rate (ORR), and time on treatment
(TOT) for 2L compared to first line (1L) Dabra/Tram therapy.

METHODS

» Study population: We retrieved BRAFY®%® mutated patients
with non-resectable stage Ill or metastatic stage IV cutaneous

melanoma

from

the European

(EUMelaReg) database for this analysis.

Melanoma

Registry

* Patients who received Dabra/Tram as 2L therapy following
progression on 1L ICl were identified and compared with a
propensity score-based matched cohort of patients treated

with Dabra/Tram in 1
sex, age, ECOG, base
score, AJCC stage, anc

baseline prognostic factors.

| setting. Matching was performed for
ine serum LDH, Charlson comorbidity
number of metastatic sites to balance

* Patients pre-treated with adjuvant ICI or Dabra/Tram were
excluded.
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Figure 1: Flow chart illustrating the selected populations for analysis using real-world
data from EUMelaReg. MUP: melanoma of unknown primary; mut: mutated; ICl: immune
checkpoint inhibitor therapy; Dabra/Tram: Dabrafenib/Trametinib; 1L/2L: first/second line.
*ICl treatment includes anti-PD1 and/or anti-PD1/anti-CTLA4 antibodies.
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* The matching strategy resulted in well-balanced baseline and
characteristics between the two cohorts,

clinical

statistically significant differences observed (Table 1).

* Following the matching procedure, we identified 424 patients who
received Dabra/Tram in 1L (1L Dabra/Tram cohort), and 424 in 2L

(2L Dabra/Tram cohort) after ICl failure.

* Overall, approximately one-third of patients were aged >70 years,

with no

53.0% had an ECOG PS of 21, and 49.5% had elevated LDH levels.

¢ 76.6% of patients were diagnosed with stage IV M1lc/M1d
representing the largest subgroup. Similarly, around 60% of

patients in each group had three or more metastatic sites.

* At start of Dabra/Tram treatment, the majority of patients (63.8%)

showed no presence of brain metastases.

Table 1: Patient characteristics for 1L and 2L Dabra/Tram cohort

2L
Dabra/Tram
N =424

1L
Dabra/Tram
N=424

P-value

Total

N =848

Sex
Male
Female

Age

< 70 years
> 70 years

ECOG

0

1

> 2
Missing/Unknown

LDH

Normal

Elevated

Missing
CCl score

<2

3-4

25
Missing/Unknown

AJCC stage

Stage Il - NR

Stage IV - M1a
Stage IV - M1b
Stage IV - M1c
Stage IV - M1d

No. of metastatic sites

1
2
>3
Brain metastases
Yes
No

239 (56.4%)
185 (43.6%)

268 (63.2%)
156 (36.8%)

173 (40.8%)

132 (31.1%)
90 (21.2%)
29 (6.9%)

170 (40.1%)
205 (48.3%)
49 (11.6%)

197 (46.5%)
127 (29.9%)
51 (12.0%)
49 (11.6%)

11 (2.6%)
43 (10.1%)

41 (9.7%)
169 (39.9%)
160 (37.7%)

80 (18.8%)
91 (21.5%)
253 (59.7%)

160 (37.7%)
264 (62.3%)

232 (54.7%)
192 (45.3%)

277 (65.3%)
147 (34.7%)

167 (39.4%)

135 (31.8%)
92 (21.7%)
30 (7.1%)

165 (38.9%)
215 (50.7%)
44 (10.4%)

213 (50.3%)
117 (27.6%)
48 (11.3%)
46 (10.8%)

9 (2.1%)
52 (12.3%)
42 (9.9%)

174 (41.0%)
147 (34.7%)

83 (19.6%)
84 (19.8%)
257 (60.6%)

147 (34.7%)
277 (65.3%)

0.68

471 (55.5%)
377 (44.5%)

545 (64.3%)
303 (35.7%)

340 (40.0%)
267 (31.5%)
182 (21.5%)
59 (7.0%)

335 (39.5%)
420 (49.5%)
93 (11.0%)

410 (48.3%)
244 (28.8%)
99 (11.7%)
95 (11.2%)

20 (2.4%)
95 (11.2%)

83 (9.8%)
343 (40.4%)
307 (36.2%)

163 (19.3%)
175 (20.6%)
510 (60.1%)

307 (36.2%)
541 (63.8%)

RESULTS

* Survival outcomes were comparable and did not differ significantly between treatment lines.

e Adjusted Kaplan-Meier estimates show a median PFS of 7.7 months vs 8.3 months (p=0.34) and median OS of 16.7
months vs 15.8 months (p=0.42) in the 1L and 2L cohort, respectively (Figure 2).

e Similarly, ORR was consistent across both groups (56.6% vs 58.3%; p=0.68), respectively (Table 2).

PFS - 1L vs 2L Dabra/Tram

OS - 1L vs 2L Dabra/Tram

Probability of PFS (%)

Censored:

® 1L Dabra/Trame

——— 1L Dabra/Tram 7.7
—— 2L Dabra/Tram 8.3

Median 95% ClI P-value
6.7-8.4
7.4-9.8

0.34

2L Dabra/Trame

2L Dabra/Trame

O 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90

Time (Months)
1L Dabra/Trame 424243136 96 74 58 47 42 37 30 22 20 17 12 8 7

Median 95% Cl P-value

——— 1L Dabra/Tram  16.7 12.3-20.5
0.42
——— 2L Dabra/Tram  15.8

13.0-18.4

Probability of OS (%)

® 1L Dabra/Trame 2L Dabra/Trame
[ [ [ [ [ [ [ [ [ [ [ [ [
O 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90

Time (Months)
1L Dabra/Trame 424 322 227 186 149 124 106 94 79 66 61 54 42 33 26 18
2L Dabra/Trame 424 321 234 168 130 104 9( ) £Q ) A6 29 213 T

_| Censored:

2L

Dabra/Tram
N =424

1L
Dabra/Tram
N =424

P-value

Best response
CR
PR
SD
PD
N.a./Unknown/Missing
ORR
DCR
Survival (95% Cl), month
Median PFS
Median OS
Median TOT

50 (11.8%)
197 (46.5%)
76 (17.9%)
73 (17.2%)
28 (6.6%)
247 (58.3%)
323 (76.2%)

8.3 (7.4-9.8)
15.8 (13.0-18.4)
7.0 (5.5-8.3)

0.83
57 (13.4%)
183 (43.2%)
74 (17.5%)
85 (20.0%)
25 (5.9%)
240 (56.6%)
314 (74.1%)

7.7 (6.7-8.4)
16.7 (12.3-20.5)
6.4 (5.6-7.4)

Figure 2: Kaplan-Meier curves of PFS (left) and OS (right) for patients treated with
2L (green line) or 1L Dabra/Tram (blue line). PFS, progression-free survival; OS,
overall survival; 1L/2L, first/second line; Cl, confidence interval.

Table 2: Therapy outcome of 2L and 1L Dabra/Tram therapy. N, Number of
patients; CR, complete response; PR, partial remission; SD, stable disease; PD,
progressive disease; N.a.; not accessible; DCR, disease control rate; ORR, overall
response rate; OS, overall survival, PFS, progression-free survival, TOT, time on
treatment; Cl, confidence interval.

N, number of patients; Dabra/Tram, Dabrafenib/Trametinib; MUP, Melanoma of unknown primary; ECOG,
Eastern Cooperative Oncology Group; LDH, Lactate dehydrogenase; CCl, Charlson comorbidity index; AJCC,
American Joint Committee on Cancer staging version 8; NR, non-resectable; No, number; 1L/2L,

first/second line.

Covariate with categories

Sex
Male
Female

Age at index date
< 70 years

N (%)

471 (55.5)
377 (44.5)

545 (64.3)

Hazard ratio with
95% ClI

1.15(0.93- 1.43)
0.95 (0.74- 1.23)

0.90 (0.73- 1.11)

Hazard ratio plot

* Subgroup analysis of OS using multivariate
Cox regression model showed consistent
treatment effects across subgroups.

| >= 70 years

303 (35.7)

1.32(1.01- 1.74)

ECOG at index date
0
1
>=2
Missing/Unknown
CCI score at index date
<=2
3-4
>=5
Missing/Unknown
Clinical substage at index date
Stage lll - NR
Stage IV - M1a
Stage IV - M1b
Stage IV - M1c
Stage IV - M1d
LDH at index date
Normal
Elevated
Missing
Melanoma type
Cutaneous
Melanoma of unknown primary (MUP)
Number of metastatic sites at index date
1
2-3
>=4

340 (40.1)
267 (31.5)
182 (21.5)
59 (7.0)

410 (48.3)
244 (28.8)
99 (11.7)
95 (11.2)

20 (2.4)
95 (11.2)
83(9.8)
343 (40.4)
307 (36.2)

335 (39.5)
420 (49.5)
93 (11.0)

697 (82.2)
151 (17.8)

163 (19.2)
373 (44.0)
312 (36.8)

1.18 (0.88- 1.57)
0.82 (0.62- 1.09)
1.30(0.93- 1.82)
0.75(0.33- 1.70)

1.01(0.79- 1.28)
1.13 (0.82- 1.54)
1.53 (0.91- 2.56)
0.82 (0.50- 1.34)

0.95 (0.08- 11.52)
1.22 (0.66- 2.28)
1.21 (0.64- 2.30)
1.02(0.79- 1.32)
1.04 (0.80- 1.35)

1.21(0.91- 1.62)
1.04 (0.84- 1.30)
0.74 (0.40- 1.39)

1.04 (0.87- 1.24)
1.28 (0.82- 1.99)

1.10 (0.70- 1.73)
0.98 (0.76- 1.25)
1.14 (0.88- 1.48)

<-- 2L Dabra/Trame better

* However, elderly patients (aged =70 years)
appeared to benefit less from 2L
Dabra/Tram following ICl failure.

1L Dabra/Trame better -->

Figure 3: Hazard ratios for OS for patients treated with 1L or 2L
Dabra/Tram. HRs and 95% Cl from a multivariate cox regression
model are reported for various subpopulations in patients treated
with 2L in comparison to 1L Dabra/Tram. Stratified analyses in
each category are adjusted for all other variables in the model. N:
number of patients, ECOG, Eastern Cooperative Oncology Group;

0.0 0.5 : 1.5 2.0

| CCl, Charlson comorbidity index; NR, non-resectable; LDH, lactate
2.5 dehydrogenase.

* An exploratory stratified analysis evaluated the treatment
outcome of 2L Dabra/Tram in patients with primary resistance
to 1L IClI (defined as progressive disease in first restaging) versus
those without primary resistance.

e Patients with primary resistance to 1L ICI had significantly
shorter median OS (11.3 vs 19.8 months; p<0.0001) and PFS

(6.3 vs 10.4 months; p=0.0004) following 2L Dabra/Tram
compared with patients without primary resistance.

PFS 0S

Median _ 95% Cl __ P-value Median  95%Cl __ P-value
1L ICI - Primary Resistance 6.3 5.1-8.0 1L ICI - Primary Resistance 113  8.9-144 <0.0001
1LICI - No Primary Resistance 10.4  8.7-12.8 1LICI - No Primary Resistance 19.8  17.3-29.4 '

0.0004

Censore d: ® 1L ICI—Prim. Resis. A 1LICI—No Prim. Resis. Censore d: ® 1L ICI—Prim. Resis. A 1LICI—No Prim. Resis.

Probability of PFS (%)
Probability of OS (%)

1 1 T 1 T T T T T T T T T T 1 T T T T T T T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90

Time (Months) Time (Months)
1LICI - P. Res.
1LICI-NoP.Res.203 138 86 56 44 31 27 21 17 13 12 8 7

1LICI - P. Res.
1LICI-NoP.Res. 203 172 135 9

1L ICI - 1L ICI -
Primary Resistance No Primary Resistance P-value
N =221 N =203

Best response of 2L D/T 0.05

CR 19 (8.6%) 31 (15.3%)
PR 101 (45.7%) 96 (47.3%)
SD 36 (16.3%) 40 (19.7%)
PD 47 (21.2%) 26 (12.8%)
N.a./Unknown/Missing 18 (8.2%) 10 (4.9%)

ORR 120 (54.3%) 127 (62.6%)

DCR 156 (70.6%) 167 (82.3%)
Survival (95% Cl; months)
from 2L

Median OS

Median PFS

Median TOT

Figure 4: Subgroup analysis
of PFS (left) and OS (right)
according to best overall
response to 1L ICl therapy in
patients  with primary
resistance (salmon line) vs
no primary resistance (grey
line). PFS, progression-free
survival; OS, overall survival;
1L, first line; ICI, immune
checkpoint inhibitors; Cl,
confidence interval.

11.3 (8.9-14.4)
6.3 (5.1-8.0)
5.5 (4.7-7.4)

19.8 (17.3-29.4) <0.0001
10.4 (8.7-12.8) 0.0004
8.9 (6.6-10.4) 0.02

Table 3: Outcome of 2L Dabra/Tram stratified by 1L ICI Primary Resistance. N, Number of patients; D/T,
Dabrafenib/Trametinib; CR, complete response; PR, partial remission; SD, stable disease; PD, progressive
disease; N.a.; not accessible; ORR, overall response rate; DCR, disease control rate; OS, overall survival;
PFS, progression-free survival; TOT, time on treatment; 1/2L, first/second line; Cl, confidence interval.

IMARY AND CONCLUSION

* Our results show that failure of 1L ICl did not adversely affect
the effectiveness of subsequent Dabra/Tram therapy in
BRAFV6Y0 mutated melanoma.

* These findings indicate preserved clinical activity and survival
outcomes of Dabra/Tram when used in 2L, supporting its
robustness and sequencing flexibility in routine clinical
practice.
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