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Efficacy of immune checkpoint inhibition in metastatic or
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Background: Adjuvant immune checkpoint inhibition (ICl) with anti-PD1 antibodies in
high-risk resected melanoma has been shown to improve recurrence-free survival by
about 50 percent. It is unclear, whether adjuvant pre-treatment with anti-PD1 anti-
bodies would impair response to ICl in metastatic patients with recurrence after
adjuvant ICI.

Methods: From the adjuvant study platform of the European Melanoma Treatment
Registry (EUMelaReg) we analysed cases with recurrence following adjuvant anti-PD1
ICI. In those, receiving ICl in the first-line setting, response rates and progression-free
survival were compared to patients selected from the EMelaReg database by
matching for relevant prognostic factors in the first-line non-adjuvant setting.

Results: A total of 389 melanoma patients with first-line ICI after failure from adju-
vant anti-PD1 antibody treatment could be matched 1:1 for several prognostic
covariates to first-line ICI cases without adjuvant pre-treatment. Overall response rate
was significantly lower after adjuvant anti-PD1 treatment failure (32.9% vs. 40.0%)
and progression free survival was 4.6 months for patients with adjuvant pre-treat-
ment as compared to 10.1 months for PD1-naive patients (p<0.0001). This contrast
was independent from usage of single agent anti-PD1 or combined ICl with anti-PD1
and anti-CTLAE4 in the first-line setting.

Conclusions: Adjuvant pre-treatment with anti-PD1 antibodies was related to an
inferior response and progression-free survival in patients with metastatic or non-
resectable melanoma receiving ICl in the first-line setting.
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Background: The combination of nivolumab and ipilimumab (NIVO+IPI) is associated
with the most durable responses and the highest overall survival rates in patients
(pts) with advanced melanoma. However, this regimen is increasingly being used in a
different patient population than in clinical trials, namely after prior adjuvant treat-
ment. The objective of this study is to evaluate the efficacy and safety of NIVO+IPI in
pts who have relapsed despite adjuvant treatment.

Methods: This retrospective analysis included pts with unresectable stage Il and
stage IV melanoma treated with NIVO+IPI between 01/2021-10/2022 at 5 cancer
centers in Poland according to uniform criteria. All pts received prior adjuvant therapy
(immunotherapy or BRAF/MEK inhibitors) for stage I1I/IV melanoma.

Results: A total of 70 pts were identified. The median age was 53 years, 32% of pts
were female, 46% had BRAF mutation. At baseline, 18.5% of pts had unresectable
stage |ll disease, 21.2% had stage M1a, 18.2% M1b, 34.8% M1c and 7.6% M1d. Most
pts (81.4%) received anti-PD1 in the adjuvant setting. In 70% of pts, the disease
relapsed during adjuvant therapy. Median follow-up time was 12.6 months. The
objective response rate was 24%. A higher response rate was observed in pts who
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were immunotherapy-naive (33%) than in pts who received anti-PD1 in the adjuvant
setting (22%). Median progression-free survival (mPFS) was 3.9 (95%Cl 3.0—9.7)
months. Although not statistically significant, a higher median PFS of NIVO+IPI was
observed in patients who received BRAF/MEK inhibitors as compared to those who
were treated with anti-PD1 antibodies in the adjuvant setting (11.1 vs 3.7 months,
p=0.53). Overall survival rate at 12 months was 59% (95%Cl 47—74). Treatment-
related adverse events (TRAEs) of any grade were observed in 97% of pts and grade 3/
4 TRAEs occurred in 24% of pts.

Conclusions: NIVO+IPI shows lower efficacy in advanced melanoma pts who have
relapsed despite adjuvant treatment comparing to clinical trial data. The population of
pts with a particularly poor prognosis are those previously treated with adjuvant anti-
PD-1 antibodies, as disease recurrence indicates some resistance to immunotherapy
difficult to overcome by adding anti-CTLA4 antibody to anti-PD-1 therapy.
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Background: Liver mets have been associated with poor response and survival in pts
with MM treated with PD1 alone or in combination with anti-CTLA-4 (ipilimumab;
PD1+IPI). Whether these pts benefit from PD1+IPI over PD1 is unknown. In MM pts
with liver metastases, we sought to: a) determine objective response rate (ORR),
progression-free survival (PFS) and overall survival (OS) to PD1 vs PD1+IPI, and b)
identify clinical predictors of response and survival to PD1+/-IPI.

Methods: MM pts with liver mets treated with 1" line PD1 or PD1+IPI were included.
Demographics, patient and disease characteristics, baseline blood parameters and
clinical outcomes were examined. Univariate and multivariate (MVA) analyses were
performed to identify clinical predictors of response and survival.

Results: Of 533 MM pts treated with 1% line PD1 or PD1+IPI; 284 (53%) had PD1 and
249 (47%) had PD1+IPI. PD1 group had more ECOG PS >1 (53% vs 34%), but less BRAF
V600 mutation (15% vs 33%) and stage M1D (15% vs 31%). Median follow-up from
commencement of PD1+/-IPl was 47 months (42—51); ORR was 41%, higher in
PD1+IPI (47%) vs PD1 (35%) (p=0.0027). PFS and OS at 1 year were 68% and 40%,
respectively; non statistically higher with PD1+IPl (69%/43%) vs PD1 (67%/38%)
(p>0.05). However, on MVA with multiple imputation for missing values and
adjusting for predefined variables including age, gender, melanoma subtype (cuta-
neous non-acral, acral and mucosal), mutation status, ECOG PS, LDH and M1 substage
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3 EU Efficacy of immune checkpoint inhibition in metastatic or nonresectable
CEUROREAN MELA melanoma after failure of adjuvant anti PD1 treatment
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- A EUMelaReg real world evidence study -
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Background s 1,75 of ptnts st wih 14 o ) st by s
Adjuvant immune checkpoint inhibition (ICI) with anti-PD1 antibodies in high-risk resected melanoma has improved antEPO1 pre-teatment treament
recurrence-free survival by about 50 percent, but there is still a proportion of patients who develop recurrence pas e 555 ey y
despite adjuvant anti-PD1 treatment, many of them unresectable or metastatic disease. Overall, in stage lllA to IID . ‘““I{i]","L'ﬁf;‘,"j;‘"“""“ v )
around 40% of patients may develop a recurrence according to the long-term result of the KEYNOTE-054 trial. This s s
may occur while still on the 12 months of adjuvant treatment o later in the course of the disease and is referred to as aiism wsan)
early andlate ICl resistance. s o

Figure 2: Graphical lusration of the analyzed polulation Figure 3: Love plot of matched population

Available data on the efficacy of ICI therapy in advanced patients who have relapsed after adjuvant anti-PD1 therapy soam s

are sparse, and it is unclear, whether adjuvant pre-treatment with anti-PD1 antibodies would impair response to IClin . o woe sseuson) 2

patients with metastatic recurrence. This study was performed to evaluate the clinical outcomes of patients with - s 08 e ]
metastatic or non-resectable melanoma treated with or without upfront anti-PD1 monotherapy treatment in the

w0359 w5012
adjuvant setting.
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Methods 5 oo s 7o s v it s

Cases with non-resectable stage Il or stage IV melanoma who were treated with non-adjuvant immune checkpoint
inhibition after failure from adjuvant anti-PD1 treatment were selected from the EUMelaReg database. Patients were o choracerss o mavhed paens reatedwi Cln e P 8 2 i ek e o 1 f s e i 3 e s et e inelcl
excluded if they had a uveal or mucosal type of melanoma, while acral and melanoma of unknown primary were (389 i) Pralue fesistance. B) 6 and 12 months. L
included. Both, 1% line single anti-PD1 therapy (pembrolizumab or nivolumab) and combined anti-pD1/CTLAG [l 5o

Famle e usenoN o532 JENS P
(Ipi/Nivo) therapy were included. il 0(64.3%) 281(620%) A U-=a

Fassrd_catosfor 85

Rgestsantof it e years)
Primary outcomes of interest were (1) the overall response rate (ORR) of 1* line ICl reatment and (2) progression-free e (50 514 @225
survival (PFS) from start of non-adjuvant IC1 aedan i, ) 002080 020600201

Further analysis included stratifications for the time of the preceding recurrence (early's up to 3 months after end of [l "we migm s

adjuvant treatment) and the impact of several prognostic covariates. Uninoun 63 35000 .
ECOG st ot of it

In order to prevent statistical bias from selection of patients, matching was performed with a nearest neighbour o s w20

algorithm using mahalanobis distance as distance metric. Samples were matched for ECOG, AJCC stage, baseline L bt .

serum LDH, number of metastatic sites, sex, BRAF status, age and Charlson comorbidity score. The type of 14 line ICI Mising/uninown (0% B0 §
Charhon comeriditysore

was included as exact 1:1 match. f 2o ta0n) [ - B :

v o e s st vt
56
s131% so(2sm)

e
Results 2030 -

389 cases with 1% line ICl after failure from adjuvant anti-PD1 therapy were successfully matched with metastatic Figure 6: PFS landmark Figure 7: Kaplan Meier analysis 1* line BRAF/MEK!
cases receiving 1 line ICI without adjuvant anti-PD1 treatment (anti-PD1 naive cohort). The goodness of matching is ion s8(143%) e2055%) adjovant pre-trestment e o o it 01
demonstrated by only non-significant differences in key prognostic variables (Table 1) as well as by only small Normal 260 (66.8%) 253 (65.0%) ‘Table 3: Ci
standardized differences in the respective parameters (Figure 3). i~ et et [ — p— . e
Response rates in cases after adjuvant anti-PD1 failure were significantly lower (ORR: 31.6% vs. 49.9%; p<0.0001) than e of et em s wew e wess v

in treatment naive cases (Table 2), which was also reflected in a shorter PFS (4.0 months vs. 15.5 months; p < 0.0001; 1 waiaaz) 104622

108 278%) 108 27.8%)
Figure 1). 1072759 17 60.1%)
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The results were influenced by the time of the preceding recurrence (ORR: 28.8% in early vs. 38.5% in late THpe o metsnema [ -
recurrences; Figure 4A). For the early recurrences, this was most pronounced in recurrence during the first 6 months [l wor om G B sem e meed o
of adjuvant treatment (Figure 48) fistomiv s 510085

i 2087523 208 (1) ssosg  s0pan  eapewms  apesn  spisy  omy
The effect of decreased response rate in 1% line after failure of adjuvant anti-PD1 could be seen in both, combined - ! ¢ F—
anti-PD1/CTLAG treatment as in single agent anti-PD1 re-treatment (Figure 6). Medanfolowup(B5XC) 17555193 3636273891 <0001
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Conclusions Acknowledgements
‘Adjuvant pre-treatment with anti-PD1 antibodies was related to an inferior response and progression-free survival in patients with metastatic or non-resectable melanoma receiving ICl in the 1* line setting after failure from adjuvant anti-PD1 treatment. This effect was seen funds rom, s e
irrespective of whether combined ICl or single agent anti-PD1 re-treatment was used. While there is no general direct impact of these results on clinical practise, it underscores the need for further developments of immune based treatments but may also impact treatment decisions Barcelons, Span;
e g eirer com! L e S s e e e e
/A major limitation of our study is the observational nature of our database and despite matching a major differences persisted in follow-up times of both cohorts (Figure 1). In order to check whether this difference could introduce bias, we reproduced the procedure for patients Srnber, e “"”‘"’ B F A S ‘”1 e
with 1% line BRAF/MEKi therapy. Notably, there was no evidence of bias due to different follow-up times as shown by the analogous Kaplan-Meier analysis with unimpaired efficacy of BRAK/MEK inhibition after adjuvant anti-PD1 failure (Figure 7). e, G oGl S S WS s T T o e, S, St o e nm = oy
In conclusion, the potential of IC! in metastatic disease may be impaired by preceding adjuvant ICI in high-risk melanoma, e .




