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Safety and efficacy of combination nivolumab plus
ipilimumab in patients with advanced melanoma: results from
a North American expanded access program (CheckMate 218)
F. Stephen Hodi? Paul B. Chapman®, Mario Sznol°,

Christopher D. Lao® Rene Gonzalez®, Michael Smylie',

Gregory A. Daniels?, John A. Thompson", Ragini Kudchadkar',

William Sharfman/, Michael Atkins*, David R. Spigel, Anna Pavlick™,

Jose Monzon", Kevin B. Kim°®, Scott Ernst®, Nikhil |. Khushalani€,

Wim van Dijck’, Maurice Lobo" and David Hogg®

CheckMate 218, a North American expanded access
program (EAP), investigated nivolumab plus ipilimumab

in patients with advanced melanoma. Safety and efficacy,
including 2-year survival in clinically relevant patient
subgroups, are reported. Eligible patients were aged >18
years with unresectable stage Il11/IV melanoma, an Eastern
Cooperative Oncology Group performance status of

0/1, and no prior checkpoint inhibitors. Patients received
nivolumab 1 mg/kg plus ipilimumab 3 mg/kg every 3
weeks for 4 cycles (induction) followed by nivolumab

3 mg/kg every 2 weeks (maintenance) until progression or
unacceptable toxicity or a maximum of 48 weeks. Safety
and overall survival (OS) data were collected. This EAP
included 754 treated patients from the USA (n = 580)

and Canada (n = 174). Median follow-up time was 17.8
months. All-grade and grade 3-4 treatment-related adverse
events were reported in 96% and 53% of patients and led
to treatment discontinuation in 36% and 26% of patients,
respectively. OS rates at 12 and 24 months were 82%
[95% confidence interval (Cl) 79-84] and 70% (95% Cl
66-74), respectively. Twenty-four-month OS rates were
63% in patients aged >75 years, 56% in patients with
elevated lactate dehydrogenase levels, 73% in patients with
BRAF wild-type tumors, 70% in patients with BRAF mutant
tumors, and 56% in patients with mucosal melanoma. In
this EAP, nivolumab plus ipilimumab demonstrated high
survival rates and safety outcomes consistent with those
from randomized clinical trials, further supporting the use

Introduction
"Treatment for advanced melanoma has been dramatically
transformed over the past decade with the introduction of
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immune checkpoint inhibitors into clinical practice [1,2].
These novel immunotherapies offer the potential for
durable responses and prolonged survival, with manage-
able toxicities, in patients with otherwise limited treat-
ment options. Historically, advanced melanoma has been
associated with a dismal prognosis, with a median over-
all survival (OS) of 1 year or less [3]. However, the out-
look for these patients has substantially improved, with
median OS now being extended to more than 5 years
with the combined use of the immune checkpoint inhib-
itors nivolumab [an anti-programmed death 1 (PD-1)
DOI: 10.1097/CMR.0000000000000708
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antibody] and ipilimumab [an anti-cytotoxic T lympho-
cyte antigen-4 (C'TLA-4) antibody] [4].

Nivolumab, given alone or in combination with ipilimumab,
is indicated for the first-line treatment of patients with
advanced melanoma [5,6]. Combination therapy with
ipilimumab and nivolumab became the focus of clinical
investigation based on the scientific rationale that PD-1
and CTLA-4 inhibit antitumor immunity via distinct
molecular pathways [7]. The combination of nivolumab
plus ipilimumab has been shown to be more effective
than ipilimumab alone for treatment-naive patients
with advanced melanoma in randomized clinical trials
(RCTs), albeit with a higher frequency of treatment-
related grade 3—4 adverse events (AEs) compared with
nivolumab or ipilimumab monotherapy [4,8-10]. In a
randomized, phase 2 study in treatment-naive patients
with advanced melanoma (CheckMate 069), nivolumab
plus ipilimumab treatment demonstrated significant
improvement compared with ipilimumab alone in objec-
tive response rate (ORR) and median progression-free
survival [8,9]. Moreover, in a randomized, phase 3
study in treatment-naive patients with advanced mel-
anoma (CheckMate 067), nivolumab plus ipilimumab
or nivolumab alone compared with ipilimumab alone
showed significant improvement in median OS at a mini-
mum follow-up of 60 months [4]. Five-year OS rates were
52% with the combination, 44% with nivolumab mono-
therapy, and 26% with ipilimumab monotherapy [4].

CheckMate 218 (ClinicalTrials.gov identifier:
NCT02186249) is an expanded access program (EAP) that
provided patients access to investigational nivolumab to
be used in combination with commercially supplied ipil-
imumab in North American patients with unresectable
stage III or stage IV melanoma. Access was provided from
the start of the EAP on 12 August 2014, until regulatory
approval of the combination was granted on 1 October
2015, in the USA and on 31 October 2016, in Canada.
This EAP included 754 patients, among whom 580 were
treated in the USA and 174 were treated in Canada. OS
data from earlier time points in the EAP were previously
reported for the combined USA and Canadian cohorts
[11],and updated data specifically on the Canadian cohort
has recently been published [12]. Updated safety and
OS data for the overall EAP population (USA + Canada),
with a median follow-up of 17.8 months, are reported
here.

Patients and methods

Patients

Patients included in this EAP were >18 years of age,
had a diagnosis of unresectable stage III or IV meta-
static melanoma per the American Joint Committee
on Cancer staging system (seventh edition) [13], had
an Eastern Cooperative Oncology Group performance
status (ECOG PS) of 0 or 1, and did not receive prior
anti-CTLA-4 or anti-PD-1 treatment. Prior systemic

treatment for localized or metastatic disease, including
BRAF and/or MEK inhibitors, was allowed. Exclusion
criteria were active (symptomatic) or untreated brain
metastases or leptomeningeal metastases, a life expec-
tancy <6 weeks, autoimmune disease, conditions requir-
ing systemic corticosteroids or other immunosuppressive
medications within 14 days of drug administration, and
the requirement for other systemic antineoplastic ther-
apy while receiving nivolumab.

Expanded access program design

In this EAP, investigational nivolumab was used in com-
bination with commercially supplied ipilimumab. All
investigators had previous experience with the adminis-
tration of nivolumab and ipilimumab, either as monother-
apy or in combination. Nivolumab (intravenously over
60 minutes at 1 mg/kg) and ipilimumab (intravenously
over 90 minutes at 3 mg/kg) were administered for 4
doses every 3 weeks during the induction phase. Single-
agent nivolumab (intravenously over 60 minutes at 3 mg/
kg every 2 weeks) was subsequently administered during
the maintenance phase until disease progression or unac-
ceptable toxicity or until a maximum of 48 weeks from the
first nivolumab monotherapy dose, whichever occurred
first (Supplementary Fig. S1, Supplemental digital con-
tent 1, stp://links.low.com/MRJA249). Patients in Canada
who discontinued the combination because of toxicity
were allowed to restart nivolumab monotherapy if toxici-
ties had resolved and after consultation with the medical
monitor. Following approval of the combination therapy
in the USA, this EAP was closed in the USA, and patients
who were still on treatment were transitioned to the
commercial supply of nivolumab. At that time, patients
continued to be enrolled into the Canadian cohort. The
EAP was later closed in Canada when a safety analysis
determined patient safety was consistent with that across
the nivolumab program, with some of the patients who
were exhibiting clinical benefit at EAP completion being
provided nivolumab through a post-EAP drug access pro-
gram funded by Bristol Myers Squibb. Study completion
(last patient, last visit) was 7 November 2017, and the
study is now operationally closed.

Median follow-up was defined as the time between
randomization date and the last known date alive (for
patients who were alive) or death date (for patients who
had died). Results reported here reflect the final database
lock for this EAP.

Assessments

Data from safety parameters, which included AEs, phys-
ical examination findings, ECOG PS, and laboratory
results, were collected according to health authority reg-
ulations beginning at cycle 1 and were recommended
for monitoring until 100 days after the discontinuation
of therapy. AEs were evaluated between the first dose
and 30 days after the last dose of therapy. Severity of
AEs was determined according to National Cancer
Institute Common Terminology Ciriteria for Adverse
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Fig. 1
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Patient disposition. Part 1 was the induction phase with nivolumab plus ipilimumab; part 2 was the maintenance phase with nivolumab
monotherapy. After the EAP end, still being followed for adverse events. EAP, expanded access program.

Events version 4.0. Serious AEs were defined as those
that resulted in death, were life-threatening, resulted in
persistent or significant disability/incapacity, or required
intervention or hospitalization.

OS was defined as the time between treatment start and
death from any cause. The protocol recommended col-
lection of survival data for up to 5 years from the first
nivolumab monotherapy dose. However, the EAP was
closed early when a safety analysis determined patient
safety was consistent with that of the broader nivolumab
development program. Response data (e.g. ORR and
progression-free survival) were not collected in this EAP.

Statistical analyses

Statistical analyses for collected safety and OS data were
descriptive; no formal hypothesis testing was performed.
Given that the primary objective of the EAP was to pro-
vide access to therapy, the overall sample size was deter-
mined based on the number of patients who met the
inclusion criteria and enrolled in the EAP.

Expanded access program oversight

This EAP was conducted in accordance with Good
Clinical Practice and was in compliance with the protocol.
Prior to initiation of the EAP, the protocol was approved
by the institutional review board or independent ethics

committee at cach EAP site. All patients provided
written informed consent. This EAP is registered at
www.clinicaltrials.gov as NCT02186249.

Results

Patient disposition, baseline characteristics and
treatment

Overall, 849 patients were enrolled at 64 sites (which
treated at least one patient) throughout the USA and
Canada; 754 patients were treated (Fig. 1). The final
database lock occurred on 24 January 2018, and median
follow-up time was 17.8 months (range 0.3-36.1). All
patients discontinued treatment [277 (37%) patients
discontinued treatment in the maintenance phase]. The
most common reasons for discontinuation were EAP-
related drug toxicity in 308 patients (41%) and disease
progression in 130 patients (17%).

Patient demographics and baseline characteristics for the
754 treated patients are shown in Table 1. Median age
was 58 years (range 17-87). The majority of patients were
male [478 (63%)], had a history of cutaneous melanoma
[590 (78%)], were diagnosed with stage IV disease [643
(85%)], and were treatment-naive [532 (71%)]. Patients
with BRAF mutant tumors comprised less than half of the
EAP population [329 (44%) patients]. Prior systemic anti-
cancer therapies had been used in 130 (17%) and 97 (13%)
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Table 1 Patient demographics and baseline characteristics Table 2. Adverse event summary?®
Nivolumab plus ipilimumab (N = 754) Nivolumab plus ipilimumab
(N=754)

Age
Median, years (range) 58 (17-87)
>65 years, n (%) 219 (29) o g(;o;a)de, Grad;/(B) *
>75 years, n (%) 59 (8) e n

Sex, n (%) Any-cause adverse event 748 (99) 485 (64)
Male 478 (63) Any treatment-related adverse event 723 (96) 400 (53)
Fgmale 276 (37) Treatment-related adverse events in 25% of patients

Region, n (%) Fatigue 364 (48) 19 (3)
USA 580 (77) Diarrhea 303 (40) 70 (9)
Canada 174 (28) Nausea 236 (31) 11(1)

ECOG PS, n (%) Pruritus 193 (26) 4(1)
0 520 (69) Increased aspartate aminotransferase 186 (25) 55 (7)
1 234 (31) Maculopapular rash 182 (24) 27 (4)

Subtype of melanoma, n (%) Increased alanine aminotransferase 181 (24) 69 (9)
Cutaneous 590 (78) Decreased appetite 145 (19) 2 (<1)
Mucosal 47 (6) Pyrexia 138 (18) 5 (1)
Uveal 38 (5) Rash 125 (17) 6 (1)
Acral 8(1) Vomiting 114 (15) 7(1)
Other 69 (9) Headache 111 (15) 8 (1)

BRAF mutation status, n (%) Arthralgia 105 (14) 4(1)
Mgtant 329 (44) Hypothyroidism 96 (13) 2 (<1)
Wild-type 321 (43) Increased lipase 90 (12) 56 (7)
Not reported 104 (14) Generalized pruritus 84 (11) 3 (<1)

Disease stage at EAP entry, n (%) Colitis 80 (11) 58 (8)
1l 97 (18) Abdominal pain 75 (10) 6 (1)
v 643 (85) Myalgia 71(9) 2 (<1)
Unknown 14(2) Chills 69 (9) 0

M stage at EAP entry, n (%) Dry mouth 59 (8) 0
MO, M1A, M1B 321 (43) Cough 58 (8) 0
M1C 392 (52) Hyperthyroidism 58 (8) 4(1)
Unknown 41 (9) Pruritic rash 58 (8) 0

Brain metastases at initial diagnosis, n (%) Increased amylase 55 (7) 18 (2)
Yes 19 (3) Pneumonitis 49 (6) 11.(1)
No 602 (80) Decreased weight 47 (8) 1(<1)
Unknown 132 (18) Increased blood alkaline phosphatase 45 (6) 3 (1)
Not reported 1(<1) Dyspnea 44 (6) 3(<1)

Baseline LDH, n (%) Hypophysitis 44 (6) 7 (1)
<ULN 493 (65) Autoimmune hepatitis 42 (6) 30 (4)
SULN 239 (32) Vitiligo 38 (5) 1(<1)
>2 x ULN 72 (10) Any treatment-related adverse events 270 (36) 198 (26)
Not performed or reported 22 (3) leading to discontinuation of treatment

Number of prior therapies, n (%) Treatment-related adverse events in 25% of patients leading to discontinuation
0 532 (71) of treatment
1 109 (14) Colitis 57 (8) 47 (6)
2 73 (10) Diarrhea 50 (7) 36 (5)
>3 40 (5) Increased alanine aminotransferase 39 (5) 31 (4)

Time from prior therapy to first dose date, n (%)*
<6 months 145 (19) ®Includes adverse events reported between first dose and 30 days after last dose
26 months 75 (10) of EAP therapy.
Not reported 534 (71)

EAP, expanded access program; ECOG PS, Eastern Cooperative Oncology
Group performance status; LDH, lactate dehydrogenase; ULN, upper limit of
normal.

®Percentages based on patients who received prior therapies.

patients in the adjuvant and metastatic settings, respec-
tively. In total, 222 (29%) patients received prior systemic
therapy, including targeted therapy reported as dabrafenib
[70 (9%) patients], trametinib [60 (8%) patients], and
vemurafenib [27 (4%) patients], with most patients receiv-
ing dabrafenib and trametinib as one regimen.

The median number of nivolumab doses for the induc-
tion and maintenance phases combined was four (range
1-39). The number of patients who received four induc-
tion doses was 317 (42%) for nivolumab and 310 (41%)
for ipilimumab; for three doses, the numbers were 178
(24%) and 183 (24%), respectively, for two doses the
numbers were 151 (20%) and 152 (20%), and for one dose

the numbers were 108 (14%) and 109 (14%). A total of
277 (37%) patients continued on to receive maintenance
nivolumab monotherapy. Among all patients, 95 (13%)
patients received >10 doses of nivolumab in the main-
tenance phase.

Safety

AEs are summarized in Table 2. Treatment-related AEs
(TRAES) of any grade occurred in 723 (96%) patients,
with the most common being fatigue [364 (48%)
patients], diarrhea [303 (40%) patients], nausea [236
(31%) patients], pruritus [193 (26%) patients], increased
aspartate aminotransferase [186 (25%) patients], macu-
lopapular rash [182 (24%) patients], and increased ala-
nine aminotransferase [182 (24%) patients]. Grade 3—4
TRAESs were observed in 400 (53%) patients; the most
common were diarrhea [70 (9%) patients], increased
alanine aminotransferase [69 (9%) patients], colitis [58
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(8%) patients], increased lipase [56 (7%) patients], and
increased aspartate aminotransferase [55 (7%) patients].

Treatment discontinuation due to any-grade and grade
3—4'TRAEs occurred in 270 (36%) and 198 (26%) patients,
respectively. Serious TRAESs of any grade, grade 3—4, and
grade 5 occurred in 258 (34%) patients, 204 (27%) patients,
and one (<1%) patient, respectively. The most frequent
grade 3-4 treatment-related select AEs (defined as
those associated with an immune-mediated mechanism)
involved the gastrointestinal [120 (16%) patients] and the
hepatic systems [118 (16%) patients; Table 3].

Of 754 total patients, immune-modulating medications
(IMMs) for managing AEs were required by 600 (80%)

Table 3 Select (with a potential immunologic etiology)
treatment-related adverse events in >5% of patients

Nivolumab plus ipilimumab (N = 754)

Any grade, Grade 3-4,
n (%) n (%)
Skin 497 (66) 45 (6)
Pruritus 193 (26) 4 (1)
Maculopapular rash 182 (24) 27 (4)
Rash 125 (17) 6 (1)
Generalized pruritus 84 (11) 3 (<1)
Pruritic rash 58 (8) 0
Vitiligo 38 (5) 1(1)
Gastrointestinal 331 (44) 120 (16)
Diarrhea 303 (40) 70 (9)
Colitis 80 (11) 58 (8)
Hepatic 266 (35) 118 (16)
Increased aspartate aminotransferase 186 (25) 55 (7)
Increased alanine aminotransferase 181 (24) 69 (9)
Increased blood alkaline phosphatase 45 (6) 3(<1)
Autoimmune hepatitis 42 (6) 30 (4)
Endocrine 223 (30) 22 (3)
Hypothyroidism 96 (13) 2 (<1)
Hyperthyroidism 58 (8) 4 (1)
Hypophysitis 44 (6) 7 (1)
Pulmonary 50 (7) 11 (1)
Pneumonitis 49 (6) 11 (1)
Renal 38 (5) 13 (2)
Fig. 2

71

patients for any-grade AEs, with 332 (44%) patients
requiring them for grade 34 AE management; of patients
with an AE, these proportions were 80% (600/748) and
68% (332/485), respectively (Supplementary Table SI,
Supplemental digital content 1, A#p://links.lww.com/MR/
A249). The most common IMM class was systemic corti-
costeroids, which were administered to 571 (76%) patients.
Immunosuppressive agents were administered to 92 (12%)
patients,and included infliximab in 67 patients (mainly used
to treat colitis), mycophenolic acid in 24 patients (mainly
used to treat certain steroid-refractory immune-mediated
AEs such as hepatitis, or as a ‘steroid-sparing’ agent), and
azathioprine in two patients (mainly to reduce the symp-
toms of rheumatoid arthritis; Table S2, Supplemental digi-
tal content 1, 2zp://links.lkow.com/MR/A249).

AEs of any cause were similar between patients <65 years
of age (7 = 535) and 265 years of age (# = 219). Grade 3-4
AEs of any cause were reported in 351 (66%) and 134
(61%) patients, respectively; the most common grade 3—4
AEs were increased alanine aminotransferase (11%) and
diarrhea (10%) in patients <65 years of age and diarrhea
(9%) and colitis (7%) in patients 265 years of age.

As of the clinical database lock, deaths were reported for
190 (25%) of the 754 treated patients [160 (21%) for dis-
ease progression, 7 (1%) for EAP-related drug toxicity,
13 (2%) for other reasons, and 10 (1%) for unknown or
unreported reasons]. A total of 64 deaths occurred within
100 days after the last dose; six deaths were deemed to be
treatment-related (one each attributed to septic shock,
myocardial infarction, drug-induced liver injury, sepsis,
myocarditis, and colitis).

Efficacy

With a median follow-up of 17.8 months, median OS
was not reached for the overall EAP group of 754
patients, and 564 patients (75%) were censored (Fig. 2).

Overall survival (%)

Patients at risk: 754 702 644 573 518

459

18 21 24 27 30 33 36
Months
370 259 154 73 32 12 1

Survival outcomes in the overall population. Kaplan—-Meier curves are shown for the overall population (190 events/754 patients) with a median

OS not available (minimum follow-up not reached). OS, overall survival.
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Twelve-month, 18-month, and 24-month survival rates
were 82% [95% confidence interval (CI) 79-84], 74%
(95% CI 71-78), and 70% (95% CI 66-74), respectively.
Among the 477 patients who discontinued treatment
during the induction phase (i.e. prior to the maintenance
phase), 12-month, 18-month, and 24-month survival rates
were 75% (95% C1 71-79), 67% (95% CI 63-72), and 65%
(95% CI 60-70), respectively.

OS outcomes in key subgroups are presented in Fig. 3a—h.
Twenty-four-month  OS rates were similar between
patients <65 years of age [71% (95% CI 66-75)] and
>65 years of age [69% (95% CI 61-75); Fig. 3a] and
between patients with BRAF wild-type [73% (95% CI
67-78)] and mutant tumors [70% (95% CI 63-75); Fig. 3f].
Twenty-four-month OS rates were numerically different
between known prognostic subgroups, including patients
with an ECOG PS of 0 [77% (95% CI 72-81)] and an
ECOG PS of 1 [56% (95% CI 48-63); Fig. 3d]; patients
with LDH levels that were <upper limit of normal (ULN;
77% (95% CI1 72-81)], >ULN [56% (95% CI 49-63)], and
>2 x ULN [39% (95% CI 26-53); Fig. 3e]; and patients
with metastasis (M0O)/M1A/M1B stage disease [78%
(95% CI 72-82)] and M1C stage disease [65% (95% CI
59-70); Fig. 3g]. There were also numerical differences
in 24-month OS rates between other patient subgroups,
including male [75% (95% CI 70-80)] and female patients
[62% (95% CI 54-68); Fig. 3c], and patients with cutane-
ous [72% (95% CI 68-76)], mucosal [56% (95% CI 37-71)],
and uveal [44% (95% CI 24-63)] melanoma (Fig. 3h).

Discussion

CheckMate 218, a large North American EAP, provided
access to investigational nivolumab to be used in combina-
tion with commercially available ipilimumab for patients
with advanced melanoma prior to regulatory approval
of the combination. Outcomes with nivolumab plus
ipilimumab in this EAP were consistent with findings
from the registrational RC'Ts, CheckMate 069 and
CheckMate 067 [4,8-10], with a large population
of patients and less stringent inclusion criteria than
CheckMate 067 with respect to the number of prior ther-
apies and melanoma subtypes allowed. Unlike the RCTs,
this EAP solely utilized investigators who had previous
experience with the administration of nivolumab and
ipilimumab, either as monotherapy or in combination.

The patient population in this EAP differed in certain
respects from those in the RCTs [8,10]. For example, in
contrast to CheckMate 067, which exclusively enrolled
untreated patients, this EAP included patients who
had previously received systemic treatment, including
BRAF/MEK inhibitors in patients with BRAF mutant
discase. As a result, the EAP population had a greater
proportion of patients with BRAF mutant disease (44% or
more) than the study group treated with the combination
in CheckMate 067 (32%). In addition, this EAP enrolled
patients with rarer subtypes of melanoma, including

38 patients with uveal melanoma and 47 patients with
mucosal melanoma. Patients with uveal melanoma were
excluded from CheckMate 067 and, while patients with
mucosal melanoma were enrolled in that study, data for
these patients were limited. However, the proportions of
patients with elevated baseline LDH levels were similar
in the EAP (32%) and the study group receiving the com-
bination in CheckMate 067 (36%).

Safety results from this EAP were consistent with
those from the RCTs [4,8-10]. For instance, grade 3—4
TRAESs occurred in 53% of patients in this EAP and
in 59% of patients treated with the combination in
CheckMate 067 [4]. TRAESs of any grade led to treatment
discontinuation in 36 and 42% of patients receiving the
combination in this EAP and in CheckMate 067, respec-
tively [4]. Diarrhea and increased alanine aminotrans-
ferase were the most frequent grade 3—4 TRAEs in the
EAP (each, 9%); these were also among the most com-
mon in CheckMate 067, reported at similar rates [4]. In
this EAP, IMMs for managing AEs were required by 35%
of patients for AEs of less than grade 3 and by 44% of
patients for grade 3—4 AEs, suggesting that lower-grade
immune-mediated AEs can have a clinically meaning-
ful impact that requires therapeutic intervention. Six
treatment-related deaths (1%, equal to those reported
for patients treated with nivolumab plus ipilimumab in
CheckMate 067 [4]) were reported, and no new safety
signals were identified.

Nivolumab plus ipilimumab was associated with high
survival rates in this EAP, and these findings were con-
sistent with those from the RCTs [4,8-10,14]. For the
overall EAP group, the 24-month survival rate was 70%.
Interestingly, 24-month OS rates in this EAP were simi-
lar in patients with BRAF wild-type and mutant disease
(73% vs.70%), suggesting that BRAF mutation status may
not be predictive of survival outcomes with the combina-
tion. In CheckMate 067, the 24-month OS rate was 64%
in patients treated with the combination [14], and there
appeared to be a long-term survival benefit in patients
with BRAF mutant disease treated with the combination
compared with those treated with nivolumab monother-
apy [5-year OS rate: 60% vs. 46%; unstratified hazard ratio
0.70 (95% CI 0.46-1.05)] [4]. Male patients in this EAP
exhibited numerically greater survival outcomes than
female patients, consistent with arecentsystematic review
of treatment with immune checkpoint inhibitors [15].
Survival rates were similar for patients aged 265 and <65
years, suggesting that the combination is effective in
both older and younger patients. The efficacy of the com-
bination in this EAP was further evidenced by 24-month
OS rates of >55% in patients with poor prognostic charac-
teristics (e.g. an ECOG PS of 1, elevated LDH level, or
M1C stage disease).

This EAP also included patients with rare melanoma sub-
types, such as uveal and mucosal melanoma, who typically
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(16 events/38 patients) (h). Cl, confidence interval; ECOG PS, Eastern Cooperative Oncology Group performance status; LDH, lactate dehydro-

genase; NR, not reached; OS, overall survival; ULN, upper limit of normal.

face a poor prognosis [16,17]. Mucosal melanoma repre-
sents 1-4% of all melanomas [16], and more than 40%
of patients with this form of melanoma are diagnosed
with metastatic disease [18]. In the metastatic setting,

median OS for mucosal melanoma has been reported
to be approximately 9 months [19]. Among patients
with mucosal melanoma in this EAP, median OS was
not reached, and the 12-month OS rate was 75%. Uveal

Copyright © 2020 Wolters Kluwer Health, Inc. Unauthorized reproduction of this article is prohibited.



74 Melanoma Research 2021, Vol 31 No 1

melanoma comprises 3-5% of all cases of melanoma, and
up to one-half of patients with this form of the disease
develop metastases [20]. For metastatic uveal melanoma,
the median OS has been reported to be approximately
10 months, with a 12-month OS rate of 43% [17]. Among
patients with uveal melanoma in this EAP, the median
OS was approximately 15 months, and the 12-month OS
rate was 64%. Findings with uveal melanoma in this EAP
are supported by results from phase 2 studies in Spain
(n = 50; median follow-up, 7.1 months) and the USA
(n = 35; median follow-up, 13.9 months) in which
nivolumab plus ipilimumab demonstrated clinical activ-
ity in patients with metastatic uveal melanoma, with a
median OS of 12.7 and 19.1 months, respectively [21,22].
While the results presented here for mucosal and uveal
melanoma are interesting, these patients comprised a
small proportion of the EAP (6% and 5%, respectively).

In this EAP, 37% of patients continued on to receive
maintenance nivolumab monotherapy, compared with
47% of patients in CheckMate 067, with only 13%
receiving >10 doses of maintenance nivolumab [10]. The
results from this EAP suggest that patients who experi-
ence significant AEs and meet discontinuation criteria
can still obtain benefit.

This EAP has several important limitations. The EAP
was observational in nature, with the primary purpose
being to provide early access to nivolumab for use in
combination with ipilimumab. Results for OS should be
interpreted with caution, particularly at the later time
points, because of the high proportion of early censoring
resulting from the EAP closure and the short minimum
follow-up time. In addition, there was a lack of informa-
tion collected on therapies given after EAP treatment,
which could have had an impact on the observed OS.

The results of CheckMate 218, a large EAP, add to the
growing clinical database of information supporting the
use of combination nivolumab plus ipilimumab in the
treatment of advanced melanoma. This EAP provides
additional safety and efficacy information for patients
with advanced melanoma treated with this combination,
including patients with various melanoma subtypes.
Results of this EAP are consistent with findings from the
registrational RC'Ts and support the use of nivolumab
plus ipilimumab in a broad patient population with
advanced melanoma.
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