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ABSTRACT
The anti-PD-1 antibodies nivolumab and pembrolizumab are active in metastatic melanoma; however,
there is limited data on combining anti-PD-1 antibody and radiotherapy (RT). We sought to review clinical
outcomes of patients receiving RT and anti-PD-1 therapy. All patients receiving anti-PD-1 antibody and RT
for metastatic melanoma were identified. RT and systemic treatment, clinical outcome, and toxicity data
were collected. Fifty-three patients were included; 35 patients received extracranial RT and/or intracranial
stereotactic radiosurgery (SRS) and 21 received whole brain radiotherapy (WBRT) (three of whom also
received SRS/extracranial RT). Patients treated with extracranial RT or SRS received treatment either
sequentially (RT then anti-PD-1, n D 11), concurrently (n D 16), or concurrent “salvage” treatment to
lesions progressing on anti-PD-1 therapy (n D 15). There was no excessive anti-PD-1 or RT toxicity
observed in patients receiving extracranial RT. Of six patients receiving SRS, one patient developed grade
3 radiation necrosis. In 21 patients receiving WBRT, one patient developed Stevens–Johnson syndrome,
one patient developed acute neurocognitive decline, and one patient developed significant cerebral
edema in the setting of disease. Response in irradiated extracranial/intracranial SRS lesions was 44% for
sequential treatment and 64% for concurrent treatment (pD0.448). Likewise there was no significant
difference between sequential or concurrent treatment in lesional response of non-irradiated lesions. For
progressing lesions subsequently irradiated, response rate was 45%. RT and anti-PD-1 antibodies can be
safely combined, with no detectable excess toxicity in extracranial sites. WBRT and anti-PD-1 therapy is
well tolerated, although there are rare toxicities and the role of either anti-PD-1 or WBRT in the etiology of
these is uncertain.

Abbreviations: CR, complete response; CTLA-4, cytotoxic T-lymphocyte-associated protein 4; LDH, lactate dehydro-
genase; mAb, monoclonal antibody; PD-1, programmed death receptor 1; PR, partial response; RT, radiotherapy;
SJS, Stevens–Johnson syndrome; SRS, stereotactic radiosurgery; WBRT, whole brain radiotherapy
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Introduction

The anti-PD-1 antibodies nivolumab and pembrolizumab are
active across a spectrum of malignancies including metastatic
melanoma, non-small cell lung cancer, and renal cell carci-
noma.1-4 In melanoma, overall survival (OS) of patients receiv-
ing anti-PD-1 antibody is significantly improved as compared
to chemotherapy and ipilimumab.5,6 In the setting of advanced
metastatic disease, radiotherapy (RT) is routinely used for
symptomatic disease, or sites of threatened local morbidity. RT
has been shown to modulate the immune response to tumors
and there is much interest in harnessing the immunomodula-
tory effect of RT in order to augment the anticancer efficacy of
immunotherapy.7,8

RT may rarely result in tumor regression at sites distant to
the irradiated field, an immune-mediated response termed the
“abscopal effect.”9 The frequency of reported cases of the
abscopal effect is rare with RT alone; however, preclinical data
indicate that this response can be augmented when RT is

combined with an anti-CTLA4 antibody10 or an anti-PD-1
antibody.11 This is paralleled by an increase in clinical reports
of the abscopal effect in patients receiving RT and the anti-
CTLA4 antibody ipilimumab,12,13 although the incidence of
this effect is unknown. The triple combination regimen of RT,
anti-CTLA4 antibody, and anti-PD-1 mAb has been shown to
be synergistic in a preclinical study, and combining immuno-
therapy with RT therefore represents an attractive strategy for
metastatic disease.14 However, there are concerns regarding
potential toxicity given the complexities of interaction between
RT and immunotherapy, with an outstanding need for safety
data on combination treatment. This is of particular relevance
in melanoma where the incidence of brain metastases at
diagnosis is approximately 20%, and treatment often involves
stereotactic radiosurgery (SRS) or whole brain radiotherapy
(WBRT). While there is no safety data for WBRT in combina-
tion with anti-PD-1 antibody, there is only one case report of
combination SRS and anti-PD-1 antibody.15 We sought to
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evaluate both toxicity and prevalence of abscopal response in a
cohort of patients with metastatic melanoma treated with anti-
PD-1 antibody and palliative RT, with particular attention to
safety in a cohort of patients receiving WBRT.

Results

Patient characteristics and treatment received

Fifty-three patients were included: 35 patients received extracra-
nial RT and/or intracranial SRS and 21 received WBRT (three
of whom also received SRS or extracranial RT). Of the 35
patients who received extracranial RT and/or intracranial SRS,
26 (74%) patients had M1c disease, 21 (60%) had a raised LDH,
6 (17%) were ECOG performance status 2 at baseline, and 13
(37%) had a history of brain metastases, reflecting a poor prog-
nosis cohort (Table 1). Only 1 (3%) patient received anti-PD1
as first line systemic therapy, and 32 (91%) patients received
prior ipilimumab with a median time from ipilimumab to anti-
PD-1 antibody of 29 d (range 1–238 d) (Table 1). Nine patients

(26%) had an early switch from ipilimumab to anti-PD-1 anti-
body (prior to completion of four cycles of ipilimumab or prior
to disease progression) due to the clinician’s concerns regarding
the patient’s disease burden, tumor kinetics, and symptoms,
based upon the concept that combining immunotherapies may
have superior efficacy.16 These patients received a median of
one infusion of ipilimumab (range 1–3) with a median interval
of 21 d between ipilimumab and anti-PD-1.

Twenty-seven (77%) patients received pembrolizumab
2 mg/kg every three weeks, while seven (20%) patients received
nivolumab 3 mg/kg every two weeks. One patient (3%) received
pembrolizumab on a clinical trial and was subsequently
switched to nivolumab after progressing on trial due to ongoing
clinical benefit. At the time of assessment, median duration of
anti-PD-1 antibody treatment was 6 mo. Of patients receiving
extracranial RT and/or intracranial SRS, 11 (31%) received
sequential RT followed by anti-PD-1 antibody with a median
time of 11 d between commencing RT and anti-PD-1 antibody
(range 1–21 d) and 16 (46%) patients received concurrent treat-
ment with a median time of 7 d between commencing anti-PD-
1 and RT (range ¡9 to 34 d). Within these cohorts one patient
that was treated sequentially and six patients that were treated
concurrently subsequently received further RT to progressive
disease. A total of 15 (43%) patients received salvage RT to pro-
gressive disease (clinical progression in 1 patient, radiological
confirmation of RECIST progression in 14 patients) a median
of 121 d after starting anti-PD-1 antibody (range 49 to >800).

A total of 44 courses of palliative RT were evaluated; 24
(69%) patients received one course, 7 (20%) two courses, and 4
(11%) three or more courses. Standard palliative doses of RT
were given to metastases in cutaneous or soft tissue (32%), bone
(32%), SRS to brain metastases (14%), lymph node (18%), and
leptomeningeal (2%) sites (Table S1). Doses of 8–30 Gy in 1–10
fractions were delivered using a conformal technique. One
patient received 48 Gy in 20 fractions to a nodal metastasis.

Twenty-one patients received WBRT and anti-PD-1, includ-
ing three patients who received extracranial RT and/or intra-
cranial SRS as well as WBRT. Ten patients (48%) had received
prior ipilimumab, a median of 18.5 d prior to commencing
anti-PD-1 antibody (Table 2). The median WBRT dose
received was 30 Gy in 10 fractions. Six patients received simul-
taneous integrated boost (45 Gy in 10 fractions) to larger
lesions. The median time to start of WBRT was 7 d after com-
mencement of anti-PD-1 therapy (Table 2).

Safety of Extracranial RT and Intracranial SRS

Adverse events were classified as drug-related or RT-related on
the basis of the known side effect profiles and mechanisms of
action of each treatment. Within the cohort of 35 patients who
received extracranial RT or SRS, four patients (11%) experi-
enced a grade 3 or 4 related adverse event due to anti-PD-1
antibody, consistent with the published trial data.5 Three of
these patients developed a grade 3 rash after receiving anti-PD-
1 antibody closely preceded by ipilimumab. All other toxicities
were as expected for anti-PD-1 antibody therapy (Table 3).
Three patients (9%) developed grade 1 transaminase derange-
ment that did not require steroid intervention, consistent with
the anti-PD-1 antibody trial data.17

Table 1. Baseline characteristics at start of anti-PD-1 therapy.

Baseline characteristic N D 35

Male, n (%) 24 (69%)
Age, median (range) 59 (22 to 83)
M stage, n (%)

Stage IIIc 1 (3%)
M1a 4 (11%)
M1b 4 (11%)
M1c 26 (74%)

History of brain metastases, n (%) 13 (37%)
LDH > ULN, n (%) 21 (60%)
BRAF status, n (%)

Wild-type 26 (74%)
V600 mutation 8 (23%)
Other 1 (3%)

ECOG at start of PD-1, n (%)
0–1 29 (83%)
2 6 (17%)

Number of previous therapies, n(%)
0 1 (3%)
1 21 (60%)
2 or more 13 (37%)

Previous therapy type, n (%)
Ipilimumab 32 (91%)
Dabrafenib and trametinib 8 (23%)
Dabrafenib monotherapy 2 (6%)
Vemurafenib 3 (9%)
Trametinib monotherapy 2 (6%)
Chemotherapy 4 (11%)
Other 4 (11%)

Median time from ipilimumab to PD1, days (range) 29 (1–238)
Ipilimumab cycles, n (%)

4a 13 (37%)
3 8 (23%)
2 2 (6%)
1 8 (23%)

Switched from ipilimumab to PD-1 due to
RECIST progression on scan 14 (40%)
Clinical progression 5 (14%)
Toxicity 1 (3%)
Planned early switch to PD-1 9 (26%)

Previous RT (prior to inclusion criteria), n (%) 17 (49%)
Site of prior RT, n (%)

Intracranial 8
SRS 5
WBRT 5
Extracranial 12

aOne patient received a further 2 cycles of ipilimumab (i.e., total six cycles).
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Extracranial RT was well tolerated, although a direct compari-
son of adverse events with the published data was not possible
due to the heterogeneity of RT sites and doses within this cohort.
Two patients experienced grade 3 radiation dermatitis (one
patient 36 Gy in six fractions to the scalp, one patient 25 Gy in
five fractions to a subcutaneous lesion on the left lateral flank, see
Fig. S2). Of the six patients who received SRS to brain metastases
(total 17 lesions treated), one patient developed a grade 3 symp-
tomatic radiation necrosis 3 mo after receiving sequential SRS
(single fraction of 20 Gy) to a 20 mm brain metastasis. This
patient also received WBRT (30 Gy in 10 fractions) 12 mo prior

to SRS. The patient was managed with surgical resection, cortico-
steroids, and a single dose of bevacizumab and was subsequently
able to resume treatment with anti-PD-1 antibody.18

Safety of WBRT

Rates of low-grade toxicities following WBRT including head-
aches, nausea, and radiation dermatitis were as expected when
compared the prior published data 19-21 (Table 4). Clinically sig-
nificant cognitive changes were observed in two patients (10%),
neither of whom had hippocampal sparing due to the extent of
disease. In one of these patients, there was a grade 3 acute neu-
rocognitive decline characterized by aphasia and gait distur-
bance, occurring 2 mo after completion of WBRT while
receiving concurrent ipilimumab and anti-PD-1 antibody.
Causes of acute delirium and intracranial progression were
excluded. After discussion with the family, there was an agree-
ment to palliate. One patient on single agent anti-PD-1 therapy
for 3 mo (ipilimumab >2 y prior) developed Stevens–Johnson
Syndrome (SJS) on a background of concomitant phenytoin
therapy 4 d after completion of WBRT for intracranial progres-
sion. One patient developed significant cerebral edema associ-
ated with rapid disease progression after receiving ipilimumab
closely followed by anti-PD-1 antibody and concurrent WBRT
(Fig. S3). This patient had rapidly progressive disease with mili-
ary brain metastases. The patient developed symptoms of raised
intracranial pressure within the first week of treatment, suggest-
ing disease progression as the most likely cause for symptoms.
However, the concurrent immune therapy and WBRT could
not be excluded as contributing to the edema seen on imaging.

Efficacy in the sequential and concurrent cohorts

There was no difference in OS of patients treated with concur-
rent or sequential RT to extracranial lesions and/or intracranial

Table 2. Baseline characteristics and treatment summary of WBRT cohort at the
start of anti-PD-1 therapy.

Characteristic

Total number of patients 21
Age, median (range) 63 (22 to 81)
ECOG at start of anti-PD-1

0–1 14 (67%)
2 or more 7 (33%)

Median number brain metastases 7
Leptomeningeal disease, n (%) 2 (10%)
Prior ipilimumab (%) 10 (48%)
Time between prior ipilimumab and

anti-PD-1 antibody, median days (range)
18.5 (1 to 545)

Time between anti-PD-1 antibody
and WBRT, median days (range)

7 (¡28 to 106)

Sequential 4 (19%)
Concurrent 11 (52%)

For progression on anti-PD-1 antibody 6 (29%)
Median dose (range)

Gy 30 (20 to 30),
integrated
boost to 45 Gy

Fractions 10 (5 to 10)

Abbreviations: Gy, Gray; WBRT, whole brain radiotherapy.

Table 3. Treatment-related adverse events� in patients receiving extracranial RT
for SRS to intracranial lesions.

AEs recorded during treatment Any grade,
n (%)

Grade 3–4,
n (%)

AEs due to anti-PD-1 antibody (n D 35)
Rash 8 (23) 3 (9)
Diarrhea 6 (17) 1 (3)
Endocrinopathy 6 (17)
Pruritis 5 (14)
Raised AST and/or ALT 3 (9)
Arthralgia 2 (6)
Xerostomia 2 (6)
Vomiting 2 (6)
Nausea 1 (3)
Fever 1 (3)

AEs during RT treatment or affecting RT field
Extracranial RT (n D 31)

Radiation dermatitis (all lesions, n D 65) 20 (57) 2 (6)
Mucositis (head and neck lesions, n D12) 4 (11)
Nausea 3 (9)
Vitiligo 1 (3)

SRS (n D 6)
Alopecia (any grade) 2 (6)
Radiation dermatitis 2 (6)
Cerebral radiation necrosis (SRS lesions, n D17) 1 (3) 1 (3)

�All recorded adverse events (AEs) during treatment due to anti-PD-1 antibody are
shown. All recorded adverse events occurring due to radiotherapy treatment or
affecting the radiotherapy field are shown. Two patients had both SRS and extra-
cranial RT.
Abbreviations: SRS, stereotactic radiosurgery.

Table 4. Treatment related adverse events� during WBRT.

AEs recorded during
treatment (n D 21)

Any grade,
n (%)

Grade 3–4a,
n (%)

AEs attributed to WBRT
Radiation dermatitis 15 (71%)
Alopecia (any grade) 18 (86%)
Headache 7 (33%)
Nausea (during WBRT) 3 (14%) 1 (5%)
Vomiting (during WBRT) 2 (10%)
Cognitive changes 2 (10%) 1 (5%)

AEs attributed to WBRT and/or
anti-PD1, possibly synergistic
Stevens–Johnson syndrome 1 (5%) 1 (5%)
Vitiligo in WBRT field only 1 (5%)

AEs attributed to anti-PD-1 antibody
Diarrhea 3 (14%)
Pruritus 4 (19%)
Rash 5 (24%) 2 (10%)
Hepatotoxicity 2 (10%)
Endocrinopathy 3 (14%)
Arthralgia 1 (5%)

�All recorded adverse events occurring due to radiotherapy treatment or affecting
the radiotherapy field are shown. All patients given WBRT and anti-PD-1 antibody
prior to October 31, 2015 were included in assessment of toxicity.
Abbreviations: SRS, stereotactic radiosurgery.
aThere was one grade 5 event, the investigator assessed as possibly treatment
related.
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SRS (median 6.4 vs. 8.6 mo, respectively, p D 0.7672) (Fig. S1).
Similarly, the RECIST overall response rates were similar in the
concurrent and sequential cohorts (5/16 [31%] vs. 4/11 [36%]
respectively, p D 1). The fractionation regimen and the pres-
ence of multiple sites of irradiation were not predictors of
response. Time to maximum response was almost identical in
patients treated concurrently (76.5 d) or sequentially (77.5 d).

The response rate (CR and PR) of irradiated lesions was 44%
for the 16 lesions treated sequentially and 64% (p D 0.448) for
14 lesions treated concurrently (Table 5). Of note, the sequen-
tial cohort included a greater proportion of irradiated brain
metastases (14/26 [54%] vs. 5/30 [17%]), and the concurrent
cohort included a larger proportion of bone and soft tissue
lesions (19/30 [63%] vs. 9/26 (35%)] than the sequential cohort.
The response rate in non-irradiated target lesions was 52% and
46% in sequential and concurrent cohorts, respectively, and
was not significantly different between the groups (p D 0.878).
There was one confirmed case of pseudoprogression within this
group of patients. This was the patient who underwent resec-
tion of an enlarging brain metastasis which had previously
been treated with SRS, and histopathology revealed radiation
necrosis.

Efficacy in the salvage radiotherapy cohort

In patients who received salvage extracranial RT and/or intra-
cranial SRS for progressive disease (n D 15 patients) on anti-
PD-1 therapy, lesion response to RT and anti-PD-1 antibody
was assessed using the scan immediately prior to RT as base-
line, and best response was assessed post-RT during ongoing
anti-PD-1 antibody after the initial progression. Nine irradiated
lesions (31% of lesions treated) were not evaluable as four
patients died prior to follow-up imaging post-RT and three
lesions could not be accurately assessed on CT imaging.

For the 30 progressing lesions that were irradiated (exclud-
ing nine lesions not evaluable), the lesional response rate was
45%. The irradiated site, dose, and fractionation regimen were
not predictors of response when assessed using logistic regres-
sion. The 25 non-irradiated lesions (excluding eight lesions not
evaluable due to patient death) progressing on anti-PD-1 anti-
body had a subsequent response rate of 15% post-RT; all of
these “abscopal” responding lesions were observed in a single
patient whose scan revealed progression at day 50 following
commencement of anti-PD-1 in neck nodes (subsequently

irradiated) and subcutaneous sites (not-irradiated) (Fig. S4);
thus, a later response to anti-PD-1 could not be ruled out. After
an initial response to treatment, this patient subsequently
progressed after 10 mo of anti-PD-1 therapy. Of note, the
patient had completed four cycles of ipilimumab 2 mo prior to
commencing anti-PD-1.

Discussion

This is the first case series in any cancer to assess toxicity and
response in patients receiving combined anti-PD-1 antibody
and extracranial RT or WBRT. The only prior published study
assessed clinical outcomes in 26 patients treated with anti-PD-
1 therapy and SRS to melanoma brain metastases, and found
that combination therapy was well tolerated.15 Our study dem-
onstrates that RT and anti-PD-1 antibodies can be safely com-
bined, with no detectable excess toxicity in extracranial sites.
WBRT and anti-PD-1 therapy are also well tolerated, although
there are rare toxicities and the role of either anti-PD-1 or
WBRT in the etiology of these is uncertain. The highest lesion-
specific response was seen in irradiated lesions in patients
receiving concurrent anti-PD-1 therapy with an overall lesion
response rate of 64% and CR rate of 14%. This was higher than
the expected response rate, although a definite abscopal effect
was not observed in this study.

One of the six patients receiving SRS to brain metastases
(17%) developed symptomatic radiation necrosis, consistent
with the reported incidence of up to 50% determined radiologi-
cally in patients treated with SRS alone depending on risk
factors including dose, fractionation, and concurrent chemo-
therapy.22 Symptomatic radionecrosis is reported to occur in
approximately 10% of patients.23,24 Although several case
reports have suggested a possible increased risk of radiation
necrosis in patients treated with SRS and ipilimumab,25-27 there
has been no definitive data to support this.28 There was also no
increase in incidence of radiation necrosis in a recent case
report of 26 patients treated with SRS and anti-PD-1 anti-
body.15 This apparent increase in incidence of radiation necro-
sis in this study could just be due to the longer survival
associated with anti-PD-1 therapy.5,29 Within the cohort of
patients treated with WBRT together with anti-PD-1, cognitive
changes were observed in 2 of the 21 patients. Neither of these
patients had hippocampal sparing due to the extent of brain
disease, and neurocognitive decline is a recognized toxicity
observed in 30% of patients receiving WBRT.30 One patient
developed SJS one week after completion of WBRT (on anti-
PD-1 for 3 mo prior) on a background of concomitant phenyt-
oin therapy. As both RT and anti-convulsant therapy are
known risk factors for SJS,31 the role of anti-PD-1 in this case is
not clear.

RECIST response rates in patients receiving up-front
sequential or concurrent RT and anti-PD-1 antibody were con-
sistent with published trial data for anti-PD-1 antibody,5 mak-
ing it difficult to assess for abscopal effects. Evaluation of the
abscopal effect in a subset of patients progressing on anti-PD-1
antibody who received RT for disease progression revealed one
patient who demonstrated regression of both non-irradiated
progressing and new lesions, although the patient had only
received seven weeks of anti-PD1 therapy at the time of

Table 5. Lesion-specific response in sequential and concurrent cohorts, excluding
patients who received RT to metastases progressing on anti-PD-1.

Best response (%)

PD SD PR CR

Lesion
response
rate (%)

Non-irradiated assessable lesiona

Sequential (n D 21) 29 19 28 23 52
Concurrent (n D 51) 18 35 25 21 46

Irradiated assessable lesionsb

Sequential (n D 16) 19 38 38 6 44
Concurrent (n D 14) 21 14 50 14 64

aUp to five non-irradiated RECIST target lesions were assessed for individual lesion
response after treatment with anti-PD-1 antibody and RT.
bAll irradiated lesions were assessed for best response post-radiotherapy while on
treatment with anti-PD-1 antibody.
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progression and commencement of RT. This may indicate an
abscopal effect; however, it has also been established that new
and progression lesions can occur in 3–4% of patients who
subsequently respond to anti-PD-1 antibody without any addi-
tional anticancer treatments.6

Irradiation dose and fractionation were analyzed but not
found to be significant predictors of response. Similarly, there
was no significant difference in RECIST response and lesional
responses in patients receiving irradiation and anti-PD-1 anti-
body sequentially or concurrently, although the response was
numerically higher in concurrently irradiated lesions. The
question of sequential versus concurrent dosing requires fur-
ther study, as pre-clinical data suggest that the timing of RT in
relation to immunotherapy may be important. In mouse colon
and breast carcinoma models, sequential RT then anti-CTLA-4
blockade was less effective than concurrent,32 and sequential
RT with anti-PD-L1 blockade was also less effective than con-
current scheduling in a mouse colon carcinoma model.33 How-
ever, a retrospective analysis of patients receiving SRS and
ipilimumab for melanoma brain metastases found no signifi-
cant difference in OS according to schedule.34

Optimal radiation dose and fractionation regimen also
remains unknown. Data from breast and colorectal mouse
models have indicated that a fractionated regimen may be
superior to single dose,32 and may overcome RT-induced adap-
tive resistance by upregulation of PD-L1.33 Fractionated radia-
tion alone was shown to maintain low regulatory T cells
(Tregs), while single high dose RT resulted in an increase in
Treg representation.35 An abscopal response was observed fol-
lowing fractionated high dose palliative RT to a paraspinal
mass in a patient progressing on ipilimumab.12 Similarly, frac-
tionated regimens were associated with improved lesion
response as compared with hypofractionated treatment in a
series of patients receiving concurrent anti-CTLA4 antibody.36

This case series provides valuable insight into safety and
efficacy of sequential, combination, and salvage treatment
with RT and anti-PD-1 antibodies. It appears unlikely that RT
commonly invokes an abscopal response in melanoma

resistant to anti-PD-1 antibodies. The study is limited by a rel-
atively small and heterogeneous population of patients, and
rare toxicities may therefore not be detected. Formal prospec-
tive trials are needed and are underway in melanoma
(NCT02374242, NCT02562625, NCT02407171), and other
cancers (NCT02402920, NCT02684253, NCT02444741),
which should evaluate this issue further. Furthermore, study
regarding long-term effects of radiation and anti-PD-1 anti-
body, particularly radionecrosis, is an important next step.

Methods

Patients, treatment, and safety assessments

A retrospective analysis of all metastatic melanoma patients
receiving palliative RT and anti-PD-1 antibody therapy, at Mel-
anoma Institute Australia and the Crown Princess Mary Cancer
Centre Westmead, was performed. The study was undertaken
with Human Ethics Review Committee approval and patient’s
informed consent. All patients treated with extracranial RT or
SRS to an intracranial lesion between November 2013 and
March 2015 were assessed for both response to treatment and
safety. These patients either received sequential RT prior to sys-
temic therapy or concurrent external-beam or stereotactic RT
with either pembrolizumab (2 mg/kg three weekly) or nivolu-
mab (3mg/kg two weekly). In addition, all patients treated with
WBRT and anti-PD-1 antibody between November 2013 and
October 2015 were analyzed for safety alone, to provide a more
extensive safety assessment in this cohort of patients.

RT and anti-PD-1 were delivered in three different sched-
ules (Fig. 1): (a) sequentially, whereby RT was commenced and
completed within 28 d prior to starting anti-PD-1 antibody; (b)
concurrently, whereby RT was given early-during anti-PD-1
therapy to symptomatic lesions or lesions clinicians were con-
cerned could become symptomatic if unresponsive to anti-PD-
1 antibody; or (c) “salvage” RT for clinical or radiological pro-
gression noted more than six weeks after starting anti-PD-1
antibody (i.e., to resistant lesions). RT was delivered using a

Figure 1. Summary of treatment schedules received by patients receiving extracranial RT or SRS. Patients received radiotherapy either (A) sequentially (commenced and
competed within 28 d prior to starting anti-PD-1 antibody), (B) concurrently with anti-PD-1 antibody, or (C) for clinical or radiological progression noted more than six
weeks after starting anti-PD-1 antibody.
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conformal technique with photon energy in a standard pallia-
tive fashion. Hippocampal sparing WBRT was used in all cases
except where disease burden prevented this. Safety was assessed
through analysis of recorded adverse events during treatment
and incidence compared with trial data for single agent anti-
PD-1 antibody or RT.

Response assessments

Response assessment was performed in patients receiving
extracranial RT or SRS to an intracranial lesion, and anti-PD-1
antibody. Overall response was assessed using RECIST 1.1.37 A
second response assessment, the “lesional response assess-
ment,” involved identification of up to five target lesions,
excluding the irradiated lesion, at baseline (prior to systemic
therapy or RT), and followed throughout treatment. The irradi-
ated lesions were followed separately. For both overall and
lesional response assessments, response was classified as com-
plete response (CR, disappearance or < 10 mm short axis for
lymph nodes), partial response (PR, �30% reduction), stable
disease (SD, neither CR/PR/PD), or progressive disease (PD, �
20% increase in diameter and increase of �5 mm). Data cut-off
for response was June 30, 2015.

Statistical analysis

Patient characteristics were expressed as relative frequencies
(percentages) for discrete variables and median and range for
continuous variables. OS was estimated using Kaplan–Meier
analysis and expressed as a median value and survival curves
analyzed using a log-rank test. Response rates in sequential and
concurrent cohorts were assessed using Fisher’s exact test, and
lesional response rates using a chi-squared test. Predictors of
response were analyzed via logistic regression.

Disclosure of potential conflicts of interest

E. Liniker - Travel and accommodation to attend ESMO 2015 MSD
Oncology
A.M. Menzies - Honoraria (Novartis, BMS, MSD), consulting/advisory
role (MSD, Chugai), travel/accommodation (BMS)
A. Cooper - Honoraria (BMS), travel/accommodation (Sanofi)
R.F. Kefford - Honoraria (Merck, BMS, Novartis), consulting/advisory
role (Merck, BMS, Amgen, Novartis, Teva, Roche), travel/accommodation
(BMS)
T.W. Wang - Honoraria (Amgen), speaker's bureau (Amgen), research
funding (GSK)
M.S. Carlino - Honoraria (BMS, MSD, Novartis), consulting/advisory role
(BMS, MSD, Novartis, Amgen), travel/accommodation (MSD)
A. Hong - Honoraria (Novartis)
G.V. Long - Consultants advisor to Amgen, BMS, Novartis, MERCK
MSD, Roche.

References

1. Borghaei H, Paz-Ares L, Horn L, Spigel DR, Steins M, Ready NE,
Chow LQ, Vokes EE, Felip E, Holgado E et al. Nivolumab versus doce-
taxel in advanced nonsquamous non-small-cell lung cancer. N Eng J
Med 2015; 373:1627-39; PMID:26412456; http://dx.doi.org/10.1056/
NEJMoa1507643

2. Motzer RJ, Rini BI, McDermott DF, Redman BG, Kuzel TM, Harrison
MR, Vaishampayan UN, Drabkin HA, George S, Logan TF et al.

Nivolumab for metastatic renal cell carcinoma: results of a random-
ized phase II trial. J Clin Oncol 2015; 33:1430-7; PMID:25452452;
http://dx.doi.org/10.1200/JCO.2014.59.0703

3. Brahmer J, Reckamp KL, Baas P, Crino L, Eberhardt WE, Poddub-
skaya E, Antonia S, Pluzanski A, Vokes EE, Holgado E et al. Nivolu-
mab versus docetaxel in advanced squamous-cell non-small-cell lung
cancer. N Eng J Med 2015; 373:123-35; PMID:26028407; http://dx.
doi.org/10.1056/NEJMoa1504627

4. Ribas A, Puzanov I, Dummer R, Schadendorf D, Hamid O, Robert C,
Hodi FS, Schachter J, Pavlick AC, Lewis KD et al. Pembrolizumab ver-
sus investigator-choice chemotherapy for ipilimumab-refractory mel-
anoma (KEYNOTE-002): a randomised, controlled, phase 2 trial.
Lancet Oncol 2015; 16:908-18; PMID:26115796; http://dx.doi.org/
10.1016/S1470-2045(15)00083-2

5. Robert C, Schachter J, Long GV, Arance A, Grob JJ, Mortier L, Daud
A, Carlino MS, McNeil C, Lotem M et al. Pembrolizumab versus ipili-
mumab in advanced melanoma. N Eng J Med 2015; 372:2521-32;
PMID:25891173; http://dx.doi.org/10.1056/NEJMoa1503093

6. Weber JS, D’Angelo SP, Minor D, Hodi FS, Gutzmer R, Neyns B,
Hoeller C, Khushalani NI, Miller WH, Jr, Lao CD et al. Nivolu-
mab versus chemotherapy in patients with advanced melanoma
who progressed after anti-CTLA-4 treatment (CheckMate 037): a
randomised, controlled, open-label, phase 3 trial. Lancet Oncol
2015; 16:375-84; PMID:25795410; http://dx.doi.org/10.1016/S1470-
2045(15)70076-8

7. Garnett CT, Palena C, Chakraborty M, Tsang KY, Schlom J, Hodge
JW. Sublethal irradiation of human tumor cells modulates phenotype
resulting in enhanced killing by cytotoxic T lymphocytes. Cancer Res
2004; 64:7985-94; PMID:15520206; http://dx.doi.org/10.1158/0008-
5472.CAN-04-1525

8. Reits EA, Hodge JW, Herberts CA, Groothuis TA, Chakraborty M,
Wansley EK, Camphausen K, Luiten RM, de Ru AH, Neijssen J et al.
Radiation modulates the peptide repertoire, enhances MHC class I
expression, and induces successful antitumor immunotherapy. J Exp
Med 2006; 203:1259-71; PMID:16636135; http://dx.doi.org/10.1084/
jem.20052494

9. Demaria S, Ng B, Devitt ML, Babb JS, Kawashima N, Liebes L, For-
menti SC. Ionizing radiation inhibition of distant untreated tumors
(abscopal effect) is immune mediated. Int J Radiat Oncol Biol Phys
2004; 58:862-70; PMID:14967443; http://dx.doi.org/10.1016/j.
ijrobp.2003.09.012

10. Demaria S, Kawashima N, Yang AM, Devitt ML, Babb JS, Allison JP,
Formenti SC. Immune-mediated inhibition of metastases after treat-
ment with local radiation and CTLA-4 blockade in a mouse model of
breast cancer. Clin Cancer Res 2005; 11:728-34; PMID:15701862

11. Park SS, Dong H, Liu X, Harrington SM, Krco CJ, Grams MP, Mans-
field AS, Furutani KM, Olivier KR, Kwon ED. PD-1 restrains radio-
therapy-induced abscopal effect. Cancer Immunol Res 2015; 3:610-9;
PMID:25701325; http://dx.doi.org/10.1158/2326-6066.CIR-14-0138

12. Postow MA, Callahan MK, Barker CA, Yamada Y, Yuan J, Kitano S, Mu
Z, Rasalan T, Adamow M, Ritter E et al. Immunologic correlates of the
abscopal effect in a patient with melanoma. N Eng J Med 2012; 366:925-
31; PMID:22397654; http://dx.doi.org/10.1056/NEJMoa1112824

13. Stamell EF, Wolchok JD, Gnjatic S, Lee NY, Brownell I. The abscopal
effect associated with a systemic anti-melanoma immune response.
Int J Radiat Oncol Biol Phy 2013; 85:293-5; PMID:22560555; http://
dx.doi.org/10.1016/j.ijrobp.2012.03.017

14. Twyman-Saint Victor C, Rech AJ, Maity A, Rengan R, Pauken KE,
Stelekati E, Benci JL, Xu B, Dada H, Odorizzi PM et al. Radiation and
dual checkpoint blockade activate non-redundant immune mecha-
nisms in cancer. Nature 2015; 520:373-7; PMID:25754329; http://dx.
doi.org/10.1038/nature14292

15. Ahmed KA, Stallworth DG, Kim Y, Johnstone PA, Harrison LB, Cau-
dell JJ, Yu HH, Etame AB, Weber JS, Gibney GT. Clinical outcomes of
melanoma brain metastases treated with stereotactic radiation and
anti-PD-1 therapy. Ann Oncol 2016; 27:434-41; PMID:26712903;
http://dx.doi.org/10.1093/annonc/mdv622

16. Larkin J, Chiarion-Sileni V, Gonzalez R, Grob JJ, Cowey CL, Lao CD,
Schadendorf D, Dummer R, Smylie M, Rutkowski P et al. Combined
nivolumab and ipilimumab or monotherapy in untreated melanoma.

e1214788-6 E. LINIKER ET AL.

http://dx.doi.org/10.1056/NEJMoa1507643
http://dx.doi.org/10.1056/NEJMoa1507643
http://dx.doi.org/25452452
http://dx.doi.org/10.1200/JCO.2014.59.0703
http://dx.doi.org/26028407
http://dx.doi.org/10.1056/NEJMoa1504627
http://dx.doi.org/26115796
http://dx.doi.org/10.1016/S1470-2045(15)00083-2
http://dx.doi.org/10.1056/NEJMoa1503093
http://dx.doi.org/10.1016/S1470-2045(15)70076-8
http://dx.doi.org/10.1016/S1470-2045(15)70076-8
http://dx.doi.org/10.1158/0008-5472.CAN-04-1525
http://dx.doi.org/10.1158/0008-5472.CAN-04-1525
http://dx.doi.org/10.1084/jem.20052494
http://dx.doi.org/10.1084/jem.20052494
http://dx.doi.org/10.1016/j.ijrobp.2003.09.012
http://dx.doi.org/10.1016/j.ijrobp.2003.09.012
http://dx.doi.org/15701862
http://dx.doi.org/10.1158/2326-6066.CIR-14-0138
http://dx.doi.org/10.1056/NEJMoa1112824
http://dx.doi.org/22560555
http://dx.doi.org/10.1016/j.ijrobp.2012.03.017
http://dx.doi.org/25754329
http://dx.doi.org/10.1038/nature14292
http://dx.doi.org/26712903
http://dx.doi.org/10.1093/annonc/mdv622


N Eng J Med 2015; 373:23-34; PMID:26027431; http://dx.doi.org/
10.1056/NEJMoa1504030

17. Hamid O, Robert C, Daud A, Hodi FS, HwuWJ, Kefford R, Wolchok JD,
Hersey P, Joseph RW, Weber JS et al. Safety and tumor responses with
lambrolizumab (anti-PD-1) in melanoma. N Eng J Med 2013; 369:134-
44; PMID:23724846; http://dx.doi.org/10.1056/NEJMoa1305133

18. Tye K, Engelhard HH, Slavin KV, Nicholas MK, Chmura SJ, Kwok Y,
Ho DS, Weichselbaum RR, Koshy M. An analysis of radiation necrosis
of the central nervous system treated with bevacizumab. J Neuro-
Oncol 2014; 117:321-7; PMID:24504500; http://dx.doi.org/10.1007/
s11060-014-1391-8

19. Fogarty GB, Hong A, Dolven-Jacobsen K, Reisse CH, Burmeister B,
Haydu LH, Dhillon H, Steel V, Shivalingam B, Drummond K et al.
First interim analysis of a randomised trial of whole brain radiother-
apy in melanoma brain metastases confirms high data quality. BMC
Res Notes 2015; 8:192; PMID:25952979; http://dx.doi.org/10.1186/
s13104-015-1153-5

20. Kocher M, Soffietti R, Abacioglu U, Villa S, Fauchon F, Baumert BG,
Fariselli L, Tzuk-Shina T, Kortmann RD, Carrie C et al. Adjuvant
whole-brain radiotherapy versus observation after radiosurgery or
surgical resection of one to three cerebral metastases: results of the
EORTC 22952-26001 study. J Clin Oncol 2011; 29:134-41;
PMID:21041710; http://dx.doi.org/10.1200/JCO.2010.30.1655

21. Andrews DW, Scott CB, Sperduto PW, Flanders AE, Gaspar LE, Schell
MC, Werner-Wasik M, Demas W, Ryu J, Bahary JP et al. Whole brain
radiation therapy with or without stereotactic radiosurgery boost for
patients with one to three brain metastases: phase III results of the
RTOG 9508 randomised trial. Lancet 2004; 363:1665-72;
PMID:15158627; http://dx.doi.org/10.1016/S0140-6736(04)16250-8

22. Korytko T, Radivoyevitch T, Colussi V, Wessels BW, Pillai K, Maciu-
nas RJ, Einstein DB. 12 Gy gamma knife radiosurgical volume is a pre-
dictor for radiation necrosis in non-AVM intracranial tumors. Int J
Radiat Oncol Biol Phys 2006; 64:419-24; PMID:16226848; http://dx.
doi.org/10.1016/j.ijrobp.2005.07.980

23. Blonigen BJ, Steinmetz RD, Levin L, Lamba MA, Warnick RE, Brene-
man JC. Irradiated volume as a predictor of brain radionecrosis after
linear accelerator stereotactic radiosurgery. Int J Radiat Oncol Biol
Phys 2010; 77:996-1001; PMID:19783374; http://dx.doi.org/10.1016/j.
ijrobp.2009.06.006

24. Minniti G, Clarke E, Lanzetta G, Osti MF, Trasimeni G, Bozzao A,
Romano A, Enrici RM. Stereotactic radiosurgery for brain metastases:
analysis of outcome and risk of brain radionecrosis. Radiat Oncol 2011;
6:48; PMID:21575163; http://dx.doi.org/10.1186/1748-717X-6-48

25. Du Four S, Wilgenhof S, Duerinck J, Michotte A, Van Binst A, De
Ridder M, Neyns B. Radiation necrosis of the brain in melanoma
patients successfully treated with ipilimumab, three case studies. Eur J
Cancer 2012; 48:3045-51; PMID:22727601; http://dx.doi.org/10.1016/
j.ejca.2012.05.016

26. Du Four S, Hong A, Chan M, Charakidis M, Duerinck J, Wilgenhof S,
Wang W, Feng L, Michotte A, Okera M et al. Symptomatic histologi-
cally proven necrosis of brain following stereotactic radiation and ipi-
limumab in six lesions in four melanoma patients. Case Reports
Oncol Med 2014; 2014:417913; PMID:25105043; http://dx.doi.org/
10.1155/2014/417913

27. Kiess AP, Wolchok JD, Barker CA, Postow MA, Tabar V, Huse JT, Chan
TA, Yamada Y, Beal K. Stereotactic radiosurgery for melanoma brain
metastases in patients receiving ipilimumab: safety profile and efficacy of
combined treatment. Int J Radiat Oncol Biol Phys 2015; 92:368-75;
PMID:25754629; http://dx.doi.org/10.1016/j.ijrobp.2015.01.004

28. Patel KR, Shoukat S, Oliver DE, Chowdhary M, Rizzo M, Lawson
DH, Khosa F, Liu Y, Khan MK. Ipilimumab and stereotactic radio-
surgery versus stereotactic radiosurgery alone for newly diagnosed
melanoma brain metastases. Am J Clin Oncol 2015 May 16. (Epub
ahead of print); http://dx.doi.org/10.1097/COC.0000000000000199.

29. Robert C, Long GV, Brady B, Dutriaux C, Maio M, Mortier L, Hassel
JC, Rutkowski P, McNeil C, Kalinka-Warzocha E et al. Nivolumab in
previously untreated melanoma without BRAF mutation. N Eng J
Med 2015; 372:320-30; PMID:25399552; http://dx.doi.org/10.1056/
NEJMoa1412082

30. Gondi V, Pugh SL, Tome WA, Caine C, Corn B, Kanner A, Rowley H,
Kundapur V, DeNittis A, Greenspoon JN et al. Preservation of memory
with conformal avoidance of the hippocampal neural stem-cell compart-
ment during whole-brain radiotherapy for brain metastases (RTOG
0933): a phase II multi-institutional trial. J Clin Oncol 2014; 32:3810-6;
PMID:25349290; http://dx.doi.org/10.1200/JCO.2014.57.2909

31. Vern-Gross TZ, Kowal-Vern A. Erythema multiforme, Stevens John-
son syndrome, and toxic epidermal necrolysis syndrome in patients
undergoing radiation therapy: a literature review. Am J Clin Oncol
2014; 37:506-13; PMID:22892429; http://dx.doi.org/10.1097/
COC.0b013e31825d5835

32. Dewan MZ, Galloway AE, Kawashima N, Dewyngaert JK, Babb JS,
Formenti SC, Demaria S. Fractionated but not single-dose radiother-
apy induces an immune-mediated abscopal effect when combined
with anti-CTLA-4 antibody. Clin Cancer Res 2009; 15:5379-88;
PMID:19706802; http://dx.doi.org/10.1158/1078-0432.CCR-09-0265

33. Dovedi SJ, Adlard AL, Lipowska-Bhalla G, McKenna C, Jones S, Chea-
dle EJ, Stratford IJ, Poon E, Morrow M, Stewart R et al. Acquired
resistance to fractionated radiotherapy can be overcome by concurrent
PD-L1 blockade. Cancer Res 2014; 74:5458-68; PMID:25274032;
http://dx.doi.org/10.1158/0008-5472.CAN-14-1258

34. Knisely JP, Yu JB, Flanigan J, Sznol M, Kluger HM, Chiang VL. Radio-
surgery for melanoma brain metastases in the ipilimumab era and the
possibility of longer survival. J Neurosurg 2012; 117:227-33;
PMID:22702482; http://dx.doi.org/10.3171/2012.5.JNS111929

35. Schaue D, Ratikan JA, Iwamoto KS, McBride WH. Maximizing
tumor immunity with fractionated radiation. Int J Radiat Oncol
Biol Phys 2012; 83:1306-10; PMID:22208977; http://dx.doi.org/
10.1016/j.ijrobp.2011.09.049

36. Grimaldi AM, Simeone E, Giannarelli D, Muto P, Falivene S, Borzillo
V, Giugliano FM, Sandomenico F, Petrillo A, Curvietto M et al.
Abscopal effects of radiotherapy on advanced melanoma patients who
progressed after ipilimumab immunotherapy. Oncoimmunol 2014; 3:
e28780; PMID:25083318; http://dx.doi.org/10.4161/onci.28780

37. Eisenhauer EA, Therasse P, Bogaerts J, Schwartz LH, Sargent D, Ford
R, Dancey J, Arbuck S, Gwyther S, Mooney M et al. New response
evaluation criteria in solid tumours: revised RECIST guideline (ver-
sion 1.1). Eur J Cancer 2009; 45:228-47; PMID:19097774; http://dx.
doi.org/10.1016/j.ejca.2008.10.026

ONCOIMMUNOLOGY e1214788-7

http://dx.doi.org/26027431
http://dx.doi.org/10.1056/NEJMoa1504030
http://dx.doi.org/10.1056/NEJMoa1305133
http://dx.doi.org/10.1007/s11060-014-1391-8
http://dx.doi.org/10.1007/s11060-014-1391-8
http://dx.doi.org/10.1186/s13104-015-1153-5
http://dx.doi.org/10.1186/s13104-015-1153-5
http://dx.doi.org/10.1200/JCO.2010.30.1655
http://dx.doi.org/10.1016/S0140-6736(04)16250-8
http://dx.doi.org/16226848
http://dx.doi.org/10.1016/j.ijrobp.2005.07.980
http://dx.doi.org/10.1016/j.ijrobp.2009.06.006
http://dx.doi.org/10.1016/j.ijrobp.2009.06.006
http://dx.doi.org/10.1186/1748-717X-6-48
http://dx.doi.org/10.1016/j.ejca.2012.05.016
http://dx.doi.org/10.1016/j.ejca.2012.05.016
http://dx.doi.org/25105043
http://dx.doi.org/25105043
http://dx.doi.org/10.1016/j.ijrobp.2015.01.004
http://dx.doi.org/10.1056/NEJMoa1412082
http://dx.doi.org/10.1056/NEJMoa1412082
http://dx.doi.org/10.1200/JCO.2014.57.2909
http://dx.doi.org/10.1097/COC.0b013e31825d5835
http://dx.doi.org/10.1097/COC.0b013e31825d5835
http://dx.doi.org/10.1158/1078-0432.CCR-09-0265
http://dx.doi.org/25274032
http://dx.doi.org/10.1158/0008-5472.CAN-14-1258
http://dx.doi.org/10.3171/2012.5.JNS111929
http://dx.doi.org/22208977
http://dx.doi.org/10.1016/j.ijrobp.2011.09.049
http://dx.doi.org/10.4161/onci.28780
http://dx.doi.org/19097774
http://dx.doi.org/10.1016/j.ejca.2008.10.026

	Abstract
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	Outline placeholder
	O