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Nivolumab plus Chemo-
therapy in Gastric Cancer
Both CheckMate-649 and ATTRAC-
TION-4 showed an improvement 
in PFS for nivolumab-based first-
line treatment of advanced gastric 
cancer, gastroesophageal junction 
cancer, and oesophageal adenocar-
cinoma.

Lorlatinib Outperforms 
Crizotinib in ALK-Positive 
Advanced NSCLC
The CROWN study showed 
superior efficacy of lorlatinib over 
crizotinib as a first-line treatment 
in patients with advanced ALK 
rearrangement-positive NSCLC.

Palbociclib Effective in ER-
Positive Endometrial Cancer
In the phase 2 PALEO trial, 
palbociclib in combination with 
letrozole provided a clinically 
meaningful improvement in 
PFS in patients with ER-positive 
advanced, recurrent endometrial 
cancer.
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Dear readers,

I am delighted to introduce this year’s Medicom ESMO 
Annual Congress report. 
In case anyone had doubts that participants in former 
years rather attended due to Madrid’s clement climate 
and gastronomy - this viral-cursed 2020 edition proved 
otherwise: all virtual, the conference “still” boasts over 
30,000 registrants from more than 150 countries and 
featured 2,137 (including 87 late-breaking) abstracts with 
12 simultaneous publications in major peer-reviewed 
journals (as well as the educational presentations).
There’s news: CDK4/6 inhibitors entering adjuvant 
treatment in early breast cancer, as well as a long-awaited 
new treatment option – a monoclonal antibody conjugate 
– in the poor prognosis triple negative metastatic breast 
cancer (mTNBC). 
You may lose some certainties: How valuable is check-
point inhibition in mTNBC? Is intensive surveillance 
(often a standard) in resected colorectal cancer really 
worth it? (disturbing, indeed: Will we not miss resectable 
recurrence with minimal follow-up?). And, here we are 
again: Post-operative radiotherapy (PORT) in locally 
advanced non-small cell lung cancer still doesn’t seem 
to add value, even with modern techniques for imaging 
and treatment delivery…
There are new “targeting” options in endometrial, prostate 
and other cancers. 
Please have a close look at the BIONIKK study, identifying 
4 different disease groups according to a 35-gene 
signature which seems to allow a rather clear choice of 
the best treatment in metastatic renal cancer. 
Finally, our knowledge of the fate of cancer patients in 
the context of COVID 19 is improving – somewhat, as risk 
factors become clearer. 
Well, this is only a small sample of our review’s sample.

Enjoy the read,
Keep in good health, 
Let’s hope for less virtual times, 

Yours, sincerely
 
Stefan Rauh

PS: As in previous years, you will be able to access all 
presentations in detail via esmo.org

Letter from the Editor



3COVID-19 AND CANCER

With over 25 million confirmed cases and almost 1 
million deaths in the first 6 months since the start of the 
pandemic, COVID-19 has changed our lives dramatically. 
In addition, the way cancer care is delivered, and thus the 
working practice of oncology professionals, has been 
changed. At the ESMO 2020 Virtual Meeting, several 
presentations addressed the impact of COVID-19 on 
clinical oncology care as well as on the wellbeing and 
professional performance of oncologists. (Note: scientific 
insights in COVID-19 (care) are rapidly changing, so data 
presented at ESMO could be out of date now).

COVID-19 in patients with cancer
SARS-CoV-2 is associated with diverse clinical presentations 
ranging from asymptomatic infection to lethal complications. 
Small studies have suggested inferior outcomes in patients 
on active cancer treatment. The US COVID-19 and Cancer 
Consortium (CCC19) registry was set up to collect data 
about patients with cancer who have been diagnosed with 
COVID-19. Data were collected by online survey. Based on 
data of 3,654 patients (>18 years) with a current or historical 
invasive solid or haematologic malignancy who have been 
diagnosed with COVID-19, the correlation was investigated 
between timing of anti-cancer treatment and COVID-19-
related complications and 30-day mortality [1].

Of the included patients, 1,610 (44%) were treated for cancer 
within 1 year before COVID-19 infection. Approximately 2/3 
of cancer patients diagnosed with COVID-19 had a solid 
tumour, regardless timing of most recent treatment. Only 
28% of patients had stage IV/distant disease in the group 
that had not received treatment for at least 3-12 months 
prior to COVID-19 infection. More than 50% of cancer 
patients with COVID-19 were hospitalised, about 15% 
required intensive care. Observed 30-day mortality was 
highest amongst cancer patients treated 1-3 months prior 
to COVID-19 diagnosis; all-cause mortality was 28%. With 
respect to treatment modality, 30-day mortality was highest 
in patients treated with chemoimmunotherapy (see Figure). 
Mortality was particularly high in patients who received 
anti-CD20 therapy 1-3 months prior to COVID-19, the time 
period for which B-cell depletion develops. As this was a 
retrospective study with descriptive statistics, these data 
should be interpreted with caution. 
 

COVID-19 and Cancer

Management of medical cancer treatments and 
psychological consequence for the patients
COVIPACT is an ongoing, longitudinal study among outpatient 
cancer patients and caregivers working in the outpatient 
department. Aim of the study was to measure stress, sleep 
quality, and quality of life of patients, as well as stress, scale 
of professional exhaustion, and feeling of personal efficiency 
of caregivers during the lockdown in outpatient departments 
of 2 cancer centres [2]. A total of 621 patients and 73 
caregivers were enrolled.

Of all patients, 27% experienced treatment modifications; 
30% had adapted monitoring (mainly phone-consultation), 
15% had treatment interruptions, 32% had postponed 
treatment, and 19% had administration rhythm modifications. 
Treatment modifications were less frequent in first-line 
therapy compared to subsequent lines of therapy (21% vs 
31%). Immunotherapy was most frequently modified (49%), 
chemotherapy was least modified (18%). Modifications of 
treatment were associated with higher levels of perceived 
stress among the patients. Despite a high level of stress, 2/3 
of caregivers reported a feeling of personal efficiency and 
accomplishment.

Wellbeing and professional performance of oncology 
professionals
The ESMO Resilience Task Force conducted a survey to 
evaluate the impact of COVID-19 and the changes in working 
(and daily) practice on the wellbeing and professional 
performance of oncology professionals [3]. Two anonymous 
survey series were disseminated via email and social media, 
the first in April/May 2020 and the second in July/August 
2020.

Figure: 30-day mortality by most recent treatment type [1]
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In the first survey (including 1,520 participants from 101 
countries worldwide), 67% of the participants reported 
a change in professional duties, including more remote 
consultations, more hours working at home, covering 
for non-oncology specialties, and reduced clinical trial 
activity. Importantly, wellbeing and job performance since 
COVID-19 appeared to have an inverse relationship to the 
estimated COVID-19 crude mortality rate. As the mortality 
rate increased in a geographical location, perceptions of 
job performance and wellbeing deteriorated. In contrast, 
burnout did not appear to follow patterns of COVID-19 crude 
mortality rates. Positive predictors for wellbeing or distress 
are feeling valued by the organisation, age over 40 years, 
being male, and a change in physical activity. Some negative 
predictors are worrying about current wellbeing, increased 
amount of work, concerns about the impact on training and 
career, and need to self-isolate. Psychological resilience was 
also predictive of wellbeing and burnout levels. In light of 
these findings, resilience training is one of the key measures 

that could be implemented to help improve wellbeing among 
oncology professionals. 

In the second survey, the percentage of participants at 
risk for distress was higher compared with the first survey 
(33% vs 25%) and the percentage of self-reported burnout 
had increased, from 38% to 49%. On the other hand, job 
performance had improved over time, with 51% reporting a 
favourable job performance in July/August compared with 
34% in April/May. When asked what they think would be 
helpful going forward, participants mentioned counselling 
and psychological support, courses on wellbeing, burnout, 
and coping strategies, a practical guide or self-help resource, 
and flexible working hours including working from home.

1. Wise-Draper TM, et al. Systemic cancer treatment-related outcomes in patients 
with SARS-CoV-2 infection: A CCC19 registry analysis. ESMO 2020 Virtual 
Meeting, abstract LBA71.

2. Joly F, et al. Impact of the COVID-19 pandemic on management of medical cancer 
treatments and psychological consequence for the patients. ESMO 2020 Virtual 
Meeting, abstract LBA69.

3. Banerjee S, et al. The impact of COVID-19 on oncology professionals: Initial 
results of the ESMO resilience task force survey collaboration. ESMO 2020 Virtual 
Congress , abstract LBA70.

Breast Cancer 
CDK4/6 inhibition in high-risk early breast 
cancer
CDK4/6 inhibitors (plus endocrine therapy) have shown 
to improve overall survival of patients with ER-positive/
HER2-negative breast cancer who progressed on 
endocrine therapy [1-3]. First results of the monarchE 
trial showed abemaciclib to improve disease-free 
survival in patients with early, high-risk, ER-positive/
HER2-negative breast cancer [4]. In contrast, in the 
PALLAS trial, palbociclib did not [5]. 

In the open-label, phase 3 monarchE trial, 5,637 patients with 
early, high-risk ER-positive/HER2-negative breast cancer 
were 1:1 randomised to abemaciclib (150 mg twice daily 
for 2 years) plus endocrine therapy or endocrine therapy 
alone. Abemaciclib plus endocrine therapy demonstrated 
a significant improvement in invasive disease-free survival 
(iDFS) versus endocrine therapy alone (HR 0.747; P=0.0096), 
corresponding to a 25.3% reduction in the risk of an IDFS 
event (see Figure). The 2-year iDFS rates were 92.2% versus 
88.7%, respectively. Consistent benefit was seen in all 
prespecified subgroups.

Likewise, in the phase 3 PALLAS trial, 5,760 patients were 
randomised to receive either 2 years of palbociclib with 
adjuvant endocrine therapy or endocrine therapy alone. After 
a median follow-up of 23.7 months (351 events), iDFS was 
similar between the two arms, with 3-year iDFS of 88.2% for 
palbociclib plus endocrine therapy, and 88.5% for endocrine 
therapy alone (HR 0.93). 

Figure: Invasive disease-free survival results of monarchE [4]
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1. Turner NC, et al. N Engl J Med 2018;379:1926-1936.
2. Sledge GW, et al. JAMA Oncol. 2019;6:116-124.
3. Slamon DJ. et al. N Engl J Med 2020;382:514-524.
4. Johnston SRD, et al. Abemaciclib in high risk early breast cancer. ESMO 2020 

Virtual Meeting, abstract LBA5.
5. Mayer EL, et al. PALLAS: A randomized phase III trial of adjuvant palbociclib with 

endocrine therapy versus endocrine therapy alone for HR+/HER2- early breast 
cancer. ESMO 2020 Virtual Meeting, abstract LBA12.

Neoadjuvant treatment in patients with high-
risk early breast cancer
Both GeparOcto and IMpassion031 evaluated 
neoadjuvant treatment in patients with high-risk early 
breast cancer [1-3]. Atezolizumab significantly improved 
pathologic complete response (pCR) rates. 

GeparOcto randomised 961 patients with high-risk early 
breast cancer (TNBC, HER2-positive, or ER-positive/HER2-
negative) to receive either 9 cycles of sequential neoadjuvant 
treatment with intense dose-dense epirubicin, paclitaxel, 
cyclophosphamide (iddEPC) or weekly treatment with 
paclitaxel plus non-pegylated liposomal doxorubicin for 18 
weeks (PM). Patients with TNBC in the PM arm also received 
weekly carboplatin (Cb); in both treatment arms patients with 
HER2-positive disease received trastuzumab/pertuzumab.
The primary endpoint, pathological complete response (pCR), 
did not differ between both arms in the whole cohort as well 
as in subgroups [1]. After a median follow-up of 47 months, 
there were no overall differences in invasive disease-free 
survival (iDFS) and overall survival (OS) between both arms 
[2]. However, in patients with ER-positive/HER2-negative 
breast cancer, iDFS was significantly longer for iddEPC 
versus PM (4-year iDFS 62.5% vs 77.9%; HR 2.11; P=0.0284), 
translating into a 4-year OS benefit of 80.1% versus 94.7% 
(HR 3.26; P=0.0388). 

In Impassion031, a total of 333 untreated patients with 
early TNBC (invasive stage II-III, tumour size > 2 cm) were 
randomised to neoadjuvant treatment with atezolizumab 
(840 mg every two weeks) plus nab-paclitaxel (125 mg/m2 
every week) for 12 weeks, followed by atezolizumab (840 
mg every 2 weeks) plus doxorubicin (60 mg/m2 every 2 
weeks)/cyclophosphamide (600 mg/m2 every 2 weeks) for 8 
weeks, versus placebo plus doxorubicin/cyclophosphamide 
followed by surgery. After surgery, pCR (ypT0/isN0) was 
assessed in all patients. pCR was seen in 57.6% of patients in 
the atezolizumab-chemo arm and in 41.1% of patients in the 
placebo-chemo arm (Δ16.5%; P=0.0044) [3]. Median event-
free survival, DFS, and OS were not reached in either arm 
although the trends supported a benefit for atezolizumab 
(HR 0.76, 0.74, and 0.69, respectively). 

1. Schneeweiss A, et al. Eur J Cancer 2019;106:181-192.
2. Schneeweiss A, et al. Survival analysis of the randomized phase III GeparOcto trial 

comparing neoadjuvant chemotherapy (NACT) of iddEPC versus weekly paclitaxel, 
liposomal doxorubicin (plus carboplatin in triple-negative breast cancer, TNBC) 
(PM(Cb)) for patients (pts) with high-risk early breast cancer (BC). ESMO 2020 
Virtual Meeting, abstract 160O.

3. Harbeck N, et al. IMpassion031: Results from a phase III study of neoadjuvant 
(neoadj) atezolizumab + chemotherapy in early triple-negative breast cancer 
(TNBC). ESMO 2020 Virtual Meeting, abstract LBA11.

Prognostic value of tumour infiltrating 
lymphocytes in young TNBC patients
Retrospective data of 481 systemically untreated, N0, 
young TNBC patients showed that increasing stromal 
tumour infiltrating lymphocytes (TIL) have a prognostic 
value for improved outcome [1].

The PARADIGM study group selected all women younger than 
40 years, diagnosed with Tany/N0/M0 breast cancer between 
1989 and 2000, from the Netherlands Cancer Registry, 
excluding women who received adjuvant systemic treatment.

A total of 481 TNBC patients (ER/PR <10% and HER2-
negative) were identified (median age 35 years). Most 
tumours were grade 3 (86%), pT1C (49%). TIL were scored 
according to an established standard; median TIL score was 
25% (IQR 5–70). In these patients, 122 distant recurrence-
free survival events (25%; 89 metastases, 33 deaths) and 
170 deaths (35%) occurred during a median of 16.2 and 
21.2 years follow-up, respectively, and 110 (23%) patients 
developed a second primary tumour.

At 15 years, overall survival (OS) for patients with TIL <30% 
(n=247) was 59%, for patients with TIL between 30-75% 
(n=127) OS was 76%, and for patients with TIL ≥75% (n=107) 
OS was 93%. The incidence of death or distant metastases 
at 15 years was 39%, 16%, and 1.9% in the 3 respective TIL-
groups. On the other hand, high stromal TIL was associated 
with a higher incidence of second primary tumours at 15 
years (23%, 22%, and 14%, respectively).
In conclusion, this study shows a prognostic value for TIL in 
young TNBC patients. Young patients with high TIL have an 
excellent outcome without (neo)adjuvant chemotherapy. 

1. De Jong VMT, et al. Prognostic value of tumour infiltrating lymphocytes in young 
triple negative breast cancer patients who did not receive adjuvant systemic 
treatment; by the PARADIGM study group. ESMO 2020 Virtual Meeting, abstract 
159O.

Contradicting results for chemoimmunotherapy 
in metastatic TNBC 
Both IMpassion130 and IMpassion131 evaluated the 
effect of atezolizumab added to first-line chemotherapy 
in metastatic TNBC patients, but their results contradict. 

https://www.nejm.org/doi/full/10.1056/nejmoa1810527
https://jamanetwork.com/journals/jamaoncology/fullarticle/2752266
https://www.nejm.org/doi/full/10.1056/NEJMoa1911149
https://www.ejcancer.com/article/S0959-8049(18)31456-4/fulltext
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Recently, the phase 3 IMpassion130 trial showed a 
significant benefit in progression-free survival (PFS) for 
inoperable metastatic TNBC patients who were treated in 
first-line with the combination of atezolizumab and nab-
paclitaxel (HR 0.80; P=0.002) [1]. This benefit was observed 
both in the intention-to-treat (ITT) population and in PD-L1 
immune cell-positive patients. Median overall survival (OS) 
in the ITT population was 21.0 months for the atezolizumab-
treated patients and 18.7 months in the placebo arm (HR 
0.87; P=0.77); 3-year OS was 28% and 25%, respectively [2]. 
Median OS in the PD-L1-positive patients was 25.4 months 
in the atezolizumab arm versus 17.9 months with placebo 
(HR 0.67; not formally tested); 3-year OS was 36% and 22%, 
respectively. In the PD-L1-negative population, there was no 
OS benefit for atezolizumab.

In contrast, results from the first interim analysis of the phase 
3 IMpassion131 trial do not show a significant improvement 
of PFS or OS in the PD-L1-positive population [3]. In this trial, 
651 patients with metastatic or unresectable TNBC were 
randomised (2:1) to first-line treatment with atezolizumab 
plus paclitaxel or placebo plus paclitaxel. Median PFS was 
6.0 months in the atezolizumab arm and 5.7 months in 
the placebo arm (HR 0.82; P=0.20). The lack of benefit of 
atezolizumab in IMpassion131 was not due to a difference in 
exposure to paclitaxel. 

1. Schmid P, et al. N Engl J Med 2018;379:2108-2121.
2. Emens LA, et al. IMpassion130: Final OS analysis from the pivotal phase III study of 

atezolizumab + nab-paclitaxel vs placebo + nab-paclitaxel in previously untreated 
locally advanced or metastatic triple-negative breast cancer. ESMO 2020 Virtual 
Meeting, abstract LBA16.

3. Miles DW, et al. Primary results from IMpassion131, a double-blind placebo-
controlled randomised phase III trial of first-line paclitaxel (PAC) ± atezolizumab 
(atezo) for unresectable locally advanced/metastatic triple-negative breast cancer 
(mTNBC). ESMO 2020 Virtual Meeting, abstract LBA15.

Second-line sacituzumab govitecan improves 
survival in metastatic TNBC 
In pretreated metastatic TNBC patients, standard of 
care chemotherapy is associated with low objective 
response rates (ORRs) and short median progression-
free survival (PFS). Results of the phase 3 ASCENT trial 
show improved ORR rates, and improved survival. 

Sacituzumab govitecan is an antibody-drug conjugate 
composed of an anti–Trop-2 antibody coupled to SN-38, 

the active metabolite of irinotecan. Trop-2 is expressed in all 
subtypes of breast cancer and linked to a poor prognoses. 
SN-38 is released both intracellularly and in the tumour 
microenvironment. Based on the results of a phase 1/2 
trial, the FDA recently approved sacituzumab govitecan for 
treatment of refractory, metastatic TNBC [1].

In the phase 3 ASCENT study, 468 metastatic TNBC patients 
who had relapsed or had refractory disease after ≥2 prior 
chemotherapies in the advanced/metastatic setting were 
randomised 1:1 to sacituzumab govitecan (10 mg/kg IV on 
day 1 and 8, every 3 weeks) or single-agent chemotherapy 
of physicians’ choice (capecitabine, eribulin, vinorelbine, 
or gemcitabine) until disease progression/unacceptable 
toxicity [2].

Sacituzumab govitecan compared with chemotherapy 
significantly improved both median PFS (5.6 vs 1.7 months; 
HR 0.41; P<0.0001) and median overall survival (12.1 vs 
6.7 months; HR, 0.48; P<0.0001; see Figure). ORR was 35% 
for sacituzumab govitecan versus 5% for chemotherapy 
(P<0.0001). A benefit was observed across all subgroups.

In the safety population (n=482), treatment-related grade ≥3 
adverse events were neutropenia (51% vs 33%), diarrhoea 
(10.5% vs <1%), anaemia (8% vs 5%), and febrile neutropenia 
(6% vs 2%). 
 
1. Bardia A, et al. N Engl J Med. 2019;380:741-751.
2. Bardia A. et al. ASCENT: A randomized phase III study of sacituzumab govitecan 

(SG) vs treatment of physician’s choice (TPC) in patients (pts) with previously 
treated metastatic triple-negative breast cancer (mTNBC). ESMO 2020 Virtual 
Meeting, abstract LBA17.
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Figure: Overall survival in the phase 3 ASCENT trial [2]

https://www.nejm.org/doi/full/10.1056/NEJMoa1809615
https://www.nejm.org/doi/10.1056/NEJMoa1814213?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%20%200pubmed
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Rechallenge of RAS/BRAF wildtype CRC with 
avelumab plus cetuximab 
First results of the CAVE trial showed encouraging 
effectiveness of rechallenging patients with RAS 
wildtype metastatic colorectal cancer (mCRC) in third 
line with cetuximab plus avelumab. 

Rechallenge strategies with anti-epidermal growth factor 
receptor (EGFR) drugs have been evaluated in patients with 
refractory RAS/BRAF wildtype mCRC after response to anti-
EGFR based first-line therapy [1].

In the phase 2, single-arm CAVE mCRC trial, 77 patients 
with RAS wildtype mCRC at baseline were enrolled [2]. All 
patients were treated first-line with chemotherapy plus anti-
EGFR, achieved a partial or complete response in first line, 
and received a second-line treatment without anti-EGFR. 
In third-line, patients were rechallenged with avelumab 
(10 mg/kg every 14 days) plus cetuximab (400 mg/m2 

and subsequently 250 mg/m2 weekly) until progression of 
disease or unacceptable toxicity.

Median overall survival (OS) was 13.1 months; median 
progression-free survival (PFS) was 3.6 months. Among 77 
patients evaluable for response, 1 patient experienced complete 
response, 5 patients partial response, and 44 patients stable 
disease; 27 patients progressed. Grade 3 adverse events were 
reported in 22% of patients, the most common being skin rash 
and diarrhoea. In an explorative analysis, ctDNA at treatment 
baseline proved to be prognostic. 

1. Cremolini C, et al. JAMA Oncol. 2019;5:343-350.

2. Martineli E, et al. Avelumab plus cetuximab in pre-treated RAS wild type metastatic 
colorectal cancer patients as a rechallenge strategy: The phase II CAVE (cetuximab-
avelumab) mCRC study. ESMO 2020 Virtual Meeting, abstract 397O.

Surveillance after curative treatment for CRC
Regular CEA (carcinoembryonic antigen) assessment 
is not needed to detect recurrence of colorectal cancer 
(CRC) and CT scans should only be performed in cases 
of suspected recurrence, preliminary results of the 
phase 3 PRODIGE 13 trial showed [1].

Intensive follow-up of patients after curative surgery for CRC 
is recommended by various scientific societies. PRODIGE 
13 is a prospective, multicentre, controlled trial in which 
1,995 patients were double randomised in the follow-up 
of resected stage II or III CRC with no evidence of residual 
disease on post-surgical investigation. First randomisation 
was to intensive radiological monitoring (CT scan every 3 
months for 3 years, then biannually for 2 years) versus a 
standard one (abdominal ultrasound every 3 months for 3 
years, then biannually for 2 years and thoracic radiography 
every 6 month for 5 years). Second randomisation was to 
CEA assessment (every 3 months for 2 years, then biannually 
for 3 years) versus no CEA assessment.

After a median follow-up of 6.5 years, 22% of patients had 
cancer recurrence and 1.7% of patients had a second CRC 
diagnosis. Despite differences in monitoring procedures, 
no differential OS benefits were noted between randomised 
arms (see Figure).

1. Lepage C, et al. Effect of 5 years of imaging and CEA follow-up to detect recurrence 
of colorectal cancer (CRC) - PRODIGE 13 a FFCD phase III trial. ESMO 2020 Virtual 
Meeting, abstract 398O.
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Figure: 5-year overall survival by randomisation arms [1]

https://jamanetwork.com/journals/jamaoncology/fullarticle/2716075
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Adjuvant chemotherapy less effective in elderly 
CRC patients
A subgroup analysis of the TOSCA trial showed elderly 
colorectal cancer (CRC) patients (≥70 years) to benefit 
less from adjuvant chemotherapy compared with 
younger patients. 

TOSCA is 1 of the 6 randomised, phase 3 clinical trials of 
the IDEA consortium, demonstrating non-inferiority of 3 
months adjuvant chemotherapy as compared with 6 months 
chemotherapy in patients with stage III colon cancer [1]. 
However, a reduced benefit of adjuvant chemotherapy for 
patients over the age of 70 years is suggested.

Therefore, a subgroup analysis of TOSCA was performed [2]. 
Primary endpoint of this subgroup analysis was relapse-free 
interval (RFI), defined as time from randomisation to relapse 
or last disease evaluation. In TOSCA, 2,360 patients with 
stage III disease were enrolled: 1,667 aged <70 (‘younger 
patients’) and 693 aged ≥70 (‘elderly patients’). The elderly 
patients had an ECOG performance status more often equal 
to 1 compared with the younger patients (10% vs 3%), more 
T3/T4 tumours (91% vs 84%), and more tumours located 
on the right (49% vs 36%). More elderly patients had dose 
reductions (47% vs 41%) and prematurely interrupted the 
treatment (26% vs 19%).

In elderly patients, a higher proportion of recurrences was 
observed (24% vs 20%; P=0.033). However, the multivariable 
analysis of the RFI, corrected for sex, ECOG performance 
status, tumour site, stage, and grade, treatment, treatment 
duration, and dose reduction, did not indicate a statistically 
significant effect of age (HR 1.19; P=0.082). As such, different 
prognostic factors and possibly a reduced compliance may 
account for the observed difference in benefit of adjuvant 
chemotherapy between elderly and younger patients.

1. Grothey A, N Engl J Med 2018;378:1177-1188.
2. Rosati G, et al. Oxaliplatin plus fluoropyrimidines as adjuvant therapy for colon 

cancer in elderly patients: A subgroup analysis from TOSCA trial. ESMO 2020 
Virtual Meeting, abstract 399O.

Nivolumab plus chemotherapy: new standard 
for first-line treatment of gastric cancer?
Both CheckMate-649 and ATTRACTION-4 showed a 
statistically significant improvement in progression-free 
survival (PFS) for nivolumab-based first-line treatment 
of advanced gastric cancer/gastroesophageal junction 
cancer (GC/GEJC)/oesophageal adenocarcinoma (EAC) 

In recent years, nivolumab provided superior overall 
survival (OS) in heavily pretreated patients with GC/GEJC 
[1]. In addition, first-line treatment with nivolumab plus 
chemotherapy showed promising results in a phase 2 trial in 
patients with advanced/recurrent GC/GEJC [2].

In CheckMate 649, 1,581 patients were 1:1 randomised 
to receive either nivolumab (240 mg) plus chemotherapy 
(FOLFOX every 2 weeks or XELOX every 3 weeks) or 
chemotherapy alone. In patients with positive PD-L1 tumour 
expression (CPS ≥5) both PFS and OS were significantly 
improved in the nivolumab plus chemotherapy-arm versus 
chemotherapy alone [3]. Median OS was 14.4 versus 11.1 
months (HR 0.71; P<0.0001) and OS rate at 12 months was 
57% and 46%, respectively. Superior OS benefit for nivolumab 
plus chemotherapy was also seen in patients with PD-L1 
CPS ≥1 (HR 0.77) and in all randomised patients (irrespective 
of PD-L1 expression; HR 0.80; see Figure).
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Figure: Overall survival in all randomised patients of phase 3 CheckMate 
649 trial [3]

In the phase 3 part of the ATTRACTION-4 trial, 724 Asian 
GC/GEJC/EAC patients were 1:1 randomised to receive 
nivolumab plus chemotherapy (CAPOX or oxaliplatin/S1) 
or chemotherapy alone [4]. Median PFS was significantly 
improved in the nivolumab plus chemotherapy-arm (10.5 vs 
8.4 months; HR 0.68; P=0.0007). However, after a median 
follow-up of 26.6 month, there was no statistically significant 
difference in median OS (17.5 vs 17.3 months; HR 0.90; 
P=0.257).

1. Kang Y-K, et al. Lancet. 2017;390:2461-2471.
2. Boku N, et al. Ann Oncol. 2019;30:250-258.
3. Möhler M, et al. Nivolumab (nivo) plus chemotherapy (chemo) versus chemo as 

first-line (1L) treatment for advanced gastric cancer/gastroesophageal junction 
cancer (GC/GEJC)/esophageal adenocarcinoma (EAC): First results of the 
CheckMate 649 study. ESMO 2020 Virtual Meeting, abstract LBA6.

4. Boku N, et al. Nivolumab plus chemotherapy versus chemotherapy alone in 
patients with previously untreated advanced or recurrent gastric/gastroesophageal 
junction (G/GEJ) cancer: ATTRACTION-4 (ONO-4538-37) study. ESMO 2020 
Virtual Meeting, abstract LBA7.

https://www.nejm.org/doi/full/10.1056/NEJMoa1713709
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(17)31827-5/fulltext
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6386029/
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Preoperative immunotherapy in early stage 
NSCLC safe and feasible
Both the phase 2 IONESCO and the phase 2 PRINCEPS 
trial evaluated adjuvant immunotherapy in patients with 
early-stage, resectable, non-small cell lung cancer (NSCLC). 
Neoadjuvant immunotherapy was shown to be feasible, 
safe, and not to delay or compromise surgery. 

In the IONESCO trial, 50 patients with early-stage NSCLC were 
included (IB ≥4 cm – IIIA, non N2). The patients were treated 
with 3 courses of durvalumab (750 mg, day 1, 15, 29). Surgery 
was scheduled between day 2 and 14 after the last infusion 
[1]. In the PRINCEPS trial, 30 patients were included (I > 2cm 
- IIIA, non N2). Patients received 1 injection of atezolizumab 
(1,200 mg). Surgery was scheduled in week 4 after the 
atezolizumab treatment [2].

In IONESCO, 46 patients received neoadjuvant treatment of 
whom 43 went into surgery without any delay. Overall, 41/46 
patients in IONESCO (89.1%) had complete surgical resection 
(R0); 4 (8.7%) had partial radiological response (RECIST 1.1), 
and 36 (78.3%) stable disease; 8 patients (18.6%) had major 
pathological response (<10% residual viable tumour cells). 
After one year, 89.1% of the patients in IONESCO were still 
alive; 78.2% had not relapsed.

In PRINCEPS, all patients had their surgery as scheduled. In 
total, 29/30 (97%) patients had complete surgical resection; 2 
(7%) patients showed partial radiological response (RECIST 
1.1), and 27 (93%) had stable disease; 4 (14%) patients had 
major pathological response (<10% residual viable tumour 
cells) and 12 patients (41%) had pathological response (<50% 
viable tumour cells). There was no correlation between 
radiological and pathological response. However, there was a 
correlation between pathological response and PD-L1 
expression at baseline. 

1. Wislez M, et al. Neoadjuvant durvalumab in resectable non-small cell lung cancer 
(NSCLC): Preliminary results from a multicenter study (IFCT-1601 IONESCO). 
ESMO 2020 Virtual Meeting, abstract 1214O

2. Besse B, et al. SC Neoadjuvant atezolizumab (A) for resectable non-small cell lung 
cancer (NSCLC): Results from the phase II PRINCEPS trial. ESMO 2020 Virtual 
Meeting, abstract 1215O

No advantage of post-operative radiotherapy in 
patients with stage IIIA N2 NSCLC
The merits of post-operative radiotherapy (PORT) in 
completely resected non-small cell lung cancer (NSCLC) 

patients have been under debate for many years. The pro-
spective phase 3 LungART trial now demonstrated that 
PORT cannot be recommended as a standard of care in 
all completely resected stage IIIA N2 NSCLC patients [1].

To evaluate the value of PORT in completely resected stage 
IIIA N2 NSCLC patients, the phase 3 LungART trial was 
developed. Patients were eligible if they were performance 
status 0-2, had a complete resection with nodal exploration, 
and proven N2 disease; prior (neo)-adjuvant chemotherapy 
was allowed. LungART enrolled 501 patients: 252 patients 
were randomised to PORT (54 Gy/27-30 fractions), and 249 
to the control arm (no PORT). In the PORT arm, 96% of the 
patients received the dose of 54 Gy.

Median disease-free survival (DFS) in the PORT arm was 30.5 
months versus 22.8 months in controls (HR 0.85; P=0.16). 
DFS at 3 years follow-up was 47.1% and 43.8% in the PORT 
and control arm, respectively. However, the nature of the first 
events were different between the 2 treatment arms. In the 
PORT arm, 25% of the first events were mediastinal relapses 
and 14.6% were deaths; whereas in the control arm, 46.1% 
of the first events were mediastinal relapses and 5.3% were 
deaths. Overall survival at 3 years was comparable: 66.5% for 
PORT and 68.5 for controls. In the PORT arm, 16.2% of deaths 
were due to cardio-pulmonary causes versus 2% in the control 
arm and 5.1% of deaths were due to second primary tumours 
versus 1.0% in the control arm. In line with this, late cardiac/
pulmonary toxicity was doubled in the PORT arm compared 
with the control arm (10.8% vs 4.9%, respectively). Also, more 
secondary cancers were observed in the PORT arm compared 
with the control arm (11.1% vs 7.2%, respectively). Therefore, 
PORT cannot be recommended as a standard of care in all 
completely resected stage IIIA N2 NSCLC patients. 
1. Le Pechoux C, et al. An international randomized trial, comparing post-operative 

conformal radiotherapy (PORT) to no PORT, in patients with completely resected 
non-small cell lung cancer (NSCLC) and mediastinal N2 involvement: Primary 
end-point analysis of LungART (IFCT-0503, UK NCRI, SAKK) NCT00410683. ESMO 
2020 Virtual Meeting, abstract LBA3.

Adjuvant osimertinib in NSCLC reduces risk of 
CNS recurrence
Patients with resectable non-small cell lung cancer 
(NSCLC) often develop (fatal) distant recurrences after 
surgery. A subgroup analysis of the ADAURA trial shows 
that osimertinib significantly decreases development of 
brain metastases.
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Rates of disease recurrence after surgery and adjuvant 
chemotherapy remain high in patients with resectable NSCLC 
across disease stages and postoperative chemotherapy 
used. Distant recurrence, like CNS recurrence, are associated 
with poor prognosis. Recently, a first analysis of the phase 3 
ADAURA trial demonstrated a highly significant and clinically 
meaningful improvement in disease-free survival (DFS) in 
patients with EGFR-mutated, resectable NSCLC (stage IB/II/
IIIA) who were treated with adjuvant osimertinib (80 mg/day) 
until recurrence or for a maximum of 3 years [1].

Updated results showed that median DFS in patients (stage 
IB/II/IIIA) treated with osimertinib (n=339) was not yet reached 
versus 27.5 months in patients treated with placebo (n=343; 
HR 0.20; P<0.0001) [2]. In the osimertinib arm, 11% had an 
event (disease recurrence or death) at the time of cut-off 
versus 46% of patients in the placebo arm. In the osimertinib 
arm, recurrences were mostly local or regional (62%), 
whereas in the placebo arm the majority of recurrences 
were distant (61%). Of all patients treated with osimertinib, 
1% developed an CNS recurrence versus 10% of all patients 
treated with placebo. 

1. Herbst RS, et al. ASCO 2020, abstract LBA5.
2. Tsuboi M, et al. Osimertinib adjuvant therapy in patients (pts) with resected EGFR 

mutated (EGFRm) NSCLC (ADAURA): Central nervous system (CNS) disease 
recurrence. ESMO 2020 Virtual Meeting, abstract LBA1.

Lorlatinib outperforms crizotinib in ALK-
positive advanced NSCLC
The phase 3 CROWN study showed superior efficacy 
of lorlatinib over crizotinib as a first-line treatment in 
patients with advanced ALK rearrangement-positive 
non-small cell lung cancer (NSCLC).

Lorlatinib is a third generation ALK tyrosine kinase inhibitor 
that has shown overall and intracranial activity in advanced 
ALK rearrangement-positive NSCLC. In CROWN, 296 patients 
were randomised 1:1 to receive lorlatinib (100 mg once daily) 
or crizotinib (250 mg twice daily). Patients had stage III/IV 
ALK rearrangement-positive NSCLC and no prior systemic 
therapy for metastatic disease; asymptomatic treated or 
untreated brain metastases were permitted. The primary 
endpoint of CROWN was progression-free survival (PFS).

At a preplanned interim analysis, PFS by BICR was significantly 
prolonged with lorlatinib versus crizotinib: not reached in the 
lorlatinib arm versus 9.3 months in the crizotinib arm (HR 
0.28; P<0.001). 12-month PFS rate in the lorlatinib arm was 
78% versus 39% in the crizotinib arm. Lorlatinib favoured 

PFS in all pre-specified subgroups. Overall survival data are 
not yet mature. Objective response by BICR was improved by 
lorlatinib (76%) versus crizotinib (58%). The median duration 
of response was not reached in the lorlatinib arm versus 
11.0 months in the crizotinib arm. In addition, median time 
to response was equal in both arms: 1.8 months. Intracranial 
response was superior for treatment with lorlatinib (see 
Table).

Table: Intracranial objective response in CROWN trail [1]

Patients with measurable 
or non-measurable brain 
metastases at baseline 

Patients with measurable 
brain metastases at 

baseline

Lorlatinib
(n=38)

Crizotinib
(n=40)

Lorlatinib
(n=38)

Crizotinib
(n=40)

IC-responders, n (%) 25 (66) 8 (20) 14 (82) 3 (23)

    (95% CI) (49-80) (9-36) (57-96) (5-54)

    Odds ratio (95% CI) 8.41 (2.59-27.23) 16.83 (1.95-163.23)

IC-CR, n (%) 23 (61) 6 (15) 12 (71) 1 (8)

Median DR, months
(95% CI)

NE
(NE-NE)

9.4
(6.0-11.1)

NE
(NE-NE)

10.2
(9.4-11.1)

1. Solomon B, et al. Lorlatinib vs crizotinib in the first-line treatment of patients (pts) 
with advanced ALK-positive non-small cell lung cancer (NSCLC): Results of the 
phase III CROWN study. ESMO 2020 Virtual Meeting, abstract LBA2.

First-line immune checkpoint inhibition in 
metastatic NSCLC
Long-term follow up of KEYNOTE-024 and the first results 
of EMPOWER-Lung 1 demonstrated that pembrolizumab 
and cemiplimab, both anti-PD-1 antibodies, are effective 
as first-line monotherapy in metastatic NSCLC

Pembrolizumab was the first anti-PD-1 antibody mono-
therapy to improve survival in patients with metastatic 
NSCLC in first line [1]. At 5-year follow-up, 99/150 (66%) 
patients treated with chemotherapy had crossed over to 
pembrolizumab, whereas 80/154 (52%) of patients in the 
pembrolizumab group received subsequent anti-cancer 
therapy including 12 who received a second course of 
pembrolizumab [2]. Reported 5-year overall survival (OS) rate 
in the pembrolizumab arm was 31.9% versus 16.3% in the 
chemotherapy arm, despite 66% cross-over. Progression-
free survival (PFS) rate at 5 years was 22.8% and 4.1%, 
respectively. Objective response rate (ORR) in the patients 
treated with pembrolizumab was 46.1% (4.5% complete, 
41.6% partial response) versus 31.1% (all partial response) 
in patients treated with chemotherapy. Median duration of 
response was 29.1 months and 6.3 months, respectively. 
In the pembrolizumab arm, 39 patients completed 2 years 
treatment with pembrolizumab. In these patients, 3-years 
OS rate from completion was 81% and ORR was 82% (10% 

https://meetinglibrary.asco.org/record/191929/abstract
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complete, 72% partial response); 18/39 (46%) were alive 
without progression of disease at data cut-off. 

Cemiplimab is a high-affinity anti-PD-1 antibody demon-
strating anti-tumour activity in phase 1 and phase 2 trials 
with a safety profile similar to that described for other PD-1 
inhibitors in several advanced solid tumours including NSCLC 
[3]. In the phase 3 EMPOWER-Lung 1 trial, 710 treatment-naïve 
patients were randomised 1:1 to receive cemiplimab (350 mg 
every 3 weeks) or investigator’s choice of chemotherapy. At 
data cut-off, 74% patients who progressed on chemotherapy 
had crossed-over from chemotherapy to cemiplimab. A 
prespecified interim analysis was performed after 50% of 
OS events [4]. In the ITT population, median OS was 22.1 
months with cemiplimab (n=356) versus 14.3 months with 
chemotherapy (n=354; HR 0.68; P=0.002). 2-years OS rate 
was 48.6 and 29.7 months, respectively. In the PD-L1 ≥50% 
ITT population, median OS was not reached with cemiplimab 
(n=283) versus 14.2 months with chemotherapy (n=280; HR 
0.57; P=0.0002; see Figure). Grade ≥3 adverse events were 
lower in patients treated with cemiplimab compared with 
chemotherapy (37.2% vs 48.5%). 
1. Reck M, et al. N Engl J Med 2016;375:1823-1833.
2. Brahmer J, et al. KEYNOTE-024 5-year OS update: First-line (1L) pembrolizumab 

(pembro) vs platinum-based chemotherapy (chemo) in patients (pts) with 
metastatic NSCLC and PD-L1 tumour proportion score (TPS) ≥50%. ESMO 2020 
Virtual Meeting, abstract LBA51.

3. Papadopoulos KP, et al. Clin Cancer Res 2020;26:1025-1033.
4. Sezer A, et al. EMPOWER-Lung 1: Phase III first-line (1L) cemiplimab monotherapy 

vs platinum-doublet chemotherapy (chemo) in advanced non-small cell lung 
cancer (NSCLC) with programmed cell death-ligand 1 (PD-L1) ≥50%. ESMO 2020 
Virtual Meeting, abstract LBA52.

PD-L1 density, a new predictive biomarker in 
NSCLC
PD-L1 expression is commonly used to predict response 
to immune checkpoint inhibitor therapy. However, PD-L1 
density could be a better biomarker, primary results of 
the PIONeeR trial suggest. 

The PIONeeR project aims to predict response and/or 
resistance to PD-(L)1 immune checkpoint inhibitors in 
advanced non-small cell lung cancer (NSCLC) patients 
through comprehensive agnostic multiparametric and 
longitudinal biomarkers assessment.

Eligible are patients with advanced/metastatic NSCLC with 
available archived tumour tissue. Patients were treated 
with either nivolumab, pembrolizumab, or atezolizumab 
alone (second-line) or combined with chemotherapy (first-
line) according to current standards. All patients were 
systematically re-biopsied and blood-sampled at 6 weeks 

of treatment. At ESMO, preliminary results, based on 100 
enrolled patients, were presented [1].

Of 100 patients, 33 progressed before the 6-week milestone, 
35 progressed between 6 and 24 weeks, 10 progressed 
between 24 and 52 weeks, and 21 patients had not 
progressed. Baseline parameters positively associated 
with response were: a higher percentage PD-L1-positive 
cells, cytotoxic lymphocytes in the tumour, cytotoxic 
lymphocytes at the tumour-stroma interface, and a higher 
percentage regulatory T cells in the stroma. Response was 
also associated with a higher percentage neutrophils in the 
tumour at 6 weeks. Both progression-free (PFS) and overall 
survival (OS) were strongly positively correlated with PD-
L1-positive cell density in the tumour and/or stroma: PD-
L1-positive cell density ≥22 cells/mm2 was correlated with 
improved PFS (P=0.014), whereas PD-L1 positive cell density 
≥546 cells/mm2 was correlated with improved OS (P=0.015).
 
1. Barlesi F, et al. Precision immuno-oncology for advanced non-small cell lung 

cancer (NSCLC) patients (pts) treated with PD1/L1 immune checkpoint inhibitors 
(ICIs): A first analysis of the PIONeeR study. ESMO 2020 Virtual Meeting, abstract 
LBA53.

Atezolizumab/bevacizumab for non-squamous 
NSCLC with high PD-L1 expression
First-line atezolizumab plus bevacizumab showed 
promising results in patients with non-squamous, PD-
L1-positive non-small cell lung cancer (NSCLC). 

Preclinical models have shown that bevacizumab 
enhances the antitumor activity of PD-1/PD-L1 antibodies 
[1]. Therefore, the single-arm phase 2 WJOG@Be Study 
evaluated the clinical benefits of adding bevacizumab (15 
mg/kg every 3 weeks ) to atezolizumab (1,200 mg every 3 
weeks) in the first-line [2]. Patients were eligible if they had 
pathologically confirmed advanced non-squamous NSCLC 
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Figure: Overall survival in the PD-L1 ≥50% ITT population of EMPOWER-
Lung 1 [4]
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https://www.nejm.org/doi/10.1056/NEJMoa1606774?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%20%200pubmed
https://clincancerres.aacrjournals.org/content/26/5/1025
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without any EGFR/ALK/ROS1 alterations, and PD-L1 tumour 
proportion score ≥50%. A total of 39 patients were enrolled 
and treated until progression.

Objective response rate was 64.1% (25/39), all partial 
responses. Median progression-free survival (PFS) was 15.9 
months and PFS rate at 1 year was 54.9%. Overall survival 
rate at 1 year was 70.6%. The treatment was discontinued 
in 19 patients, 17 due to disease progression and 2 due to 
immune-related adverse events. No grade 4/5 toxicity was 
observed. 

1. Hegde P, et al. Semin Cancer Biol 2017;52:117-124.
2. Seto T, et al. WJOG @Be study: A phase II study of atezolizumab (atez) with 

bevacizumab (bev) for non-squamous (sq) non-small cell lung cancer (NSCLC) 
with high PD-L1 expression. ESMO 2020 Virtual Meeting, abstract LBA55.

Consolidation ipilimumab and nivolumab in 
limited stage SCLC 
The STIMULI trial showed no improvement in progression-
free survival (PFS) with nivolumab plus ipilimumab 
consolidation therapy versus observation after chemo-
radiotherapy in limited stage small cell lung cancer (SCLC).

Concurrent chemoradiotherapy (CRT) followed by prophylactic 
cranial irradiation (PCI) is the standard strategy in limited 
stage SCLC. In the phase 2 STIMULI trial, 153 patients were 1:1 
randomised after completion of CRT and PCI to consolidation 
therapy (4 cycles of nivolumab 1 mg/kg every 3 weeks plus 
ipilimumab 3 mg/kg every 3 weeks, followed by nivolumab 
monotherapy 240 mg every 2 weeks for up to 12 months) or 
observation [1].

Median PFS in the nivolumab/ipilimumab arm was 10.7 
months versus 14.5 months in the observation arm (HR 1.02; 
P=0.93). Two-year PFS rate was 43% and 40%, respectively. 
Median overall survival (OS) was not reached in the nivolumab/
ipilimumab arm, while it was 31.6 months in the observation 
arm (HR 1.06; P=0.83). One-year OS rate was 79% and 89%, 
respectively. However, 3-year OS rate was 53% in the nivolumab/ 
ipilimumab arm versus 41% in the observation arm. Therefore, 
a longer follow-up will allow the exploration of possible late 
effect of immunotherapy consolidation on survival. 

1. Peters S, et al. Consolidation ipilimumab and nivolumab vs observation in limited 
stage SCLC after chemo-radiotherapy: Results from the ETOP/IFCT 4-12 STIMULI 
trial. ESMO 2020 Virtual Meeting, abstract LBA84

Melanoma
Adjuvant immune checkpoint inhibition after 
complete resection
Updated results from KEYNOTE-054 and CheckMate-238 
confirm previous observed benefits of adjuvant 
immune checkpoint inhibition with pembrolizumab and 
nivolumab, respectively. 

In KEYNOTE-054, 1,019 patients with completely resected 
high-risk stage III melanoma were 1:1 randomised to 
adjuvant therapy with pembrolizumab (200 mg) or placebo 
every 3 weeks for a total of 18 doses (~1 year) or until 
disease recurrence or unacceptable toxicity. The primary 
endpoint, recurrence-free survival (RFS), was in favour of 
pembrolizumab (HR 0.56 [1].

Updated results at 3.5 years of median follow-up showed 
that, compared with placebo, pembrolizumab significantly 
prolonged distant metastasis-free survival (DMFS) both in 

the overall population (65.3% vs 49.4%; HR 0.60; P<0.001) 
and in the PD-L1-positive tumour population (n=853; 66.7% 
vs 51.6%; HR 0.61; P<0.0001). Most benefit of adjuvant 
pembrolizumab was observed in patients with BRAF-
mutated melanoma (64% vs 43%; HR 0.53) [2].

In CheckMate-238, 906 patients with completely resected 
high-risk, stage III/IV melanoma were 1:1 randomised to 
adjuvant therapy with nivolumab (3 mg/kg every 2 weeks) 
or ipilimumab (10 mg/kg every 3 weeks for 4 doses, every 
12 weeks thereafter) for ≤1 year or until disease recurrence/
unacceptable toxicity. At a minimum follow-up of 24 months, 
recurrence-free survival (RFS) was significantly longer for 
nivolumab versus ipilimumab (HR 0.66; P<0.0001) [3]. 

Now, at 48 months follow-up, median RFS was still in favour 
of nivolumab (52.4 vs 24.1 months; HR 0.71; P=0.003); 
RFS rate at 48 months was 52% and 41%, respectively [4]. 

https://www.sciencedirect.com/science/article/abs/pii/S1044579X17302043
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DMFS also favoured nivolumab (median not reached vs 52.9 
months; HR 0.79; P=0.045); DMSF rate at 48 months was 
59% and 53%, respectively. However, at 48 months, overall 
survival rates were comparable (78% vs 77%, respectively; 
HR 0.87; P=0.3148). 

1. Eggermont AMM, et al. J Clin Oncol 2020;Sep 18;JCO2002110.
2. Eggermont AMM, et al. Pembrolizumab versus placebo after complete resection 

of high-risk stage III melanoma: Final results regarding distant metastasis-free 
survival from the EORTC 1325-MG/Keynote 054 double-blinded phase III trial. 
ESMO 2020 Virtual Meeting, abstract LBA46.

3. Weber JS, et al. J Clin Oncol 36, 2018 (suppl; abstr 9502)
4. Weber JS, et al. Adjuvant nivolumab (NIVO) vs ipilimumab (IPI) in resected stage 

III/IV melanoma: 4-y recurrence-free and overall survival (OS) results from 
CheckMate 238. ESMO 2020 Virtual Meeting, abstract 1076O.

Immuno-combination therapy in metastatic 
melanoma
Both immune checkpoint inhibitors and targeted therapy 
have improved the treatment outcomes for patients 
with unresectable or metastatic melanoma. However, 
many patients experience disease progression and, 
therefore, new treatment strategies are needed. Several 
combinations of targeted therapy and immunotherapy 
are tested. 

In COMBI-I, 532 patients with unresectable or metastatic 
BRAF-mutated melanoma were randomised 1:1 to treatment 
with the PD-1 inhibitor spartalizumab (440 mg every 4 
weeks) plus dabrafenib (150 mg BID) and trametinib (2 mg 
every 4 weeks) – the “triplet” – or placebo plus dabrafenib 
and trametinib – the “doublet” [1].

Median progression-free survival (PFS) was 16.2 months in 
the triplet arm and 12.0 months in the doublet arm (HR 0.82; 
P=0.042). Estimated PFS rates at 12 months were 58% and 
50%, respectively, and 44% and 36% at 24 months. Based 
on the statistical design of the study, with a significance 
threshold for PFS at P<0.025 (equivalent HR <0.801), COMBI-i 
did not meet its primary endpoint.

In the SECOMBIT trial, immunotherapy and targeted therapy 
were given sequentially. In this phase 2 study, 251 patients 
with untreated, metastatic BRAF-mutated melanoma, were 
randomised 1:1:1 to 3 arms [2]:

•  Arm A: encorafenib plus binimetinib until progression, 
followed by ipilimumab plus nivolumab.

•  Arm B: ipilimumab plus nivolumab until progression, 
followed by encorafenib plus binimetinib.

•  Arm C: encorafenib plus binimetinib for 8 week, followed 
by ipilimumab plus nivolumab until progression, followed 
by encorafenib plus binimetinib. 

Dosing regimens for all patients were encorafenib 450 mg 
daily, binimetinib 45 mg daily, ipilimumab 3 mg/kg every 3 
weeks for 4 cycles, and nivolumab 1 mg/kg every 3 weeks. 
Primary results are listed in the Table. The study is still 
ongoing for the completion of the main endpoint (overall 
survival, OS).

The LEAP-004 trial explored the efficacy of lenvatinib plus 
pembrolizumab in patients with unresectable stage III/IV 
melanoma who progressed on anti–PD-1-based therapy. 
This combination was based on the rationale that combining 
antiangiogenic therapies and immunotherapies might 
increase the effectiveness of immunotherapy and diminish 
the risk of immune-related adverse effects [3]. In the open-
label, single-arm, phase 2 LEAP-004 study, 103 patients 
were enrolled to receive lenvatinib (20 mg/ daily) and 
pembrolizumab (200 mg every 3 weeks up t to 35 cycles) 
until progression or unacceptable toxicity [4].

At a median follow-up of 12.0 months, objective response 
rate (ORR) was 21.4% (complete response 1.9%, partial 
response 19.4%). Median duration of response was 6.3 
months. ORR was 31.0% in 29 patients who progressed on 
prior anti-CTLA4- plus anti-PD-(L)-1 therapy. Median PFS 
was 4.2 months and median OS was 13.9 months. The safety 
profile was consistent with prior studies. Most common 
treatment-related adverse event were hypertension (56.3%) 
and hypothyroidism (42.7%).

1. Nathan P, et al. Spartalizumab plus dabrafenib and trametinib (Sparta-DabTram) 
in patients (pts) with previously untreated BRAF V600–mutant unresectable 
or metastatic melanoma: Results from the randomized part 3 of the phase III 
COMBI-i trial. ESMO 2020 Virtual Meeting, abstract LBA43.

2. Ascierto PA, et al. First report of efficacy and safety from the phase II study 
SECOMBIT (SEquential COMBo Immuno and Targeted therapy study). ESMO 2020 
Virtual Meeting, abstract LBA45.

3. Fukumura D, et al. Nat Rev Clin Oncol 2018;15:325-340.
4. Arance Fernandez AM, et al. Lenvatinib (len) plus pembrolizumab (pembro) for 

advanced melanoma (MEL) that progressed on a PD-1 or PD-L1 inhibitor: Initial 
results of LEAP-004. ESMO 2020 Virtual Meeting, abstract LBA44.

MELANOMA

Table: Interim results of the SECOMBIT trial [2]

mPFS 1-yr PFS 2-yr PFS ORR CR Grade3/4 
toxicity

Arm A 15.8 mo 60% 35% 82% 21.7% 49%

Arm B 7.2 mo 43% 35% 45.1% 15.5% 73%

Arm C 11.4 mo 46% 39% 78.3% 29% 51%

https://ascopubs.org/doi/10.1200/JCO.20.02110?url_ver=Z39.88-2003&rfr_id=ori%3Arid%3Acrossref.org&rfr_dat=cr_pub++0pubmed&
https://meetinglibrary.asco.org/record/159076/abstract
https://www.nature.com/articles/nrclinonc.2018.29
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Genitourinary Cancers
Abiraterone in M1 hormone-naïve prostate 
cancer
Long-term results from metastatic (M1) patients in the 
STAMPEDE trial showed a sustained and substantial 
improvement in overall survival with androgen 
deprivation therapy (ADT) plus abiraterone, irrespective 
of burden of disease.

Previous, the STAMPEDE trial has shown that, among men 
with locally advanced or metastatic prostate cancer, ADT 
plus abiraterone and prednisolone was associated with 
significantly higher rates of overall and failure-free survival 
than ADT alone [1]. Now, long-term outcomes in subset of 
patients in STAMPEDE who had metastatic disease (M1) at 
the start of the treatment were presented [2].

Of 1,917 enrolled patients, 1,003 (52%) had M1 disease. 
They were 1:1 randomised to receive ADT versus ADT plus 
abiraterone (1,000 mg daily) plus prednisolone (5 mg daily). 
At a median follow-up of 6.1 years, median overall survival 
(OS) in the abiraterone arm was 6.6 years versus 3.8 years 
in the control arm (HR 0.60; P<0.00001). Median failure-
free survival (including PSA failure) was 4.3 versus 0.96 
years (HR 0.34; P< 0.00001). In line with these findings, 
median progression-free survival (PFS), metastatic PFS, 
and skeletal-related events were in favour of treatment with 
abiraterone (HR 0.58, HR 0.60, and HR 0.56, respectively). 
The relative effect of abiraterone was similar in low-burden 
and high-burden patients. 

1. James ND, et al. N Engl J Med 2017;377:338-351.
2. James ND, et al. Abiraterone acetate plus prednisolone for hormone-naïve prostate 

cancer (PCa): Long-term results from metastatic (M1) patients in the STAMPEDE 
randomised trial (NCT00268476). ESMO 2020 Virtual Meeting, abstract 611O.

New treatment option for patients with mCRPC
Metastatic castration-resistant prostate cancer 
(mCRPC) patients with PTEN loss or BRCA1, BRCA2, 
or ATM mutations all benefit from targeted therapy. In 
addition, HLE BiTE® immune therapy is a promising 
option for all patients with mCRPC. 

About 40%-50% of mCRPC tumours show loss of the AKT 
phosphatase PTEN, which leads to hyperactivation of the 
oncogenic PI3K/AKT signalling pathway. In addition, it 
has been demonstrated that, due to reciprocal cross talk, 

blockade of the androgen receptor (AR)-activated pathway 
activates the PI3K/AKT signalling pathway, enabling prostate 
cancer cell survival [1]. Therefore, PTEN loss in mCRPC is 
associated with worse prognosis and reduced benefit of AR 
blockade.

In the randomised phase 3 IPATential 150 trial; 1,101 
treatment-naïve patients with asymptomatic or mildly 
symptomatic mCRPC were 1:1 randomised to receive 
ipatasertib (400 mg daily) plus abiraterone (1,000 mg 
daily) and prednisone (5 mg twice daily) or placebo plus 
abiraterone and prednisone [2]. Patients were stratified to 
PTEN loss as determined by immunohistochemistry (≥50% 
of the tumour cells having no detectable PTEN staining). 
Median radiographic progression-free survival (PFS) in 
the intention-to-treat (ITT) population did not meet the 
prespecified significance level (19.2 months vs 16.6 months; 
HR 0.77; P=0.043). In the prespecified subgroup analysis of 
patients with PTEN loss (n=521), median radiographic PFS 
was 18.5 months in the ipatasertib arm versus 16.5 months 
in the placebo arm (HR 0.77; P=0.033). Secondary endpoints 
favoured the combination arm: objective response rate 
increased from 39% to 61%, PSA response rate increased 
from 72% to 84%, and time to PSA progression increased 
from 7.6 months to 12.6 months in the PTEN-loss population. 
Treatment with ipatasertib plus abiraterone/placebo was 
associated with more toxicity. Most prominent adverse 
events were diarrhoea, hyperglycaemia, and skin rash. 

The phase 3 PROfound trial evaluated PARP inhibition in 
mCRPC patients with alterations in BRCA1, BRCA2, or ATM 
[3,4]. A total of 245 patients were 2:1 randomised to receive 
olaparib (300 mg twice daily) or control (enzalutamide or 
abiraterone plus prednisolone). Median PFS was significantly 
improved in the olaparib arm (7.4 vs 3.6 months; HR 0.34; 
P<0.001). Median final OS was significantly longer with 
olaparib compared with controls (19.1 vs 14.7 months; HR 
0.69; P=0.0175), despite 56% cross-over from control to 
olaparib. 

Bispecific T-cell engager (BiTE) antibody constructs 
represent a novel immunotherapy that bridges cytotoxic T 
cells to tumour cells, thereby inducing target-cell-dependent 
polyclonal T-cell activation and proliferation, and leading to 

https://www.nejm.org/doi/10.1056/NEJMoa1702900
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apoptosis of bound tumour cells [5]. AMG 160 is a PSMA-
targeted BiTE that engages patients’ own T cells to kill 
prostate cancer cells via binding of CD3 on T cells and PSMA 
on cancer cells. In an ongoing phase 1 study, AMG 160 
was administered to 43 patients with mCRPC refractory to 
prior novel hormonal therapy and 1-2 taxane regimens and 
evidence of progressive disease, at doses of 0.003–0.9 mg 
[6].

A total of 41 patients experienced treatment-related adverse 
events, not resulting in treatment discontinuation. Most 
common treatment-related adverse event was cytokine-
releasing syndrome, which occurred in 39 patients. 
Preliminary efficacy data showed 68% of patients had any 
PSA decline across all dose cohorts; 34% of patients showed 
more than 50% PSA decline. Of 15 patients with available 
RECIST response evaluation, 2 had confirmed partial 
response, 1 had unconfirmed partial response, and 8 had 
stable disease.

1. Carver BS, et al. Cancer Cell 2011;19:575-586.
2. de Bono JS, et al. IPATential150: Phase III study of ipatasertib (ipat) plus abiraterone 

(abi) vs placebo (pbo) plus abi in metastatic castration-resistant prostate cancer 
(mCRPC). ESMO 2020 Virtual Meeting, abstract LBA4.

3. de Bono JS, et al N Engl J Med 2020;382:2091-2102.
4. de Bono JS, et al. Final overall survival (OS) analysis of PROfound: Olaparib vs 

physician’s choice of enzalutamide or abiraterone in patients (pts) with metastatic 
castration-resistant prostate cancer (mCRPC) and homologous recombination 
repair (HRR) gene alterations. ESMO 2020 Virtual Meeting, abstract 610O

5. Klinger M, et al. Immun Rev 2016;270:193-208.
6. Tran B, et al. Results from a phase I study of AMG 160, a half-life extended (HLE), 

PSMA-targeted, bispecific T-cell engager (BiTE®) immune therapy for metastatic 
castration-resistant prostate cancer (mCRPC). ESMO 2020 Virtual Meeting, 
abstract 609O.

First-line treatment of advanced/metastatic 
RCC
Both CheckMate 9ER and COSMIC-021 showed efficacy 
of first-line combination therapy with an immune 
checkpoint inhibitor and tyrosine kinase inhibitor (TKI). 
In addition, the BIONIKK trial suggests that a 35-gene 
signature could be helpful to select the optimal first-line 
treatment in renal cell cancer (RCC).

Both nivolumab and cabozantinib are approved as single 
agent therapies for treatment of patients with advanced 
clear cell RCC, based on improvements in overall survival 
(OS) in phase 3 clinical trials [1,2]. CheckMate 9ER evaluated 
first-line treatment with the combination of nivolumab and 
cabozantinib [3]. In this phase 3 trial, 651 patients (22.6% 
favourable risk, 57.6% intermediate risk, 19.7% poor risk; 
24.9% PD-L1 ≥1%) were 1:1 randomised to nivolumab (240 
mg every 2 weeks plus cabozantinib (40 mg daily), or sunitinib 

(50 mg daily for 4 weeks on/2 weeks off). Primary endpoint 
is progression-free survival (PFS). Secondary endpoints are 
OS, objective response rate (ORR), and safety.

With 18.1 months median follow-up, all 3 efficacy endpoints 
were met. Nivolumab plus cabozantinib significantly improved 
PFS with a median PFS of 16.6 versus 8.3 months with 
sunitinib (HR 0.51; 95% CI 0.40-0.64; P<0.0001). The benefit of 
nivolumab plus cabozantinib was observed in all prespecified 
subgroups. Median OS was not yet reached in both study 
arms, but current HR was 0.60 (P=0.0010) in favour of 
nivolumab plus cabozantinib. ORR was significantly higher 
with nivolumab plus cabozantinib (55.7% vs 27.1%; P<0.0001). 
A complete response was achieved in 8.0% and 4.6% of the 
patients, respectively. Median duration of response was 20.2 
versus 11.5 months for nivolumab plus cabozantinib versus 
sunitinib. Nivolumab plus cabozantinib was well tolerated with 
a low rate of treatment-related discontinuations. 

In the phase 1b COSMIC-021 basket trial, cabozantinib was 
combined with atezolizumab [4]. A total of 70 patients with 
advanced RCC who had no prior systemic therapy for advanced 
RCC were enrolled (n=10 in the dose escalation phase, n=60 
in the extension phase). According to IMDC criteria, 30% were 
classified as favourable, 67% were intermediate, and 3% were 
poor risk. Patients were treated with atezolizumab (1,200 mg 
every 3 weeks) and either cabozantinib 40 mg daily (n=34) 
or 60 mg daily (n=36). Results are summarised in the Table. 
Baseline PD-L1 expression and high CD8-positive cell count 
were associated with greater tumour reduction and overall 
response. A phase 3 study (CONTACT-03) is ongoing. 

In the phase 2 BIONIKK trial, the first-line treatment for 
patients with metastatic RCC was selected using a 35-gene 
signature of the tumours. Based on this genetic signature, 
metastatic RCC was divided into 4 subgroups (ccrcc1-4) with 
distinct tumour micro-environment composition and distinct 
outcomes with sunitinib [5]. In the study, 3 treatment options 
were available:

• A (nivolumab 240 mg every 2 weeks)

•  B (nivolumab 3 mg/kg plus ipilimumab 1 mg/kg every 3 
weeks for 4 doses, followed by nivolumab 240 mg every 2 
weeks)

• C (sunitinib or pazopanib)

Patients with a ccrcc1 or ccrcc4 tumour were randomised 
between A and B, patients with a ccrcc2 or ccrcc3 tumour were 

GENITOURINARY CANCERS

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3142785/
https://www.nejm.org/doi/10.1056/NEJMoa1911440?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%20%200pubmed
https://onlinelibrary.wiley.com/doi/abs/10.1111/imr.12393
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randomised between B and C. A total of 202 patients were 
randomised from whom 154 were evaluable for response [6]. 
ORR outcomes for each subgroup and treatment are listed 
in the Figure. 

After a median follow-up of 16 months, both in ccrcc1 and 
ccrcc4 tumours, nivolumab/ipilimumab was associated with 
a better median PFS compared with nivolumab monotherapy 
(8.0 vs 4.6 months and 12.2 vs 7.8 months, respectively). In 
ccrcc3 tumours, TKI was associated with a better median 
PFS compared to nivolumab/ipilimumab (not reached vs 
10.4 months). In conclusion, BIONIKK provides evidence that 
gene expression signatures in mRCC may enable to enrich 
response rates. 

1. Motzer RJ, et al. N Engl J Med. 2015;373:1803-1813.
2. Choueiri TK, et al. J Clin Oncol 2017;35(6):591-7.
3. Choueiri TK, et al. Nivolumab + cabozantinib vs sunitinib in first-line treatment 

for advanced renal cell carcinoma: First results from the randomized phase III 
CheckMate 9ER trial. ESMO Virtual Congress 2020, abstract 696O.

4. Pal S, et al. Cabozantinib (C) in combination with atezolizumab (A) as first-line 
therapy for advanced clear cell renal cell carcinoma (ccRCC): Results from the 
COSMIC-021 study. ESMO 2020 Virtual Meeting, abstract 702O.

5. Beuselinck B, et al. Clin Cancer Res 2015;2:1329-1339.
6. Vano YA, et al. Results from the phase II biomarker driven trial with nivolumab (N) 

and ipilimumab or VEGFR tyrosine kinase inhibitor (TKI) in naïve metastatic kidney 
cancer (m-ccRCC) patients (pts): The BIONIKK trial. ESMO 202 Virtual Meeting, 
abstract LBA25.

First-line immune-combination therapies in 
mUC
Two trials, KEYNOTE-361 and DANUBE, explored the 
efficacy of first-line treatment of patients with metastatic 
urothelial cancer (mUC) with an immune checkpoint 
inhibitor combined with either chemotherapy or a second 
immune checkpoint inhibitor. None of the studies met its 
endpoint. 

The current first-line treatment for mUC is platinum-based 
chemotherapy or best supportive care in case of platinum-
ineligibility. Recently, monotherapy with pembrolizumab and 
atezolizumab were approved for patients with PD-L1 positive 
disease [1,2].

In the open-label, phase 3 KEYNOTE-361 study, 1,010 
patients with unresectable or mUC and who had no 
prior systemic therapy for advanced disease were 1:1:1 
randomised to receive pembrolizumab (200 mg every 3 
weeks up to 35 cycles), pembrolizumab plus chemotherapy 
(gemcitabine plus cisplatin or carboplatin) or chemotherapy 
[3]. Median progression-free survival (PFS) was 8.3 months 
in the pembrolizumab plus chemotherapy arm versus 
7.1 months in the chemotherapy arm (HR 0.87; P=0.0033, 
not statistically significant according to prespecified 
boundaries). Median overall survival (OS) was 17.0 months 
in the pembrolizumab plus chemotherapy arm versus 14.3 
months in the chemotherapy arm (HR 0.86; P=0.0407, 
not statistically significant according to prespecified 
boundaries). Formal statistical testing was not performed for 
pembrolizumab versus chemotherapy due to prespecified 
statistical design. However, pembrolizumab did not appear 
superior to chemotherapy. 

In DANUBE, 1,032 patients with unresectable or mUC and 
no prior systemic therapy for advanced disease were 1:1:1 
randomised to durvalumab (1,500 mg every 4 weeks), 
durvalumab plus tremelimumab (75 mg every 4 weeks up 
to 4 doses), or chemotherapy (gemcitabine plus cisplatin 
or carboplatin up to 6 cycles) until disease progression or 
unacceptable toxicity [4]. Median OS was not significantly 
different between durvalumab and chemotherapy among 
patients with high PD-L1 expression (14.4 months vs 12.1 
months; HR 0.89; P=0.3039). OS rates at 24 months were 
36% and 29% in the durvalumab and chemotherapy arm, 
respectively. OS rates at 24 months were 39% and 29% in 
the durvalumab plus tremelimumab arm and chemotherapy 
arm, respectively. No statistically significant difference in 
median OS was found either between durvalumab plus 

Table: Primary and secondary endpoints of COSMIC-021 [4]

40 mg cabo + atezo 60 mg cabo + atezo

ORR 53% 58%

CR 3% 11%

mDOR NE 15.4 months

Patients with reduction in 
tumor targe lesion 94% 92%

mPFS 19.5 months 15.1 months

Grade 3/4 TRAE 71% 64%

Figure: Objective response rates in evaluable patients of BIONIKK
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tremelimumab versus chemotherapy in the ITT population 
(HR 0.85; P=0.075). Both experimental arms had lower grade 
3 and 4 toxicity than chemotherapy.

Primary results of the IMvigor130 trial, a phase 3 trial of 
atezolizumab plus platinum-based chemotherapy versus 
placebo plus platinum-based chemotherapy in previously 
untreated patients with locally advanced or mUC, were 
recently published [5]. In short, atezolizumab significantly 
increased median PFS from 6.3 to 8.2 months (HR 0.82; 
P=0.007). Final analysis of OS is pending. Atezolizumab 
plus chemotherapy was well tolerated. In this study, patient-
reported outcomes were also measured, using EORTC 
QLQ-C3, during treatment (day 1 of every cycle), at treatment 
discontinuation, and every 3 months during follow-up [6]. 
Completion rates were 86% at baseline and >70% until week 
66 in both arms. Patients in both arms similarly reported 
nominal changes (either maintaining pre-treatment levels or 
improvements) in most symptoms, functions, and quality of 
life domains, suggesting positive impact of treatment overall. 
So, addition of atezolizumab to chemotherapy resulted in 
improved PFS without compromising patients’ quality of life. 

1. Balar AV, et al. Lancet Oncol 2017;18:1483-1492.
2. Balar AV, et al. Lancet 2017;389:67-76.
3. Alva A, et al. Pembrolizumab (P) combined with chemotherapy (C) vs C alone as 

first-line (1L) therapy for advanced urothelial carcinoma (UC): KEYNOTE-361. 
ESMO 2020 Virtual Meeting, abstract LBA23.

4. Powels T, et al. A phase III, randomized, open-label study of first-line durvalumab 
(D) with or without tremelimumab (T) vs standard of care chemotherapy in 
patients with unresectable, locally advanced or metastatic urothelial carcinoma 
(DANUBE). ESMO 2020 Virtual Meeting, abstract 697O

5. Galsky MD, et al. Lancet 2020;395:1547-1557.
6. Bamias A, et al. Patient-reported outcomes (PROs) from IMvigor130: A global, 

randomised, partially blinded phase III study of atezolizumab (atezo) + platinum-
based chemotherapy (PBC) vs placebo (PBO) + PBC in previously untreated locally 
advanced or metastatic urothelial carcinoma (mUC). ESMO 2020 Virtual Meeting, 
abstract 698O.

Second- and third-line treatment options in 
mUC
Avelumab as maintenance therapy after first-line 
treatment prolonged overall survival (OS) in urothelial 
cancer (UC). However, predictive biomarkers are not 
yet found. In addition, sacituzumab govitecan showed 
promising activity in third (or later) lines.

Platinum-based chemotherapy is an active first-line regimen 
for advanced and mUC. However, progression-free survival 
(PFS) and OS are generally short because of chemotherapy 
resistance. The phase 3 JAVELIN Bladder 100 trial (n=700) 
evaluated avelumab as maintenance therapy following 
response or stable disease with first-line platinum-based 

chemotherapy in patients with advanced UC [1]. The study met 
its primary objective, demonstrating significantly prolonged 
OS with maintenance avelumab plus best supportive care 
versus best supportive care alone in all randomised patients 
and patients with PD-L1 positive tumours. 

In addition, an exploratory analysis of predictive biomarkers 
was performed to identify patients who would benefit 
most from maintenance avelumab [2]. However, none of 
the established biomarkers assessed, either alone or in 
combination, optimally predicted OS benefit with avelumab: 
elevated PD-L1 on either tumour cells or immune cells, 
irrespective of tumour mutation burden (TMB); elevated 
TMB and mutation signatures, irrespective of PD-L1 status. 
Multiple other biomarkers – e.g. expression of Fc receptors 
and gene signatures of tumour growth-promoting pathways 
– were identified as potential predictive, but need further 
research. 

Sacituzumab govitecan (SG) is an antibody-drug conjugate 
composed of an anti-Trop-2 antibody coupled to SN-38, 
the active metabolite of irinotecan. SN-38 is released both 
intracellularly and in the tumour microenvironment. Trop-
2 is an epithelial cell surface antigen highly expressed in 
UC [3]. TROPHY-U-01 is a multicohort, global, open-label, 
phase 2 study evaluating SG clinical activity in patients with 
unresectable locally advanced or mUC with measurable 
disease [4]. Cohort 1 includes patients progressing after 
platinum-based chemotherapy and immune checkpoint 
inhibition, with unlimited prior lines of therapy.

A total of 113 patients were enrolled and treated with SG (10 
mg/kg, days 1 and 8 of 21-day cycles) until loss of clinical 
benefit or unacceptable toxicity. The final objective response 
rate was 27% (complete response 5%, partial response 22%). 
Median duration of response was 5.9 months and clinical 
benefit rate was 37%. Median PFS and OS were 5.4 months 
and 10.5 months, respectively. Key grade ≥3 treatment-
related adverse events were neutropenia (35%), anaemia 
(14%), febrile neutropenia (10%), and diarrhoea (10%). There 
was 1 treatment-related death (neutropenic sepsis). A phase 
3 confirmation trial, TROPiCS-04, is underway. 

1. Powles T, et al. J Clin Oncol 38:2020(suppl; abstract LBA1)
2. Powles TB, et al. Avelumab first-line (1L) maintenance + best supportive care (BSC) 

vs BSC alone for advanced urothelial carcinoma (UC): Association between clinical 
outcomes and exploratory biomarkers ESMO 2020 Virtual Meeting, abstract 699O. 

3. Bardia A, et al. N Engl J Med. 2019;380:741-751.
4. Loriot Y, et al. TROPHY-U-01 cohort 1 final results: A phase II study of sacituzumab 

govitecan (SG) in metastatic urothelial cancer (mUC) that has progressed after 
platinum (PLT) and checkpoint inhibitors (CPI). ESMO 2020 Virtual Meeting, 
abstract LBA24.
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https://www.thelancet.com/journals/lanonc/article/PIIS1470-2045(17)30616-2/fulltext
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(16)32455-2/fulltext
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(20)30230-0/fulltext
https://meetinglibrary.asco.org/record/186872/abstract
https://www.nejm.org/doi/10.1056/NEJMoa1814213?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%20%200pubmed
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Gynaecological Cancers
Treatment of newly diagnosed ovarian cancer
Addition of atezolizumab to standard first-line 
chemotherapy did not increase progression-free survival 
(PFS) of patients with ovarian cancer. The SOLO1 trial 
showed impressive 5-year follow-up data. 

Platinum-taxane chemotherapy in combination with 
bevacizumab is an established front-line regimen for 
ovarian cancer in advanced stage setting. Blocking tumour-
associated VEGF may promote T-cell infiltration into the 
tumour and boost immune responses [1]. This justifies 
combining anti-VEGF and anti-PD-(L)1 therapy. In the 
randomised, phase 3 IMagyn050 trial, 1,301 newly diagnosed 
patients with stage III/IV ovarian cancer (75% high-grade 
serous) were randomised to receive standard regimen 
(paclitaxel, carboplatin, bevacizumab) or the same regimen 
plus atezolizumab (200 mg every 3 weeks) [2]. The treatment 
was neoadjuvant and adjuvant (post-surgery) in 25% and 
75%, respectively.

There was no statistically significant PFS improvement 
in either the ITT population (median 19.5 months with 
atezolizumab vs 18.4 months with placebo; HR 0.92) or 
the PD-L1-positive population (n=784; median 20.8 vs 18.5 
months, respectively; HR 0.80). Exploratory PFS analyses in 
the subgroup with PD-L1-positive immune cell count ≥5% 
(n=260) showed a trend favouring atezolizumab (HR 0.64; 
P=0.027). Though immature, first interim overall survival (OS) 
results did not show significant benefit from atezolizumab. 
The safety profile of atezolizumab plus bevacizumab plus 
chemotherapy was consistent with expected adverse events. 
Exploratory biomarker subgroup analyses are ongoing.

Newly diagnosed advanced ovarian cancer patients are at 
high risk of relapse and 5-year survival averages 30–50%. 
In the phase 3 randomised SOLO1 trial, patients with ovarian 
cancer and a mutation in BRCA1 or BRCA2 who were in 
response after first-line platinum-based chemotherapy 
derived PFS benefit from maintenance with olaparib [3]. Now, 
5-year follow-up data are available [4].

A total of 260 patients were randomised to olaparib (300 
mg tablets twice daily) and 131 to placebo for up to 2 years 

or until progression. After a median of 4.8 and 5.0 years 
of follow-up, median PFS was 56 versus 13.8 months for 
olaparib and placebo, respectively (HR 0.33; 95% CI 0.25-
0.43). At 5 years, 48.3% of patients treated with olaparib 
remained free from disease progression versus 20.5% on 
placebo. The safety profile of olaparib was consistent with 
previous observations. 

1. Wallin JJ, et al. Nat Commun 2016;7:12624
2. Moore K, et al. Primary results from IMagyn050/GOG 3015/ENGOT-OV39, a 

double-blind placebo (pbo)-controlled randomised phase III trial of bevacizumab 
(bev)-containing therapy +/- atezolizumab (atezo) for newly diagnosed stage III/IV 
ovarian cancer (OC). ESMO 2020 Virtual Meeting, abstract LBA31.

3. Moore, K, et al. N Engl J Med 2018;379:2495-2505.
4. Banerjee S, et al. Maintenance olaparib for patients (pts) with newly diagnosed, 

advanced ovarian cancer (OC) and a BRCA mutation (BRCAm): 5-year (y) follow-
up (f/u) from SOLO1. ESMO 2020 Virtual Meeting, abstract 811MO

Treatment of recurrent ovarian cancer
Individual dosing of PARP inhibitor niraparib is associated 
with less adverse events, results from the NORA study 
showed. NINJA and INOVATYON demonstrated that 
neither nivolumab monotherapy nor trabectedin improve 
survival in patients with recurrent ovarian cancer.

In patients with platinum-sensitive recurrent ovarian cancer, 
the PARP inhibitor niraparib demonstrated a significant benefit 
in progression-free survival (PFS) compared with placebo, 
regardless of the presence or absence of BRCA mutations 
or HRD status [1]. The starting dose in this trial was 300 mg 
daily. However, a retrospective analysis indicated that an 
individualised starting dose based on baseline body weight 
and platelet count may improve the safety profile without 
compromising efficacy [2]. Therefore, in the phase 3 NORA 
trial, patients in the niraparib arm received an individualised 
starting dose of niraparib [3].

The study enrolled 265 patients; 88 were allocated to receive 
placebo, 177 to receive niraparib. The starting dose was 200 
mg for patients with baseline body weight <77 kg or platelet 
count <150,000/μL; otherwise, 300 mg. Like in the NOVA 
registration trial, niraparib significantly improved median PFS 
compared with placebo in NORA (18.3 vs 5.4 months; HR 
0.32; 95% CI, 0.23-0.45; P<0.0001). However, individualised 
dosing was associated with a decrease in haematologic 
grade 3/4 adverse events. 

https://www.nature.com/articles/ncomms12624#citeas
https://www.nejm.org/doi/full/10.1056/NEJMoa1810858
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Two studies evaluating new second-line treatment options 
for patients with recurrent ovarian cancer, did not meet 
their primary endpoint. In INOVATYON, 617 patients with 
ovarian cancer who relapsed on prior platinum therapy and 
had a platinum-free interval between 6-12 months were 
randomised 1:1 to receive pegylated liposomal doxorubicin 
(PLD) plus carboplatin or PLD plus trabectedin (1.1 mg/m2 

every 3 weeks). At a median follow-up of 44 months, 466 
deaths were observed [4]. The median PFS was 9.0 and 7.5 
months in the carboplatin and trabectedin arm, respectively 
(HR 1.26; P=0.005), However, the median overall survival 
(OS; primary endpoint) was not different between the 2 arms 
(21.3 vs 21.5 months; HR 1.10; P=0.284). 

A phase 2 trial has supported the efficacy and safety of 
nivolumab in platinum-resistant ovarian cancer [5]. In the 
phase 3 NINJA trial, 316 patients with platinum-resistant 
ovarian cancer were randomised 1:1 to receive nivolumab 
(240 mg every 2 weeks) or chemotherapy (gemcitabine or 
PLD) until disease progression or unacceptable toxicity [6]. 
Median OS was 10.1 months with nivolumab versus 12.1 
months with chemotherapy (HR 1.0; 95% CI 0.8-1.3; P=0.808). 
Median PFS was 2.0 versus 3.8 months, respectively (HR 
1.5; 95% CI 1.2-1.9; P=0.002). The rate of treatment-related 
grade 3/4 adverse events was 22.4% with nivolumab and 
68.4% with chemotherapy. 

1. Mirza MR, et al. N Engl J Med 2016;375:2154-2164.
2. Berek JS, et al. Ann Oncol 2018;29:1784-1792.
3. Wu X, et al. Individualized starting dose of niraparib in Chinese patients with 

platinum-sensitive recurrent ovarian cancer (PSROC): A randomized, double-blind, 
placebo-controlled, phase III trial (NORA). ESMO 2020 Virtual Meeting, abstract 
LBA29. 

4. Colombo N, et al. INOVATYON study: Randomized phase III international study 
comparing trabectedin/PLD followed by platinum at progression vs carboplatin/
PLD in patients with recurrent ovarian cancer progressing within 6-12 months 
after last platinum line. ESMO 2020 Virtual Meeting, abstract LBA30.

5. Hamanishi J, et al. J Clin Oncol 2015;33:4015-4022.
6. Omatsu K, et al. Nivolumab versus gemcitabine or pegylated liposomal doxorubicin 

for patients with platinum-resistant (advanced or recurrent) ovarian cancer: Open-
label, randomized trial in Japan (NINJA trial). ESMO 2020 Virtual Meeting, abstract 
807O.

Palbociclib effective in ER-positive endometrial 
cancer
In the phase 2 PALEO trial, CDK4/6 inhibitor palbociclib 
in combination with letrozole provided clinically 
meaningful improvement in progression-free survival 
(PFS) in patients with ER-positive advanced, recurrent 
endometrial cancer. 

Advanced, recurrent endometrial cancer has a dismal 
prognosis. Carboplatin and paclitaxel are considered to be the 
first-line systemic treatment of choice. However, no standard 
treatment has been defined yet for second- or third-line 
systemic treatment. In the phase 2 PALEO trial, 77 patients 
with primary stage 4 or relapsed ER-positive endometrial 
cancer who had 1 or more previous lines of therapy, were 
enrolled [1]. Prior surgery, radiation therapy, chemotherapy 
or ≤1 line of endocrine therapy was permitted. Patients were 
1:1 randomised to receive letrozole (2.5 mg) plus placebo or 
letrozole plus palbociclib (125 mg) until progression.

Letrozole plus palbociclib significantly improved PFS 
compared with letrozole plus placebo (median PFS 8.3 vs 
3.0 months; HR 0.56; 95% CI 0.32-0.98; P=0.038; see Figure). 
The secondary endpoint, disease control rate at 24 weeks, 
was also in favour of letrozole plus palbociclib (64% vs 
38%). Treatment-emergent grade 3/4 adverse events were 
significantly more frequent with letrozole plus palbociclib 
compared with letrozole plus placebo (neutropenia 42% vs 
0%; anaemia 8% vs 3%). 

1. Mirza MR, et al. A randomised double-blind placebo-controlled phase II trial of 
palbociclib combined with letrozole (L) in patients (pts) with oestrogen receptor-
positive (ER+) advanced/recurrent endometrial cancer (EC): NSGO-PALEO / 
ENGOT-EN3 trial. ESMO 202 Virtual, abstract LBA28.
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Figure: Progression-free survival in ITT population of NSGO-PALEO/
ENGOT-EN3 trial [1] 
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https://www.nejm.org/doi/10.1056/nejmoa1611310
https://www.annalsofoncology.org/article/S0923-7534(19)34109-2/fulltext
https://ascopubs.org/doi/10.1200/JCO.2015.62.3397?url_ver=Z39.88-2003&rfr_id=ori%3Arid%3Acrossref.org&rfr_dat=cr_pub++0pubmed&
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Basic Science
Bispecific antibodies targeting PD-1 and 
CTLA-4: new kids on the block(ade)
Several clinical trials have showed that combining 
an anti-CTLA-4 inhibitor and an anti-PD-(L)1 inhibitor 
increases the overall response compared with an anti-
PD-(L)1 inhibitor alone. Bispecific antibodies could be a 
new way to simultaneously block CTLA-4 and PD-1. 

Until now, 2 types of immune checkpoint inhibitors have 
shown clinical effectivity against a broad range of tumours: 
anti-CTLA-4 inhibitors (e.g. ipilimumab and tremelimumab) 
and PD-(L)1 inhibitors (e.g. nivolumab, pembrolizumab, 
atezolizumab, avelumab). There is a rationale to combine 
these types of immune checkpoint inhibitors because anti-
CTLA-4 inhibitors increase the expression of PD-L1 in some 
tumours and the combination of anti-CTLA-4 inhibition 
and PD-(L)1 inhibition favours effector T cell recruitment 
in preclinical tumour models [1]. In addition, several clinical 
trials have shown that combining an anti-CTLA-4 inhibitor 
and an anti-PD-(L)1 inhibitor increases the overall response 
compared with an anti-PD-(L)1 inhibitor alone [2]. However, 
the combination also induces more serious adverse events 
(grade ≥3).

Both MGD019 and AK104 are bispecific, tetravalent 
antibodies targeting both CTLA-4 and PD-1. This makes 
these molecules potential new candidates to simultaneously 
block CTLA-4 and PD-L1, hence mimicking the clinical effect 
of a dual immune checkpoint blockade with e.g. nivolumab 
plus ipilimumab. In a phase 1, first-in-human, open-label, 
dose-escalation study, 33 patients with advanced solid 
tumours were treated with MGD019 in dose escalation from 
0.03 to 10 mg/kg [3]. 

Treatment-related adverse events occurred in 26 of 33 
(78.8%) patients, most commonly fatigue (24%), nausea, 
arthralgia, pruritus, and rash (18% each). The rate of grade 
≥3 treatment-related adverse events was 24.2%. Among 
25 response-evaluable patients, 4 objective responses 
were observed also in tumour types that are typically not 
responsive to checkpoint blockade; 9 patients had stable 

disease. A phase 2 monotherapy in select expansion cohorts 
is forthcoming.

In addition, a clinical phase 1 trial with AK104 in 18 patients 
with mesothelioma, showed 3 out of 18 patients (16.7%) with 
a grade 3/4 treatment-related adverse event and another 9 
subjects experienced grade 1/2 treatment-related adverse 
events [4]. Confirmed objective response rate was 20%, 
with a disease control rate of 80%. Median progression-free 
survival (PFS) was 5.6 months; median PFS in patients who 
received AK104 in a dose of 4 mg/kg or more (n=16) was 
12.9 months.

1. Shi LZ, et al. Nat Commun. 2016; 7:12335.
2. Yang Y, e al. Front Pharmacol. 2020; 11: 40.
3. Sharma M, et al. A phase I, first-in-human, open-label, dose escalation study of 

MGD019, an investigational bispecific PD-1 x CTLA-4 DART® molecule in patients 
with advanced solid tumours. ESMO 2020 Virtual Meeting, abstract 1020O.

4. Millward M, et al. Safety and antitumor activity of AK104, a bispecific antibody 
targeting PD-1 and CTLA-4, in patients with mesothelioma which is relapsed or 
refractory to standard therapies. ESMO 2020 Virtual Meeting, abstract 1021O.

PD-(L)1, LAG-3, and TIM blockade
PD-(L)1 is not the only immune checkpoint inhibiting 
anti-cancer activity of the immune system. In particular, 
upregulation of LAG-3 and TIM have been associated 
with resistance to PD-(L)1 blockade [1].

In a first-in-human phase 1 trial, the anti-PD-1 antibody 
Sym021 was combined with either the anti-LAG-3 antibody 
Sym022 or the anti-TIM antibody Sym023 [2]. A total of 
70 patients with a variety of heavily pretreated, advanced 
tumours was treated with either Sym021 monotherapy or one 
of the combinations at escalating doses up to 10-20 mg/kg 
every 2 week. Sym021 alone or in combination with Sym022 
or Sym023 was well tolerated with an adverse event profile 
typical of immune checkpoint inhibitors. Anti-tumour activity 
was observed with either Sym021 alone or in combination. 
Further evaluation of the anti-tumour activity of the in select 
tumour types post-PD-(L)1 treatment is plan-ned. Triplet 
(Sym021, Sym022, Sym023) dose escalation is ongoing.

1. Kates M, et al. Eur Urol Oncol 2019; 2588-9311(19)30025-2.
2. Lakhani N, et al. Phase I studies of Sym021, an anti-PD-1 antibody, alone and 

in combination with Sym022 (anti-LAG-3) or Sym023 (anti-TIM-3). ESMO 2020 
Virtual Meeting, abstract 1019O.

https://www.nature.com/articles/ncomms12335
https://www.frontiersin.org/articles/10.3389/fphar.2020.00040/full
https://euoncology.europeanurology.com/article/S2588-9311(19)30025-2/fulltext
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CRC disseminates using collective migration
Collective migration of colorectal cancer (CRC) cells with 
hallmarks of amoeboid migration is a newly identified 
way cancer clusters can move when confronted with 
non-adhesive interfaces.

Prior research has shown CRC is able to form large clusters 
of cancer epithelial cells displaying a robust outward apical 
pole, termed tumour spheres with inverted polarity (TSIPs), 
that can be found in the peritoneal cavity of metastatic 
patients [1]. Furthermore, these collective structures can 
also be found in the primary tumour.

Now, it is demonstrated that these TSIPs are able to move, 
independently of the formation of focal adhesions or 
protruding leader cells [2]. Their migration speed ranged 

between 70 to 150 μm/day, in line with observed cancer 
spread in vivo. These clusters of CRC cells use a new mode 
of collective migration presenting the hallmarks of amoeboid 
migration and therefore named collective amoeboid 
migration. This mode could be use by other cancer clusters 
when confronted with non-adhesive interfaces like the lumen 
of lymphatic vessels.

This work suggests that therapies targeting adhesive 
properties of cancer cells might be unsuccessful and 
unravels a new therapeutic avenue to limit the metastatic 
spread of CRCs.

1. Zajac O, et al. Nat Cell Biol 2018; 20: 296-306.
2. Dornier E, et al. A study of cancer dissemination from metastatic intermediates of 

hypermethylated colorectal patients reveals a new mode of collective migration. 
ESMO 2020 Virtual Meeting, abstract 1O.
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