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Review papers  
Young Oncology Academy 2020
The Swiss Group for Clinical Cancer Research (SAKK) launched the Young Oncology 
Academy, a mentoring program for young oncologists, since 2016. The program is aimed 
for residents at the beginning of their medical career with a clear focus on cancer 
medicine, hematology or radio-oncology, who would like to actively contribute to clinical 
and translational research. In 2020, 9 mentees successfully concluded the program. As 
part of the program, the participants write a short review paper about abstracts in 2020. 
The call for application for the Young Oncology Academy 2021 is open. Please find 
further information on the SAKK website: sakk.ch/researchers/young-oncology-academy.

Lung Cancer Highlights of 2020 ESMO Congress 
At this year’s annual ESMO congress many interesting trial results have been presented 
in the field of lang cancer. This is a summary of three important trials.

CROWN Trial

The phase III CROWN trial investigated 
Lorlatinib, a potent 3rd-generation ALK 
(anaplastic lymphoma kinase) inhibitor vs 
Crizotinib in untreated patients with ad-
vanced ALK-mutated, non-small cell lung 
cancer (NSCLC).1 This trial randomized 
296 patients 1:1 to receive either Lorlatin-
ib (100 mg daily) or Crizotinib (250 mg 
twice daily). The primary end point was 
progression-free survival (PFS) by BICR 
(blinded independent central review) 
while secondary endpoints included ORR 
(overall response rate), IC (intracranial) 
responses, overall survival (OS), safety and 
others. At the data cut-off on March 20th, 
2020 the reported median follow-up for 
PFS by BICR was 18.3 months (95 % CI: 
16.4–20.1) in the Lorlatinib arm and 14.8 
months (95% CI: 12.8–18.4) for Crizotinib. 
The PFS by BICR was significantly longer 
in patients who received Lorlatinib com-
pared to Crizotinib (not estimable vs 9.3 
months; HR: 0.28; 95 % CI: 0.19–0.41; 
p < 0.001) resulting in a 72 % reduction in 
the risk of disease progression or death. 
The achieved ORR (by BICR) was higher 
with Lorlatinib vs Crizotinib (76 % vs. 
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58 %; odds ratio [OR]: 2.25; 95 % CI: 1.35–
3.89). Moreover, patients with brain me-
tastases at baseline demonstrated a higher 
IC-OR (via BICR), if treated with Lorlatinib 
(66 % vs 20 %; OR: 8.41; 95% CI: 2.59–
27.23). The safety profile for both ALK-
TKIs (tyrosin kinase inhibitors) was con-
sistent with what has been previously seen 
in clinical trials with a higher rate of grade 
3/4 adverse events leading to treatment 
discontinuation in the Lorlatinib arm (73 % 
vs. 56 %). 

Conclusion
Lorlatinib is clearly more active than 

Crizotinib in the the 1st-line setting for ad-
vanced ALK-positive, non-small cell lung 
cancer patients. As the current 1st-line 
standard is Alectinib, it remains to be 
shown whether Lorlatinib will be best used 
in 1st line or 2nd line after Alectinib.

LungART Trial

The long-awaited phase III LungART 
Trial investigated the role of post-operative 
radiotherapy (PORT) in patients with com-
pletely resected NSCLC with N2-nodal in-
volvement.2 In this large European study, 
501 patients with R0-resected NSCLC and 
a histologically proven mediastinal nodal 
involvement (pN2) were randomized 1:1 
to receive adjuvant Radiotherapy (54 Gy in 
27–30 fractions) or no radiotherapy in the 
control group. The primary endpoint was 
the disease-free survival (DFS) and sec-
ondary endpoints included OS, safety, local 
failure and others. The study reported a 
median follow-up of 4.8 years. Most of the 
patients received (neo-)adjuvant Chemo-
therapy (96 %), PORT was performed as 
3D-conformal radiotherapy in most of the 
cases (89 %), while only 11 % of the pa-
tients received IMRT (intensity modulated 
radiotherapy). The study did not reach its 
primary endpoint as PORT did not signifi-
cantly prolong the median DFS reported as 
30,5 months in the PORT arm vs 22.8 
months in the control arm (HR: 0,85, 95 % 
CI: 0,67–1,07; p = 0,16). The trial demon-
strated remarkably high 3-year OS-rates in 

both groups (66.5 % with PORT vs. 68.5 % 
with no PORT). The adjuvant radiotherapy 
reduced the mediastinal relapse rate (25 % 
vs. 46,1 % in the control arm), while death 
as the first DFS-event was more frequent 
in patients who received PORT (14,6 % vs 
5,3 %). Furthermore, the rate of grade 3/4 
late cardio-pulmonary toxicities was twice 
as high as with PORT compared to the con-
trol group (10,8 % vs. 4,9 %). 

Conclusion
PORT cannot be recommended as 

standard of care for completely resected 
pN2-NSCLCfpatients.

ADAURA Trial: central nervous 
system (CNS) disease recurrence

Osimertinib, a 3rd-generation EGFR 
(epidermal growth factor receptor) TKI 
with high CNS-activity, demonstrated a 
significant clinical benefit in the adjuvant 
setting for patients with stage IB, II or IIIA 
EGFR-mutated NSCLC in the phase III 
ADAURA trial, initially presented at the 
ASCO 2020 meeting.3, 4 Osimertinib lead 
to a 79 % risk reduction for disease recur-
rence or death compared to the placebo. 
Exploratory data of the ADAURA Trial, in-
cluding an update on CNS efficacy, was 
presented at the ESMO Virtual Congress 
2020 at a median follow-up of 22 months. 
The reported CNS recurrence rate for pa-
tients on adjuvant treatment with Osimer-
tinib was 1 % compared to 10 % among 
patients in the placebo arm, resulting in a 
remarkable 82 % reduction in risk for CNS 
disease recurrence (based on a CNS-DFS 
HR of 0.18; 95 % CI: 0.10–0.33; p<0.0001). 
The conditional probability of CNS-disease 
recurrence at 12 months was less than 1 % 
in patients with Osimertinib vs. 7 % in the 
placebo arm. 

Conclusion
Adjuvant Osimertinib leads to a clinical-

ly and statistically significant improvement 
in DFS and CNS-DFS in patients with com-
pletely resected EGFR+ NSCLC.  
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Highlights of the virtual ESMO Congress 2020 – 
SARS-CoV-2 and cancer
The COVID-19 pandemic has drastically impacted healthcare systems around the globe and thus also 
resources for the care of cancer patients. Early studies conducted with small numbers of patients, 
predominately coming from China, showed that cancer patients are at an increased risk of being 
infected with SARS-CoV-2, suffering severe complications and mortality.1, 2 Therefore, e. g. in Switzer-
land, cancer patients undergoing active treatment were considered a population at risk. This review 
summarizes an update on the most important findings concerning SARS-CoV-2 and cancer, pre-
sented at the ESMO conference in 09/2020.

Outcome

In Europe’s largest prospective study, 
Palmieri et al. (Abstract 1670O) have 
shown that patients with cancer and 
COVID-19 have a significantly higher mor-
tality rate compared to patients without 
cancer, with a hazard ratio of 1.62 (95 % 
CI: 1.56–1.68; p < 0.001).3 Similarly, the 
SAKK 80/20 study (Abstract LBA80) by 
Joerger et al. corroborates a higher mor
tality rate in infected Swiss cancer patients 
(17.8 %).4

Factors impacting the outcome

The studies presented at ESMO 2020 
shed light on various factors which influ-
ence the outcome. Grivas et al. (Abstract 
LBA72) have identified patient-related 
factors, laboratory diagnostics and cancer-
related factors that are associated with an 
increased 30-day mortality in cancer 
patients. Patient-related factors include 
older age, male sex, black race, smoking, 
≥ 3 actively treated comorbidities and an 
Eastern Cooperative Oncology Group per-
formance status (ECOG PS) ≥ 2 points. 
Laboratory findings include low lympho-
cyte count, high/low neutrophil count, low 
platelets, and abnormal levels of creati-
nine, D-dimers, high-sensitivity troponin 
or C-reactive protein. Cancer-related fac-
tors include progressive cancer, recent 
therapy within 3 months, haematological 
cancer and multiple malignancies.5 

Analysing the effects of therapies in 
depth, Wise-Draper et al. (Abstract LBA71) 
have shown in a large retrospective study 
that applied therapies prior to the occur-
rence of the COVID-19 infection have an 
impact on the outcome in cancer patients. 

Chemo-/immunotherapy, administered 
within 2 weeks prior to a COVID-19 infec-
tion, and a targeted therapy which include 
anti-CD-20 antibody treatment, given 
within 1–3 months of the infection, are 
associated with an increased 30-day mor-
tality.6 

The pandemic even affects therapy 
strategies in cancer patients without a 
proven COVID-19 infection. Van Mol et al. 
(Abstract LBA78) have found a treatment 
delay of more than seven days in 13.4 % of 
patients. Additionally, 27 % of lockdown 
patients received some form of a modified 
therapy. According to the simulation 
model, 2 % of patients will suffer a major 
change in prognosis.7 

Finally, Palmieri et al. have pointed out 
that patients with a history of cancer or 
ongoing cancer treatment are less likely to 
be admitted to a critical care unit and me-
chanically ventilated than patients without 
cancer in times of limited resources.3

Guidelines

Due to the increased risk for cancer 
patients, the ESMO guidelines provide a 
priority list with regard to the urgency of 
any oncological intervention, based on 
expert advice and recommendations.8 
However, these guidelines have not been 
based on in-depth clinical trials.

Conclusion

As a result of both indirect and direct 
consequences, cancer patients have a poor-
er outcome and a higher mortality rate 
than patients without cancer during the 
pandemic. This was also confirmed by 
more recent studies.9, 10 Great threats to 
the patients are – beside the COVID-19 in-
fection itself – treatment delays and dosage 
reductions, unjustified by solid data.7 In 
contrast to the situation in spring 2020, 
there are currently sufficient resources 
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available in most parts of Switzerland to 
provide the established treatment strate­
gies to our patients. However, cancer care 
prioritization and treatment have to be 
constantly adapted, especially as the pan­
demic situation is worsening again and 
changing rapidly. 

Nevertheless, there are still many open 
questions emphasising the need for further 
studies, e. g. on better defined and homo­
genous populations, regarding cancer 
types or treatment strategies, and certain­
ly studies with a longer follow-up. The 
quality of studies on COVID-19 has to be 
critically evaluated as e. g. many publica­
tions have been retracted shortly after pub­
lication. Without doubt, the pandemic has 
led to various difficulties and suboptimal 
situations when sharing information glob­
ally and publishing trustworthy data 
quickly to adapt to this new healthcare 
challenge.11
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Highlights of ESMO 2020 World Congress – 
Gastrointestinal Cancer
We summarize three studies presented at this years ESMO Congress focussing on gastrointes-
tinal cancer. 

CheckMate-649

Results of the CheckMate-649 Study 
were presented: Nivolumab (nivo) plus 
chemotherapy (chemo) versus chemo as 
first-line (1L) treatment for advanced gas­
tric cancer/gastroesophageal junction can­
cer (GC/GEJC)/esophageal adenocarcino­
ma (EAC).1 This randomized, open-label, 
phase III trial included patients with pre­
viously untreated, unresectable locally ad­
vanced or metastatic GC (approx. 70 % of 
the population), GEJC or EAC. The patients 
were randomized 1:1:1 to receive nivo + 
ipilimumab, nivo + chemo (XELOX or FOL­
FOX), or chemo alone. Results were report­
ed for the arms nivo + chemo (n = 789) vs 
chemo alone (n = 792). The dual primary 
endpoints were overall survival (OS) and 
progression-free survival (PFS) for patients 
with a PD-L1 combined positive score 
(CPS) ≥ 5. The median OS was significant­

ly higher for the nivo + chemo arm com­
pared to the standard arm (14.4 versus 
11.1 months; P < 0.0001; HR: 0.71). Also, 
PFS was significantly increased in the nivo 
+ chemo arm compared to the chemo alone 
arm (7.7 versus 6.0 months; P < 0.0001; 
HR: 0.68). Treatment related adverse 
events leading to discontinuation were ob­
served in 36 % of the nivo + chemo treated 
population and in 24 % of the chemo alone 
treated population. 

In conclusion, the combination of nivo 
+ chemo is associated with significantly 
improved OS and PFS and represents a 
new potential standard 1L treatment for 
patients with advanced GC/GEJC/EAC and 
CPS ≥ 5.

KEYNOTE-590

Results from the KEYNOTE-590 trial 
were presented: Pembrolizumab plus 

chemotherapy versus chemotherapy as 
first-line therapy in patients with advanced 
esophageal cancer.2 This study is a rand­
omized phase III double-blinded, place­
bo-controlled trial enrolling treat­
ment-naïve patients with unresectable lo­
cally advanced or metastatic esophageal or 
GEJ cancer. Of all patients, 26.5 % had an 
adenocarcinoma, 73.5 % a squamous cell 
carcinoma. Patients were 1:1 randomized 
to receive pembrolizumab (200 mg Q3W 
for ≤ 35 cycles) + chemotherapy (Cisplati­
num/5-Fu Q3W for ≤ 6 cycles) (n = 373) or 
placebo + chemotherapy (n = 376). Du­
al-primary endpoints of the study were OS 
and PFS. The median OS for pembrolizum­
ab + chemotherapy was 12.4 months com­
pared to 9.8 months in the placebo + 
chemotherapy arm (P < 0.0001; HR 0.73). 
In patients with CPS ≥ 10, the OS benefit 
was even more relevant (13.5 months ver­
sus 9.4 months, P < 0.0001, HR: 0.62). The 
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median PFS was also significantly longer 
for the pembrolizumab + chemotherapy 
treatment (6.3 months versus 5.8 months; 
P < 0.0001; HR: 0.65). Treatment related 
adverse events led to discontinuation in 
19 % of the pembrolizumab + chemother-
apy treated population and in 11 % in the 
standard arm. 

In conclusion, the combination of pem-
brolizumab + chemotherapy is associated 
with significantly improved OS as well as 
PFS and should be considered a potential 
new standard-of-care 1L therapy for pa-
tients with unresectable locally advanced 
or metastatic esophageal/GEJ cancer. 

Checkmate 577 

Kelly RJ et al. presented first results of 
the Checkmate 577 study: Adjuvant 
nivolumab in resected esophageal or gas-
troesophageal junction cancer (EC/GEJC) 
following neoadjuvant chemoradiation 
therapy (CRT).3 This double-blinded, pla-
cebo-controlled trial enrolled patients with 

stage II/III EC and GEJC (both adeno- and 
squamous cell carcinoma). After neoadju-
vant CRT and R0 resection, patients who 
did not achieve a compete pathologic re-
mission were 2:1 randomized to receive 
nivolumab (240 mg Q2W for 16 weeks, 
then 480 mg Q4W, up to 1 year; n = 532) or 
placebo (n = 262). In an interim analysis, 
the primary endpoint DFS was met with a 
median of 22.4 months for patients receiv-
ing nivolumab compared to 11.0 months in 
the standard arm (P = 0.0003; HR: 0.69). 
Treatment related adverse events led to 
discontinuation in 9 % of the nivolumab 
treated population and in 3 % of patients 
in the standard arm. 

In conclusion, nivolumab significantly 
prolongs disease-free survival compared to 
placebo in esophageal/GEJ cancer patients 
without complete pathologic remission af-
ter tri-modality treatment. Longer fol-
low-up data as well as information on OS 
will be needed to decide whether adjuvant 
nivolumab should become a new standard 
of care. 
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Highlights of 2020 EHA Congress –  
Multiple Myeloma 
We are presenting three personal highlights regarding the treatment of relapsed or refractory Multi-
ple Myeloma (RRMM) from the 2020 European Haematology Association (EHA) annual congress.

Isatuximab plus Carfilzomib and 
Dexamethasone

Isatuximab (Isa) is an intravenous IgG1 
monoclonal antibody targeting a specific 
epitope of CD38 with direct apoptotic ef-
fect, less infusion-related reactions and 
shorter infusion time than intravenous 
daratumumab.

IKEMA is an ongoing, phase III, rand-
omized, open-label study evaluating the 
effect of adding Isa to carfilzomib and 
dexamethasone (Kd) in patients with 
RRMM compared with Kd alone, with an 
allocation ratio 3:2, until disease progres-
sion or intolerable adverse events.1 Its pri-
mary end point is progression-free surviv-
al (PFS). The study has enrolled 302 pa-
tients with a median age of 64 years (3–
90) and 24 % of patients had high-risk 

cytogenetics. Eligibility criteria included 
having undergone 1 to 3 prior lines of 
treatment. Patients could not have previ-
ous exposure to carfilzomib and could not 
be refractory to anti-CD38 monoclonal 
antibody treatment. 

With a median follow-up of 20,7 
months. PFS had not been reached in the 
Isa-Kd group and was 19.2 months in the 
Kd group. This benefit was seen across 
nearly every subgroup. 

Grade ≥ 3 adverse events (AEs) were re-
ported in 76.8 % of the Isa-Kd group versus 
67.2 % in the Kd group. Grade ≥ 3 cardiac 
failure was seen in 4.0 % of the Isa-Kd–
treated patients and in 4.1 % of the 
Kd-treated patients.

In summary, we observe a clear im-
provement in PFS with a manageable safe-
ty profile when adding Isa to Kd in RRMM.

Idecabtagene Vicleucel, a BCMA-
Targeted CAR T-Cell Therapy

The KarMMa trial is a phase II study of 
idecabtagene vicleucel, a B-cell maturation 
antigen (BCMA)-targeted chimeric antigen 
receptor (CAR) T-cell therapy, in patients 
with RRMM who had exposure to at least 
3 prior regimens and were refractory to 
their last regimen.2 The aim of the study 
was to assess the efficacy and safety with 
a primary end point of overall response 
rate (ORR). 

A total of 128 patients received ide-
cabtagene vicleucel infusion (at 3 targeted 
doses) following lymphodepletion with 
cyclophosphamide plus fludarabine. 
Around 88 % of patients required bridging 
therapy during CAR T-cell manufacturing. 
The median age of patients was 61 years, 
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with a median of 6 prior lines of treatment, 
and 35 % had high-risk cytogenetics. With 
a median follow-up of 13.3 months, the 
ORR was 82 % in patients receiving 450 x 
106 CAR+ T-cells and with an ORR of 73 % 
in the total population. This was seen 
across all subgroups. The time to first re-
sponse was rapid and within 1 month. The 
median PFS was 8.8 months and even up 
to 20,2 months in patients achieving a CR.

Regarding AEs, cytopenia was very fre-
quent and cytokine release syndrome (CRS) 
occurred in 84 % of patients with only 5 
(9 %) patients experiencing grade 3 or 
more. In conclusion, in highly refractory 
RRMM, idecabtagene vicleucel demonstrat-
ed a tolerable safety profile with frequent 
and deep responses, which are also durable 
especially in patients achieving a CR. 

Teclistamab, a Novel Bispecific 
Antibody

In the ongoing, 2-part, phase I trial  the 
safety and anti-myeloma activity of Teclis-

tamab, a combined humanized B-cell mat-
uration antigen (BCMA) with CD3 bispecif-
ic antibody, is investigated in patients with 
RRMM.3 The study included so far 78 pa-
tients (30 % with high-risk cytogenetics), 
who had a median of 6 prior lines of thera-
py. Teclistamab was administered at doses 
ranging from 38.4 mg/kg to 720 mg/kg. 

Only 26 patients are continuing the 
treatment, 21 of them have achieved at least 
a partial response (16 still have ongoing 
response). The other 52 patients discontin-
ued treatment due to progressive disease 
(41 patients) or AEs (5 patients). The most 
common AEs were CRS (56 %, no grade ≥ 3) 
and cytopenias (one third were grade ≥ 3).

The ORR was 30 % and the very good 
partial response (VGPR) was 25 %. At the 
270 mg/kg dose level, ORR was up to 67 % 
and the VGPR was 50 %. Four of 5 patients 
were minimal residual disease (MRD)-neg-
ative at a 10–6 level of sensitivity.

Overall, teclistamab seems to be safe 
across all doses, with higher response rates 
upon higher doses.
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Highlights of ESMO 2020 – Genitourinary Cancer
This is a summary of studies on prostate cancer and renal cell carcinoma presented at the ESMO 
2020 Virtual Congress.

Improved OS in a subset of mCRPC 
patients treated with Olaparib

De Bono et al presented abstract 610 O: 
Final overall survival (OS) analysis of PRO-
found: Olaparib vs. physician’s choice of 
enzalutamide or abiraterone in patients 
with metastatic castration-resistant pros-
tate cancer (mCRPC) and homolo-
gous recombination repair (HRR) 
gene alterations.

PROfound is a randomized, 
open-label, phase III trial evaluat-
ing the PARP inhibitor Olaparib in 
men with mCRPC who had disease 
progression while receiving a nov-
el hormonal agent (NHA) (e. g., 
enzalutamide or abiraterone). The 
requirement for inclusion was a 
mutation in an HRR DNA-damage 
repair pathway-related gene (NGS 
by Foundation One). It is the first 

randomized phase III trial evaluating a 
therapy targeting a molecularly identified 
alteration in prostate cancer and the first 
application of the concept of synthetic le-
thality in genitourinary cancer. The pri-
mary endpoint rPFS has benn reported in 
20191, the authors now presented the final 
OS results. 

OS was significantly improved with olap-
arib for patients in cohort A, i.e., patients 
with BRCA1/2 or ATM mutation. Median OS 
benefit was 19.1 vs. 14.7 months, HR: 0.69 
(95% CI: 0.50–0.97; p = 0.0175). Patients 
with other HRR associated gene mutations 
did not show a survival benefit. The main 
side effects of olaparib were anemia, mild 

nausea and fatigue.
Key points regarding this trial 

are a high rate of cross over from 
the control arm to the intervention 
arm (66 %), and a possible under-
treatment in the control group: 
Patients in the control group re-
ceived another NHA, which is 
known to have impaired efficacy 
after prior progression to an 
NHA2. However, Olaparib appears 
to be a valid therapy option for 
mCRPC patients with BRCA2 or 
BRCA1 mutations. 
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Effective new first-line therapy 
option in advanced renal cell 
carcinoma (RCC)

Choueiri et al presented abstract 696 O: 
Nivolumab + cabozantinib (NIVO + CABO) 
vs. sunitinib in first-line treatment for 
aRCC: first results from the randomized 
phase 3 CheckMate 9ER trial.

Patients included had previously un-
treated advanced or metastatic clear cell 
RCC. All IMDC prognostic risk groups were 
included. Around 70 % of patients under-
went prior nephrectomy. Of note, the CA-
BO dosage was 40 mg/day (60 mg/d are 
standard).

PFS and OS were both significantly bet-
ter in the intervention arm. Median PFS: 
16.6 vs. 8.3 months, HR: 0.51 (95 %CI: 0.41 
– 0.64; p = 0.0001). All subgroups benefit-
ed. OS: not reached (both arms), HR: 0.60 
(95% CI: 0.40–0.89; p = 0.001).  Objective 
response and best overall response were 
also superior in the combination arm. Ad-
verse events were similar in both groups, 

with a slightly increased hepatic-toxicity in 
the intervention arm. Nevertheless, > 50 % 
of patients had further CABO dose reduc-
tion. 

These results show a clear, well tolera-
ble, benefit of NIVO + CABO vs. sunitinib. 
Yet, the exact impact on the change of 
practice remains unclear. Recently pub-
lished studies showed similar results com-
paring combinations of immunotherapeu-
tic agents vs. sunitinib.3, 4 The three stud-
ies differ in patient characteristics, espe-
cially regarding prognostic risk groups. 
Moreover, the OS follow-up interval rang-
es from 10 to 42 months. Despite a current 
direct comparison being immature, the 
following therapy options appear to 
emerge: 
1.	 IO-TKI combination: for aggressive, 

quickly progressing symptomatic high 
volume disease 

2.	 IO-IO combination: QoL improves, no 
TKI-related long-term toxicity 

3.	 TKI mono or active surveillance remain 
options for IMDC favorable patients. 
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EMSO 2020 Highlights – Radiation Oncology
For Radiation Oncology, selected topics were presented at ESMO 2020. I will hereby summarise two 
presentations.

JAVELIN Head & Neck 100 trial

The JAVELIN trial was presented by Ez-
ra Cohen from the Moore Cancer Center in 
La Jolla: Avelumab plus chemoradiothera-
py (CRT) followed by Avelumab mainte-
nance vs CRT in patients with locally ad-
vanced squamous cell carcinoma of the 
head and neck (LA SCCHN). Avelumab is 
an anti-PD-1 immune checkpoint inhibitor 
that has proven antitumor activity in the 
treatment of recurrent and/or metastatic 
SCCHN with an acceptable safety pro-
file.1–3

The randomized, placebo-controlled, 
double-blind phase III trial included newly 
histologically diagnosed treatment naïve 
patients with high-risk LA SCCHN 
(N = 697). Patients were randomized 1:1 to 
an experimental arm (N = 350) receiving 
Avelumab (10 mg/kg) for 1-week in a lead-
in phase followed by the CRT phase, deliv-

ering IMRT (70 Gy in 35 fractions over 7 
weeks applying 1 fraction/day and 5 frac-
tions/weeks) with 3 cycles of concomitant 
cisplatin (100 mg/m3) and the addition of 
Avelumab (10 mg/kg Q2W), followed by a 
maintenance phase of 12 months with Ave-
lumab (10 mg/kg Q2W). The other half 
(N = 347), included in the standard arm, 
received the standard of care,4 meaning 
the same procedure as above but replacing 
Avelumab by placebo. In the interims anal-
ysis the results crossed the futility criteria 
and the trial was therefore stopped early. 
PFS as primary endpoint was not reached 
in both arms but the results of the experi-
mental arm could not improve PFS (HR: 
1.21; CI: 0.93–1.57; p = 0.92) as well as the 
secondary endpoint OS (HR: 1.31; CI: 0.9-
1.85; p = 0.94). Exploratory analyses fa-
vored Avelumab only in patients with high 
PD-L1. Baseline characteristics were bal-
anced between the groups and overall re-

sponse rates did not differ (ORR: 0.95; CI: 
0.66-1.35; p = 0.62). In the experimental 
arm grade 3/4 AE were slightly increased 
(N = 66/14 vs. N =  63/11) as well as infu-
sion and immuno-related AEs (N = 22 vs. 
N = 3 respectively N = 35 vs. N = 26) with 
thyroid disorders as main immuno-related 
AE. The discontinuation rates though were 
comparable as the safety overview in total.

Conclusion
Avelumab could not improve PFS and 

OS. High-dose cisplatin-based CRT re-
mains the standard of care for LA SCCHN. 
Subgroup data shows that Avelumab is of 
benefit in high PD-L1 tumors, but this 
needs to be further explored and validated.

EPIC-OPC Study

THE EPIC-OPC study was presented by 
Miren Taberna from the Catalan Institute 
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of Oncology in Barcelona and analyzed the 
performance of dual p16 and HPV testing 
for determining prognosis in cancer of the 
oropharynx. 

Patients with HPV-related OPC are 
known to have better outcome and 59 % 
reduction of death.5 For HPV detection, the 
expression of the surrogate marker p16 by 
IHC is most often used, as recommended 
by the guidelines from the College of 
American Pathologists, and defines the 
OPC TNM staging.6–8 However, double 
testing of p16 and HPV-DNA via PCR has a 
better diagnostic accuracy and prognostic 
value. So far, the subset of p16+/HPV- OPC 
patients and their prognosis remains un-
clear. The aim was to clarify the propor-
tion, determinants and prognosis of OPC 
patients that are p16+/HPV- in an interna-
tional, multicentric study. Thirteen cohorts 
of OPC patients were retrospectively ana-
lyzed for OPC-specific, overall and dis-
ease-free survival as well as the distribu-
tion of p16+/HPV- discordance.

About 1/3 in the p16+/HPV+ group were 
non-smokers. In Toronto, Canada, more 
than 2/3 of p16+ patients were also HPV+, 
while in Barcelona, Spain, only 1/3 of p16+ 

patients were also HPV+. The 5-year over-
all survival was significantly better for 
p16+/HPV+ patients (HR: 0.25; CI: 0.22–
0.28) compared to both p16+/HPV- (HR: 
0.65; CI: 0.53–0.79) and p16-/HPV+ pa-
tients (HR: 0.64; CI: 0.54–0.76), whose 
outcome was similar. OPC patients with 
double negative p16 and HPV had the 
worst outcome, as expected. The 5-year 
disease-free survival and the 5-year 
OPC-specific cumulative hazard of death 
were likewise.

Conclusion
p16-/HPV+ and p16+/HPV- patients 

have significantly worse survival than 
p16+/HPV+ OPC patients. Up to 1/3 of OPC 
patients would be incorrectly classified in 
the 8th edition of the TNM by using p16 
IHC staining alone. This subset of patients 
would be potentially undertreated if CRT 
was de-escalated.
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ESMO Highlights 2020 – Breast cancer 
This year’s ESMO meeting brought new data regarding the treatment of breast cancer.  
Several chosen abstracts will be discussed in this short review.

Metastatic Breast Cancer

Aditya Bardia presented first results of 
the ASCENT trial in this year’s ESMO 
meeting.1 In this phase III trial, pretreated 
patients with metastatic triple negative 
breast cancer (mTNBC) were randomized 
to receive either Sacituzumab Govitecan 
(SG), an anti-Trop-2 antibody coupled to 
SN-38, or single agent chemotherapy of 
physician’s choice. Eligible patients should 
have received at least 2 prior lines of stand-
ard chemotherapy. The trial met its prima-
ry endpoint, progression free survival 
(PFS), in patients without brain metastases 
(5.6 vs 1.7 months). A benefit on overall 
survival (OS), predefined as a secondary 
endpoint, was also observed (mOS 12.1 
months with SG vs. 6.7 months with TPC 
(HR: 0.48; p < 0.0001). In conclusion, this 

is the first phase III trial to demonstrate 
significant improvement efficacy with the 
first in class antibody conjugated drug, SG 
versus chemotherapy, in patients with pre-
treated mTNBC. SG is approved as a third-
line treatment for patients with mTNBC 
under the FDA›s Accelerated Approval Pro-
gram.

Early and locally advanced 
Breast Cancer 

Nadia Harbeck presented the primary 
results of the IMpassion 031 trial.2 In this 
phase III trial, patients with previously un-
treated stage II–III histologically document-
ed TNBC were randomly assigned to receive 
neoadjuvant nab-paclitaxel and anthracy-
cline-based chemotherapy plus atezolizum-
ab or placebo. Co-primary endpoints were 
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pathological complete response (pCR) in 
the intention to treat (ITT) and PD-L1-pos-
itive populations. The addition of atezoli-
zumab was related with a significant in-
crease in the rate of pCR in the ITT popula-
tion (57.6 % vs. 41.1 %). The pCR benefit 
was observed in all clinically important 
subgroups, including patients with PD-L1- 
negative status. These results are in align-
ment with KEYNOTE-5223, which showed 
improvement in pCR with pembrolizumab 
plus chemotherapy in both PD-L1-positive 
and PD-L1-negative patients. However, two 
smaller studies, NeoTRIPaPDL1.4 and Ge-
parNuevo5, failed to show significant pCR 
improvements with the addition of PD-L1 
inhibitors to chemotherapy in patients with 
early TNBC. These differences are probably 
related to different trial designs. 

Based on the activity of CDK4/6 inhibi-
tors in the metastatic setting, monarchE6 
and PALLAS7 trials of adjuvant abemaci-
clib and palbociclib, respectively, in hor-
mone receptor-positive (HR+), HER2-neg-
ative (HER2-), early-stage breast cancer, 
were presented in this year’s ESMO meet-
ing, showing contrasting results. Both used 
invasive disease-free survival (iDFS) as the 
primary endpoint. The PALLAS study com-
pared palbociclib plus standard adjuvant 
endocrine therapy (ET) to standard adju-

vant ET alone in 5794 patients with HR+/
HER2- early breast cancer stage II-III. At a 
median follow-up of 23.7 months, no sig-
nificant difference in 3-year iDFS was ob-
served between the arms. 

The international phase III monarchE 
study included 5637 patients with HR+/
HER2– early breast cancer with clinical 
and/or pathological risk factors putting 
them at high risk for relapse. The trial met 
its primary endpoint with 25 % reduction 
in recurrence with the first two years, 
when abemaciclib was added to ET versus 
ET alone. The different outcomes could be 
related either to the different patient pop-
ulations or to the high rate of discontinua-
tion in PALLAS.

Conclusion

This year’s ESMO brought SG, a new 
powerful drug into play for mTNBC, and 
neodadjuvant atezolizumab has clear ac-
tivity in TNBC. Further follow-up will clar-
ify the role of CDK4/6 inhibitors as an ad-
juvant treatment in patients with HR+/
HER2- breast cancer.
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ESMO Highlights 2020: Head and Neck Cancer
Immune checkpoint inhibitors (ICIs) have shown efficacy in the treatment of recurrent and metastatic 
squamous cell carcinoma of the head and neck (SCCHN) and are a new standard of care (SOC).1, 2 
Numerous studies investigate the benefit of ICI in the curative setting in the context of definitive 
combined radio-chemotherapy (RCT) as well as in the neoadjuvant and adjuvant situation. The results 
of these studies are awaited with great hope. Unfortunately, these expectations were not met in 
ESMO 2020 with the presentation of two randomized studies.

JAVELIN Head & Neck 100 

In the JAVELIN Head & Neck 100 trial3 

697 patients with previously untreated 
high-risk locally advanced (LA) SCCHN 
were randomized to avelumab or placebo in 
combination with SOC cisplatin-based RCT. 
RCT consisted of intensity-modulated radi-
otherapy (IMRT, 70 Gy/35 fractions) and 3 
cycles of cisplatin 100 mg/m2 q3w followed 
by 12 months of avelumab or placebo. The 

primary endpoint progression free survival 
(PFS) was not met. Median PFS was not 
reached in both arms with a hazard ratio 
(HR) of 1.21 (p = 0.92). The trial was un-
blinded at the first planned interim analysis 
due to futility. The secondary endpoint 
overall survival (OS) showed no benefit 
from avelumab, either. The reason for this 
unexpected result is not clear. Patients with 
PD-L1 expression ≥ 25 % had a trend to-
wards better PFS. This might be a popula-

tion worthwhile focusing on in future trials 
with ICIs in the curative setting.

PembroRad 

The PembroRad trial4 compared pem-
brolizumab (200 mg q3w, 3 cycles) to ce-
tuximab (400 mg/m2 loading dose fol-
lowed by 250 mg/m2 weekly) administered 
concomitantly with IMRT (69.96 Gy/33 
fractions) in 133 patients with unresected 
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LA-SCCHN unfit to receive high-dose cis-
platin. Unlike the JAVELIN 100 study pa-
tients did not receive adjuvant pembroli-
zumab. The primary endpoint of loco-re-
gional control (LRC) at 15 months did not 
show a statistically significant difference 
(cetuximab-RT 59 %, pembrolizumab-RT 
60 %, OR: 1.05, p = 0.91). The secondary 
endpoint OS did not show a significant dif-
ference either (OS at 2 years: cetuxi-
mab-RT 55 %, pembrolizumab-RT 62 %). 
There were significantly more adverse 
events(AE) ≥ grade 3 in the cetuximab 
arm, mainly skin and mucosal toxicites. 
Even though LRC and OS did not differ sig-

nificantly, the conclusion that pembroli-
zumab is non-inferior to cetuximab cannot 
be drawn, as the trial was designed to 
show superiority for pembrolizumab. So 
far, no data for PD-L1 expression have been 
presented. As with the JAVELIN trial, the 
reasons for the disappointing results are 
unclear. It was speculated that concomi-
tant RT could play a detrimental role by 
destructing tumor-specific T cells and 
changing the tumor microenvironment. It 
remains unclear, whether biomarker selec-
tion might improve the outcome.

IMCISION 

While the results of ICIs combined with 
definitive (chemo-)RT were disappointing, 
the phase I/IIa IMCISION trial5 showed 
promising data for neoadjuvant ICIs. Of 32 
patients with T2-4 N0-3 SCCHN, 6 re-
ceived nivolumab 240mg at week 1 and 3 
and 26 received nivolumab 240 mg plus 
ipilimumab 1 mg/kg at week 1 and 
Nivolumab 240 mg at week 3 followed by 
tumor resection at week 5. 31 % of patients 
had a (near) complete pathological re-
sponse in the surgical specimen. SOC sur-
gery was never delayed due to immune-re-
lated AE. After a median follow-up of 14 
months, none of the patients had a relapse. 

As this is a phase I/IIa study, it remains to 
be seen, whether these promising results 
can be confirmed in a phase III study.
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Review paper ESMO 2020 Highlights:  
Gynecological Cancer
This year’s ESMO congress provided eagerly anticipated results of new therapies in 
gynecological cancer. Here, we will present you three relevant studies focused on 
innovative treatment. 

Endometrial Cancer (EC): NSGO 
PALEO/ENGOT-EN3 Trial

Currently, there is no standard second 
line treatment for EC according to ESMO-
ESGO-ESTRO EC Guidelines 2017. Endo-
crine therapy is a reasonable alternative, 
however, objective response rate (ORR) in 
aromatase inhibitor monotherapy was 
< 10 % in phase II studies. In ER+/HER2- 
breast cancer the combination of letrozole 
(L) with the CDK4/6 inhibitor palbociclib 
(PC) was superior to L alone in terms of 

progression-free survival (PFS) and overall 
survival (OS).1 The majority of EC express 
estrogenic receptor (ER) and have a high 
Cyclin A expression, both targets of PC.  

In this phase II trial the combination of 
PC with L was compared to L + placebo in 
patients with advanced or recurrent EC 
expressing ER ≥ 10 %. Overall, 73 patients 
were randomised 1:1. The primary end-
point (PE) was achieved with a clinically 
meaningful improvement in PFS of 5.3 
months in the PC + L arm (3.0 vs. 8.3 
months). Despite a similar quality of life in 

both arms, there was a relatively high rate 
of PC dose reduction in 36 % and treatment 
interruptions in 25 %. A possible explana-
tion may be the age of the population (me-
dian 68.5 years) and prior lines of therapy 
(53 % = 1 and 33 % > 2). 

These promising results are already ap-
pealing for the clinic, even if a phase III 
validation trial should be considered. Oth-
er alternatives for the cutoff of ER expres-
sion and the choice of the endocrine ther-
apy (aromatase inhibitors vs. progestin or 
tamoxifen) merit future investigations. 
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Cervical Cancer (CC): innovaTV 204/
GOG-3023/ENGOT-cx6 Trial 

Standard therapies for previously treat-
ed and recurrent/metastatic CC generally 
result in limited ORR, barely reaching 20 % 
with a median OS ranging from 6.0 to 9.4 
months.2–9 Tisotumab vedotin (TV) is a 
new generation antibody-drug conjugate 
(ADC) targeting tissue factor (TF), which 
is expressed on CC and can promote tumor 
growth, angiogenesis, and metastases.10–12 
Membrane TF expression is associated 
with metastasis formation and the FIGO 
clinical stage of CC.12

In this phase II trial, 101 patients with 
previously treated recurrent or metastatic 
CC were given TV 2 mg/kg i.v q3w (as 2nd 
or 3rd line). TV showed an ORR of 24 % 
(7 % complete response), a median PFS of 
4.2 months and OS of 12.1 months. The 
median duration of response (mDOR) was 
8.3 months. Membrane TF expression lev-
el had no impact on the response rate.

In conclusion, TV showed promising 
results in CC, especially with a relatively 
long mDOR. This treatment is part of a 
new generation of treatments, ADCs, that 
already demonstrated some impressive 
results in other cancers, as trastuzum-
ab-emtansine, trastuzumab-deruxtecan, 
sacituzumab govitecan in breast cancer or 
mirvetuximab soravtansine in ovarian 
cancer.  

Ovarian Cancer: IMagyn050/GOG 
3015/ENGOT-OV39

ORR to anti PD1/PD-L1 monotherapy is 
limited (8–20 %) in recurrent ovarian can-
cer (OC). OC is a VEGF-driven tumor, sus-

ceptible to both the anti-angiogenic and 
immunomodulatory properties of bevaci-
zumab (Bev). VEGF inhibition may pro-
mote T-cell infiltration into the tumor and 
trigger an anti-tumor immune re-
sponse.13, 14 Chemotherapy (CT) can also 
be immunogenic. This provided the ration-
al for combining atezolizumab (AZ), a 
PD-L1 inhibitor with Bev and CT. The effi-
cacy of this combined approach has been 
demonstrated in non-small-cell lung can-
cer, advanced EC and hepatocellular can-
cer.15–17 

In this phase III trial the addition of AZ 
to a first-line platinum-taxane chemother-
apy and Bev did not meet its PE. The mPFS 
was not improved in the intention to treat 
population or the PD-L1+ subgroup. Addi-
tionally, no signal of benefit in terms of OS 
was observed in this first interim analysis. 
Exploratory analyses in the subgroup with 
immune cells (IC) expressing PD-L1 ≥ 5 % 
showed a trend favouring AZ. 

The negative results of this trial were a 
surprise and disappointing. Further anal-
yses of the immune biomarkers are needed 
to better qualify the sub-groups that could 
potentially benefit from the addition of AZ. 
The role of BRCA mutations and Homolo-
gous recombination deficiency also need 
to be clarified in this setting. 

Conclusion

In addition to chemotherapy, endocrine 
therapy and bevacizumab, new therapies 
are arriving in gynecological cancer with 
promising results. Following the data pre-
sented above, we can observe that more in 
depth subpopulation analyses and explo-
ration of biomarkers are needed to find the 

correct population for a suitable drug. This 
shows a trend towards personalized med-
icine in gynaecological cancer. 
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