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Novel combinations provide fresh 
hope in advanced breast cancer

In the Presidential Symposium yesterday, 
exciting new data were presented from a series 
of phase III trials of novel therapy combinations 
in advanced breast cancer. “These studies are 
providing us with the answers we need to more 
effectively treat the advanced stages of the 
disease across subtypes,” remarked Professor 
Giuseppe Curigliano from the European Institute 
of Oncology, Milan, Italy. 

SOLAR-1 is the fi rst study of precision medicine in metastatic 
breast cancer. It demonstrated a signifi cant progression-free 
survival (PFS) benefi t with the phosphatidylinositol-3-kinase 
(PI3K) inhibitor alpelisib plus hormone therapy fulvestrant 
compared with placebo plus fulvestrant (Abstract LBA3_PR) in 
patients with PI3K-mutated cancer. Previously, the SANDPIPER 
study demonstrated a statistically signifi cant but only modest 
(2-month) PFS benefi t for the PI3K inhibitor taselisib plus 
fulvestrant combination, and was associated with substantial 
toxicity.1 The SOLAR-1 study is the fi rst to demonstrate a 

clinically meaningful benefi t for an alpha selective PI3K inhibitor 
in the treatment of advanced breast cancer in post-menopausal 
patients. The PFS primary endpoint was assessed in a cohort 
of 341 patients with hormone receptor (HR)-positive, HER2-
negative disease that was also positive for a PIK3CA mutation.
 At a median follow-up of 20 months, median PFS was 
11.0 months with alpelisib–fulvestrant versus 5.7 months with 
placebo–fulvestrant (hazard ratio 0.65; p=0.00065). Importantly, 
the tolerability profi le of alpelisib–fulvestrant was manageable: 
the most frequent adverse events (AEs) were hyperglycaemia 
(64% versus 10% with placebo–fulvestrant), diarrhoea (58% 
versus 16% with placebo–fulvestrant) and nausea (45% versus 
22% with placebo–fulvestrant). There were few toxicity-related 
discontinuations (3% with alpelisib–fulvestrant versus 2% with 
placebo–fulvestrant). 

In a second study of post-menopausal patients with HR-positive, 
HER2-negative advanced breast cancer who had progressed 
on tamoxifen and/or a non-steroidal aromatase inhibitor, a 
signifi cant clinical benefi t was reported for exemestane in 
combination with the fi rst-in-class histone deacetylase (HDAC) 
inhibitor chidamide (Abstract 283O_PR). Median PFS 
was 7.4 months with chidamide plus exemestane versus 
3.8 months with placebo plus exemestane (hazard ratio 0.755; 
95% confi dence interval 0.582–0.978; p=0.034). Serious AEs 
in the chidamide arm occurred in 51 (20.9%) patients and AEs 
were mainly haematological in nature. Professor Curigliano noted 
that this Chinese study is the fi rst to report a PFS benefi t with 
an oral HDAC inhibitor plus endocrine blockade compared with 
endocrine blockade alone in HR-positive advanced breast cancer. 

“As such, these fi ndings are very signifi cant and will undoubtedly 
prompt further research into new HDAC inhibitors in advanced 
breast cancer,” he commented.  

Practice-changing data were also presented from the fi rst positive 
phase III study (IMpassion130) of immunotherapy as fi rst-line 
treatment for metastatic triple-negative breast cancer (mTNBC; 
Abstract LBA1_PR). A total of 902 treatment-naïve patients were 
randomised to receive either atezolizumab plus nab-paclitaxel or 
placebo plus nab-paclitaxel. The co-primary PFS endpoint was met, 
both in the intent-to-treat population (7.2 months versus 
5.5 months; hazard ratio 0.80; p=0.0025) and in patients with 
PD-L1-positive disease (7.5 months versus 5.0 months; hazard ratio 
0.62; p<0.0001). At interim analysis, a clinically meaningful median 
overall survival benefi t was also demonstrated in the atezolizumab 
arm in the PD-L1-positive cohort (25.0 months versus 15.5 months; 
hazard ration 0.62). The atezolizumab combination was well 
tolerated. “These are unprecedented data in mTNBC,” enthused 
Professor Curigliano, adding that, “IMpassion130 brings breast 
cancer into the immunotherapy arena.”

Robust data from a large patient 
population indicate for the fi rst 
time that immunotherapy is an 
effective fi rst-line option for 
patients with mTNBC.

1. www.ascopost.com/News/58901

Giuseppe Curigliano
European Institute 
of Oncology, Milan, Italy
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Anti-PD-1 provides 
hope for treating 
BCG-unresponsive 
bladder cancer
The anti-PD-1 checkpoint inhibitor, 
pembrolizumab, shows promising 
antitumour activity in patients with high-risk 
non-muscle invasive bladder cancer (NMIBC) 
that is unresponsive to the standard of care 
immunotherapy with Bacillus Calmette 
Guérin (BCG) vaccine, reported Professor 
Ronald de Wit from Erasmus MC Daniel den 
Hoed Cancer Center, Rotterdam, Netherlands, 
yesterday (Abstract 864O). 

7Ke SreOiPinDr\ GDtD IroP tKe .(<127(���� 
SKDse ,, stXG\ Dre in D FoKort oI SDtients 
with carcinoma in situ with or without 
SDSiOODr\ tXPoXr� DnG sKow D ����� 
FoPSOete resSonse �&R� rDte Dt � PontKs� 
witK D PeGiDn &R GXrDtion oI ��� PontKs� 
(nFoXrDJinJO\� DroXnG ��� oI SDtients 
who responded achieved a response 
GXrDtion oI ū� PontKs�  

Pembrolizumab shows 
durable antitumour 
responses in patients 
with high-risk NMIBC. 

This new era in immunotherapy offers 
new KoSe Ior SDtients witK bODGGer FDnFer� 
inFOXGinJ 10,%&� wKere SreYioXsO\ tKere 
were few options that could provide 
GXrDbOe resSonses�1 Further data from the 
.(<127(���� stXG\ Dre eDJerO\ DwDiteG� 

�� %eOOPXnt -� et DO� &DnFer 7reDt ReY ����������ō��

Renewed hope for immunotherapy 
combinations in metastatic 
urothelial carcinoma
Updated data from CheckMate-032, 
a multi-cohort study, presented 
yesterday (Abstract LBA32) provide 
additional insights into the effi cacy 
of a nivolumab–ipilimumab immune 
checkpoint inhibitor combination in 
platinum pre-treated patients with 
metastatic urothelial carcinoma 
(mUC). Different doses of ipilimumab 
were explored as was the importance 
of the PD-L1 biomarker.  

([tenGeG IoOOow�XS IroP tKis oSen�ODbeO� 
SKDse ,�,, stXG\ reYeDOeG tKe Post iPSressiYe 
eIfi FDF\ witK D FoPbinDtion oI niYoOXPDb 
� PJ�NJ SOXs iSiOiPXPDb � PJ�NJ �1�,�� in D 
cohort of 92 patients at a minimum follow-up 
oI ��� PontKs� 7Ke objeFtiYe resSonse rDte 
wDs ��� witK D PeGiDn oYerDOO sXrYiYDO oI 
���� PontKs� 7Ke resSonse rDte in tKe 3'�/� 
bioPDrNer�SositiYe SoSXODtion wDs ���� 

3roIessor 7KoPDs 3owOes IroP %Drts &DnFer 
,nstitXte� /onGon� 8.� notes tKDt tKe GDtD Dre 
intriJXinJ DnG� Œ7Ke\ beJin to sXJJest tKDt 
tKe GosinJ oI iSiOiPXPDb PD\ be reOeYDnt Ior 
FOiniFDO DFtiYit\ in P8& DnG tKDt tKe 3'�/� 
bioPDrNer is iPSortDnt in seOeFtinJ SDtients� 
7Kis 1�,� FoPbinDtion OooNs FoPSetitiYe in Dn\ 
settinJ in XrotKeOiDO FDnFer� inFOXGinJ DJDinst 
Iront�Oine FisSODtin�bDseG tKerDS\� wKiFK KDs 
not DOwD\s been tKe FDse witK iPPXnotKerDS\ 

FoPbinDtions in tKis FDnFer�œ *rDGe �ō� DGYerse 
eYents were sOiJKtO\ KiJKer witK 1�,� tKDn 
niYoOXPDb � PJ�NJ SOXs iSiOiPXPDb � PJ�NJ 
�1�,�� DnG niYoOXPDb DOone bXt� iPSortDntO\� 
tKe sDIet\ Srofi Oe DSSeDrs PDnDJeDbOe� Œ3Dtient 
seOeFtion wiOO be iPSortDnt� 2nJoinJ rDnGoPiseG 
SKDse ,,, stXGies witK 1�,� in tKe Iront�Oine 
PetDstDtiF settinJ wiOO test tKis K\SotKesis 
robXstO\�œ FonFOXGes 3roIessor 3owOes� 

Nivolumab plus 
ipilimumab 
combination appears 
effi cacious in heavily 
pre-treated mUC.

Save the date!

BERLIN GERMANY
2–4 MAY 2019

Annual Congress

New annual ESMO 
Breast Cancer Congress 
starts in 2019

The fi rst congress will be held in May in Berlin, 
Germany and will take place annually. This 
congress aims to deliver a comprehensive 
overview of the latest practice-changing data 
and provide guidance on how to take this 
information from bench to bedside to improve 
outcomes for your patients. 

'eYeOoSeG b\ D FoPPittee oI worOG�OeDGinJ 
breDst FDnFer e[Serts� Fo�FKDireG b\ 3roIessor 
*iXseSSe &XriJOiDno �(XroSeDn ,nstitXte oI 
2nFoOoJ\� 0iODn� ,tDO\� DnG 3roIessor 6ib\OOe 
/oibO �*erPDn %reDst *roXS� 1eX�,senbXrJ� 
*erPDn\�� tKis is D KiJKO\ reFoPPenGeG 
eYent Ior DOO onFoOoJ\ SroIessionDOs PDnDJinJ 
SDtients witK breDst FDnFer�
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Since then, nearly 50,000 patients have been treated worldwide.2

Thank you for your tireless e�orts and commitment to improving patient care.

Join us at Booth #160 to celebrate our patients

YEARS AGO, 
XOFIGO®  WAS  APPROVED AS THE 
FIRST AND ONLY TARGETED ALPHA THERAPY.1 

References: 1. Suominen MI, Fagerlund KM, Rissanen JP, et al. Radium-223 inhibits osseous prostate cancer growth by dual targeting of cancer cells and 
bone microenvironment in mouse models. Clin Cancer Res. 2017;23(15):4335-4346. 2. Data on file. Bayer Pharma AG, 51368 Leverkusen, Germany, 2018.

© 2018 Bayer AG. July 2018. PP-XOF-ALL-0038-1. PP-XOF-DE-0072-1.

Unravelling the potential 
of immunoradiotherapy

It has long been recognised that the 
effectiveness of radiation therapy in 
animal models is infl uenced by the 
host’s immune system.1,2 Recent work 
indicates that radiation can induce 
immunogenic cell death, modulate 
the tumour microenvironment, lead to 
adaptive upregulation of PD-L1, upregulate 
major histocompatibility complex (MHC) 
expression, increase neoantigen and 
infi ltrating T-cell repertoire, and work 
synergistically with immune checkpoint 
inhibitors to stimulate the immune 
system.3 With immune checkpoint 
inhibitors now shown to be effective in 

several metastatic tumour types, there 
is growing interest in clinical trials 
evaluating the integration of radiotherapy 
with these agents. 

Impressive clinical results were observed in the 
PACIFIC study, where unselected patients 
with stage III non-small-cell lung cancer, 
on completing standard concurrent 
chemoradiotherapy, were randomised to 
either an anti-PD-L1 antibody (durvalumab) for 
12 months or to placebo.4 Progression-free 
survival with durvalumab was more than 
11 months longer compared with placebo, and an 
advantage in overall survival has been reported. 
The observed effi cacy has stimulated research 
into more optimal interactions between radiation 
and checkpoint inhibitors, for example, with the 
concurrent administration of these agents during 
chemoradiotherapy, and also in combination with 
stereotactic radiotherapy in metastatic disease. 

Much hope has been pinned on exploiting the 
so-called abscopal effect, which occurs when 

Don’t miss the Special Session
‘Integrating radiation in 
immunotherapy schemes’

Today, 11.00 – 12.30 in 
Hall A1 – Room 16.

Suresh Senan 
Amsterdam University Medical 
Center, Vrije Universiteit 
Amsterdam, Netherlands

the immune priming signal of local radiation 
combined with systemic checkpoint inhibitors 
leads to improved distant tumour control. 
However, areas of discordance between 
preclinical and clinical data with regard 
to optimal radiation doses, the timing and 
sequencing of different modalities, and varying 
immune responses based on sites of radiation, 
all indicate that more research is needed in 
order to optimise clinical trial design.

1. Jurin M, Suit HD. Cancer Res 1972;32:2201–11
2. Stone HB, et al. J Natl Cancer Inst 1979;63:1229–35
3. Kordbacheh T, et al. Ann Oncol 2018;29:301–10
4. Antonia S, et al. N Engl J Med 2017;377:1919–29

GET INVOLVED

ESMO General Assembly
Monday 22 October 2018 
Starting at 18.30 
(doors open at 17.30)
Room 14C, ICM

Come to the ESMO 
General Assembly



� 6XnGD\ �� 2Ftober ���� � (602 (XroSeDn 6oFiet\ Ior 0eGiFDO 2nFoOoJ\ 

DAILY REPORTER 681'$< 

Hyperprogression in 
focus: A new biomarker 
and defi nition
A small subset of patients with intrinsic 
resistance to anti-PD-1/PD-L1 therapy 
experience extremely rapid tumour progression 
following immunotherapy.1 It is critical that this 
phenomenon—described as hyperprogression—is 
clearly defi ned and identifi ed as early as possible 
to avoid potentially detrimental effects of immune 
checkpoint blockade and to manage patient 
expectations. However, predictive biomarkers of 
hyperprogression are largely unknown.  

$ sPDOO stXG\ reYieweG in D 3oster 'isFXssion 6ession 
\esterGD\ IoXnG tKDt OeYeOs oI Sre�treDtPent &'�� KiJKO\ 
GiIIerentiDteG �i�e� Ooss oI &'�� DnG &'��� 7�FeOOs �7+'� 
DFFXrDteO\ SreGiFteG resSonse to 3'���3'�/� bOoFNDGe 
�$bstrDFt ��3'�� 6SeFifi FDOO\� D 7+' bDseOine YDOXe ���� wDs 
DssoFiDteG witK K\SerSroJressiYe GiseDse� Reű eFtinJ on tKe 
GDtD� session Fo�PoGerDtor DnG (602 ���� Daily Reporter 
$ssoFiDte (Gitor 'r RoGriJo 'ienstPDnn �9DOO GŐ+ebron ,nstitXte 
oI 2nFoOoJ\ >9+,2@� %DrFeOonD� 6SDin� noteG tKDt� Œ:KiOe tKis 
wDs D sPDOO stXG\� tKe DbiOit\ oI 7+' to XneTXiYoFDOO\ iGentiI\ 
K\SerSroJressors Srior to initiDtinJ iPPXnotKerDS\ is D Yer\ 
siJnifi FDnt fi nGinJ tKDt FoXOG inű XenFe IXtXre treDtPent witK 
iPPXne FKeFNSoint inKibitors�œ

Baseline CD4+ THD profi le strongly 
correlated with response to anti-
PD-1/PD-L1 immunotherapy and 
progression-free survival. 

7oGD\� Ior tKe FOiniFiDn seOeFtinJ SDtients Ior iPPXne 
FKeFNSoint inKibitor tKerDS\� tKe sitXDtion is IXrtKer 
FoPSOiFDteG b\ tKe ODFN oI one stDnGDrG Gefi nition oI 
K\SerSroJressiYe GiseDse� $ set oI sSeFifi F rDGioOoJiFDO FriteriD 
were reFentO\ Gefi neG b\ 9+,2 inYestiJDtors�2 and a poster 
SresenteG \esterGD\ �$bstrDFt ����3� Fonfi rPeG tKDt tKeir 
Gefi nition wDs stronJO\ SroJnostiF IoOOowinJ e[SosXre to 3'���
3'�/� bOoFNDGe� 0oreoYer� it DSSeDrs to be bioOoJiFDOO\ robXst 
DnG eDs\ to Xse wKen FoPSDreG witK ,nstitXt *XstDYe RoXss\Ős 
oriJinDO Gefi nition oI K\SerSroJression� 'r 6teIDn =iPPerPDnn 
�/DXsDnne 8niYersit\ +osSitDO� 6wit]erODnG� sDiG tKDt� Œ%e\onG 
Dn oStiPiseG Gefi nition oI tKe SKenoPenon� toGD\Ős FOiniFiDns 
ODFN FOeDr SreGiFtors oI K\SerSroJression to JXiGe tKerDS\� 
0oYinJ IorwDrG� YDOiGDtion oI eDrO\ siJnDOs in ODrJer GDtDsets 
IroP SrosSeFtiYe triDOs is now neeGeG�œ 

�� )errDrD R� et DO� -$0$ 2nFoO ����� 6eS �� (SXb DKeDG oI Srint

�� 0Dtos ,� et DO� - &Oin 2nFoO ��������6XSSO������

ESMO Young 
Oncologists – meet 
your mentors!
One of the highlights of this year’s Young 
Oncologist (YO) Track is the ever-popular 
Mentorship Session, which is taking place 
tomorrow (Monday, 22 October 09.30 – 10.30, 
ICM – Room 14c). 

,I \oXŐre D \oXnJ onFoOoJist� tKis session reSresents Dn e[FeOOent 
opportunity to discuss your educational and career development 
FKoiFes witK OeDGinJ onFoOoJ\ e[Serts in FOiniFDO onFoOoJ\� bDsiF 
sFienFe� trDnsODtionDO reseDrFK DnG IroP inGXstr\� 'XrinJ tKe 
session� Ne\ oSinion OeDGers wiOO sKDre tKeir SroIessionDO DnG 
SersonDO e[SerienFes in Dn inIorPDO settinJ to enFoXrDJe oSen 
GisFXssion witK Pentors DnG Seers� 7Ke session is Iree to DttenG� 
KoweYer� Sre�reJistrDtion is reTXireG Ds seDts Dre OiPiteG� 

Whole-genome sequencing: 
Good news for breast
cancer patients?

Genetic factors play an important role in 
breast cancer aetiology and pathogenesis. It 
is natural to assume—particularly from the 
patients’ perspective—that profi ling a breast 
cancer patient’s genome and comparing it with 
normal DNA from the same patient (usually 
extracted from white blood cells), could help 
in the quest to provide personalised medicine 
and maximally effective treatment. A discussion 
at this morning’s Challenge Your Expert 
Session, ‘Personalised breast cancer medicine: 
Should all patients have whole genome 
sequencing?’ will highlight the advantages and 
disadvantages of conducting whole genome 
sequencing (WGS) on all patients. 

:*6� DOonJsiGe tKe GeYeOoSPent oI bioinIorPDtiF tooOs� 
FontinXes to SroYiGe Xs witK YDOXDbOe inIorPDtion tKDt e[SDnGs 
oXr NnowOeGJe oI breDst FDnFer GriYer PXtDtionDO eYents� 
SDtKwD\ DFtiYDtion DnG GeSenGenF\� totDO tXPoXr PXtDtion 
bXrGen DnG PXtDtion siJnDtXres� +oweYer� tKere Dre iPSortDnt 
sFientifi F� OoJistiFDO DnG oSerDtionDO FKDOOenJes tKDt rePDin� 

1otDbO\� SinSointinJ JenoPiF GriYer eYents Ds DFtionDbOe� 
YDOiGDteG tDrJets Ior tKerDS\ KDs so IDr ODrJeO\ eOXGeG Xs DnG 
we stiOO ODFN FOeDr eYiGenFe Ior tKe benefi t oI tDrJeteG s\stePiF 
treDtPent Ior PDn\ SXtDtiYe JenetiF GriYer PXtDtions� $s D 
FonseTXenFe� tKese issXes KinGer tKe broDG iPSOePentDtion oI 
:*6 in tKe FOiniF� 

)XtXre reseDrFK eIIorts� inFOXGinJ tKe iPSOePentDtion oI XOtrD�
GeeS seTXenFinJ DnG PonitorinJ oI FirFXODtinJ tXPoXr �Ft� '1$ 
wiOO XnGoXbteGO\ KeOS to better eOXFiGDte tKe JenetiF eYents 
XnGerO\inJ sensitiYit\ DnG resistDnFe to DntiFDnFer treDtPents� 
7Kis PD\ KeOS to iPSroYe SDtient oXtFoPes in tKe IXtXre b\ 
SroYiGinJ JXiGDnFe on tKe Post DSSroSriDte treDtPentŎ
inFOXGinJ FoPbinDtionsŎto Xse�1 :*6 KDs tKe enorPoXs 
SotentiDO to KeOS DFross DOO oI tKese DreDs� PXtDtion siJnDtXres 
FoXOG be XseG to seOeFt tDrJeteG treDtPents �Ior e[DPSOe witK 
3$R3 inKibitors�� totDO PXtDtion bXrGen FoXOG KeOS GeFiGe on 
iPPXnotKerDS\� DnG strXFtXrDO YDriDnts Dre iGeDO bDrFoGes Ior 
tXPoXr PonitorinJ XsinJ Ft'1$� $OO oI tKese DsSeFts wiOO be 
FoYereG GXrinJ tKis session� 

�� $rneGos 0� et DO� 1Dt ReY &Oin 2nFoO �����������ō���

Carlos Caldas 
Cancer Research UK Cambridge 
Institute and Cancer Centre, 
University of Cambridge, UK

Don’t miss the Challenge Your Expert Session
ŏ3ersonDOiseG breDst FDnFer PeGiFine� 6KoXOG DOO 
SDtients KDYe wKoOe JenoPe seTXenFinJ"Ő

Today, 08.00 – 09.00 in Hall B3 – Room 20.
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The ESMO Events App

Plan your event in advance with 
the ESMO Events App:

  Browse the programme by day and topic 

  Create your own event agenda

  Stay up-to-date with the latest news 

  Access the interactive exhibition map 

Download it once and use it for 
many of ESMO’s conferences!
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CBZ-AT-000495 August 2018

*As defined by International Metastatic Renal Cell Carcinoma Database Consortium (IMDC) criteria.

PRESCRIBING INFORMATION. CABOMETYX® (cabozantinib). Presentation: Film-coated unscored tablets containing cabozantinib (S)-malate equivalent to 20mg, 40mg and 60mg cabozantinib. Indications: treatment of advanced renal cell carcinoma (RCC) in treatment-naïve adults with intermediate or poor risk or adults following 
prior vascular endothelial growth factor (VEGF)-targeted therapy. Dosage:  See Summary of Product Characteristics (SmPC) for full information. Therapy with CABOMETYX® should be initiated by a physician experienced in the administration of anticancer medicinal products. Cabozantinib presentations are not bioequivalent and should not be 
used interchangeably. Please refer to the SmPC for further information. Recommended dose is 60mg orally once daily, at least 2 hours after and 1 hour before food. Continue until no further clinical benefit or unacceptable toxicity. CABOMETYX® therapy may be temporarily interrupted or dose reduced to manage suspected adverse reactions. 
The safety and efficacy of cabozantinib in children and adolescents aged <18 years has not yet been established. Do not crush the tablets, swallow whole. See SmPC for dosing in special populations and modifications for adverse reactions. Contraindications: Hypersensitivity to the active substance or any of the excipients. Special warnings 
and precautions: Monitor closely for toxicity during first 8 weeks of therapy. Events that generally have early onset include hypocalcaemia, hypokalaemia, thrombocytopenia, hypertension, palmar-plantar erythrodysaesthesia syndrome (PPES), proteinuria, and gastrointestinal (GI) events. Perforations and fistulas: serious GI perforations Perforations and fistulas: serious GI perforations Perforations and fistulas:
and fistulas, sometimes fatal, have been observed with cabozantinib. Patients with inflammatory bowel disease, GI tumour infiltration or complications from prior GI surgery should be evaluated prior to therapy and monitored; if perforation and unmanageable fistula occur, discontinue cabozantinib. Thromboembolic events: use with caution Thromboembolic events: use with caution Thromboembolic events:
in patients with a history of or risk factors for thromboembolism; discontinue if acute myocardial infarction (MI) or other significant arterial thromboembolic complication occurs. Haemorrhage: not recommended for patients that have or are at risk of severe haemorrhage. Wound complications: treatment should be stopped at least 
28 days prior to scheduled surgery (including dental). Hypertension: monitor blood pressure (BP); reduce with persistent hypertension and discontinue should uncontrolled hypertension or hypertensive crisis occur. PPES: interrupt treatment if severe PPES occurs. Proteinuria: discontinue in patients with nephrotic syndrome. Reversible posterior 
leukoencephalopathy syndrome (RPLS): discontinue in patients with RPLS. QT prolongation: use with caution in patients with a history of QT prolongation, those on antiarrhythmics or with relevant pre-existing cardiac disease, bradycardia, or electrolyte disturbances. Excipients: do not use in patients with hereditary problems of galactose leukoencephalopathy syndrome (RPLS): discontinue in patients with RPLS. QT prolongation: use with caution in patients with a history of QT prolongation, those on antiarrhythmics or with relevant pre-existing cardiac disease, bradycardia, or electrolyte disturbances. Excipients: do not use in patients with hereditary problems of galactose leukoencephalopathy syndrome (RPLS):
intolerance, Lapp lactase deficiency or glucose-galactose malabsorption. Interactions: Cabozantinib is a CYP3A4 substrate. Potent CYP3A4 inhibitors may result in an increase in cabozantinib plasma exposure (e.g. ketoconazole, ritonavir, itraconazole, erythromycin, clarithromycin, grapefruit juice). Coadministration with CYP3A4 inducers may result 
in decreased cabozantinib plasma exposure (e.g. rifampicin, phenytoin, carbamazepine, phenobarbital, St John’s Wort). Cabozantinib may increase the plasma concentration of P-glycoprotein substrates (e.g. fexofenadine, aliskiren, ambrisentan, dabigatran etexilate, digoxin, colchicine, maraviroc, posaconazole, ranolazine, saxagliptin, sitagliptin, 
talinolol, tolvaptan). MRP2 inhibitors may increase cabozantinib plasma concentrations (e.g. cyclosporine, efavirenz, emtricitabine). Bile salt-sequestering agents may impact absorption or reabsorption resulting in potentially decreased cabozantinib exposure. No dose adjustment when coadministered with gastric pH modifying agents. 
A plasma protein displacement interaction may be possible with warfarin. INR values should be monitored in such a combination. Women of childbearing potential/contraception in males and females: Ensure effective measures of contraception (oral contraceptive plus a barrier method) in male and female patients and their partners during therapy and 
for at least 4 months after treatment. Pregnancy: CABOMETYX® should not be used during pregnancy unless the clinical condition of the woman requires treatment. Lactation; discontinue breast-feeding during and for at least 4 months after completing treatment. Adverse reactions: The most common serious adverse reactions are hypertension, diarrhoea, 
PPES, pulmonary embolism, fatigue and hypomagnesaemia. Very common (>1/10): anaemia, lymphopenia, neutropenia, thrombocytopenia, hypothyroidism, dehydration, decreased appetite, hyperglycaemia, hypoglycaemia, hypophosphataemia, hypoalbuminaemia, hypomagnesaemia, hyponatraemia, hypokalaemia, hyperkalaemia, hypocalcaemia, 
hyperbilirubinaemia,  peripheral sensory neuropathy, dysgeusia, headache, dizziness, hypertension, dysphonia, dyspnoea, cough, diarrhoea, nausea, vomiting, stomatitis, constipation, abdominal pain, dyspepsia, oral pain, dry mouth, PPES, dermatitis acneiform, rash, rash maculopapular, dry skin, alopecia, hair colour change, pain in extremity, muscle 
spasms, arthralgia, proteinuria, fatigue, mucosal inflammation, asthenia, weight decreased, serum ALT, AST, and ALP increased, blood bilirubin increased, creatinine increased, triglycerides increased, white blood cells decreased, GGT increased, amylase increased, blood cholesterol increased, lipase increased. Common (>1/100 to <1/10): abscess, tinnitus, Common (>1/100 to <1/10): abscess, tinnitus, Common (>1/100 to <1/10):
pulmonary embolism, pancreatitis, abdominal pain upper, gastro-oesophageal reflux disease, haemorrhoids, pruritus, peripheral oedema, wound complications. Uncommon (>1/1000 to <1/100): convulsion, anal fistula, hepatitis cholestatic, osteonecrosis of the jaw. Selected adverse events: GI perforation, fistulas, haemorrhage, RPLS. Prescribers should Uncommon (>1/1000 to <1/100): convulsion, anal fistula, hepatitis cholestatic, osteonecrosis of the jaw. Selected adverse events: GI perforation, fistulas, haemorrhage, RPLS. Prescribers should Uncommon (>1/1000 to <1/100):
consult the SmPC in relation to other adverse reactions. Legal category: POM. Package quantity:  Bottles containing 30 tablets. Marketing authorisation numbers: EU/1/16/1136/001-006. Marketing authorisation holder: Ipsen Pharma, 65 quai Georges Gorse, 92100 Boulogne-Billancourt, France. CABOMETYX® is a registered trademark. For more information, 
see the regularly updated registered product information on the European Medicines Agency website www.ema.europa.eu. Date of preparation of PI: May 2018.

Adverse events should be reported. Details of the national reporting systems to communicate adverse reactions (side effects) can be found in section 4.8 of the SmPC (“Undesirable effects”) and section 4 of the Package Leaflet (“Possible side effects”).
References: 
1. CABOMETYX® SmPC. 2. Choueiri TK, Hessel C, Halabi S, et al. Cabozantinib versus sunitinib as initial therapy for metastatic renal cell carcinoma of intermediate or poor risk (Alliance A031203 CABOSUN randomised trial): Progression-free survival by independent review and overall survival update. Eur J Cancer. 2018;94:115-25. et al. Cabozantinib versus sunitinib as initial therapy for metastatic renal cell carcinoma of intermediate or poor risk (Alliance A031203 CABOSUN randomised trial): Progression-free survival by independent review and overall survival update. Eur J Cancer. 2018;94:115-25. et al.
3. Choueiri TK, Escudier B, Powles T, et al. Cabozantinib versus everolimus in advanced renal-cell carcinoma. N Eng J Med. 2015;373(19):1814-23.et al. Cabozantinib versus everolimus in advanced renal-cell carcinoma. N Eng J Med. 2015;373(19):1814-23.et al.
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For intermediate- and poor-risk* patients1
NOW ALSO APPROVED IN FIRST-LINE

CABOMETYX®, THE FIRST AND ONLY TKI  
IN aRCC TO SURPASS THE EFFICACY OF:
• Sunitinib in treatment-naïve patients1,2

•  Everolimus in patients previously treated 
   with VEGF-targeted therapy1,3

Hopes raised for preventing breast cancer 
treatment-associated cardiotoxicity
Cardiotoxicity is a serious complication of some breast 
cancer treatments, particularly anthracyclines and 
trastuzumab.1,2 Tomorrow, Professor Jihyoun Lee from 
Soon Chun Hyang University Hospital, Seoul, Republic 
of Korea, will report that myocardial infarction (MI) and 
congestive heart failure (CHF) occur signifi cantly more 
frequently in breast cancer survivors than in age- and 
sex-matched non-cancer controls (Poster Display Session, 
12.45 – 13.45, Hall A3; Abstract 249P). The data are from 
a retrospective cohort study of over 112,000 patients and 
over 560,000 controls.

In particular, Professor Lee will report that the risk of MI and 
CHF is especially high in younger patients aged ≤50 years 
(hazard ratios of 1.73 and 3.56, respectively), and that the 
cumulative incidence of these cardiotoxicity events is particularly 
high within a year of breast cancer diagnosis and treatment.

There is an increased risk of 
MI and CHF in the early phase 
of breast cancer survivorship, 
especially in younger patients. 

“Although younger women are generally considered to be 
at low risk of cardiovascular disease, these age-matched 
data indicate that treatment-associated cardiotoxicity is a 
particular concern in younger patients,” commented Dr Evandro 
de Azambuja from Institut Jules Bordet, Brussels, Belgium. 
“Based on this, it would seem wise to monitor younger patients 
particularly closely and not exclude the possibility of cardiac 
events in this population, as previously thought.” Curiously, 
the authors found that patients treated with a taxane-based 
chemotherapy had an increased risk of MI and CHF. However, it 
should also be reported whether or not these patients received 
anthracycline-based chemotherapy (and the cumulative dose) 
prior to taxane. 

“In addition, we need to do more to prevent cardiotoxicity 
in the fi rst place,” continued Dr de Azambuja. “I was 
therefore very excited to see the data presented yesterday 
showing that lisinopril and carvedilol may be cardioprotective in 
patients receiving trastuzumab. Previous trials also demonstrated 
a cardioprotective effect, but they had small sample sizes.”

Presented by Professor Pamela Munster (Helen Diller Family 
Comprehensive Cancer Center, San Francisco, CA, USA), the 
large, prospective, randomised controlled trial showed that 
prophylactic treatment with the angiotensin converting 

enzyme inhibitor, lisinopril, or the beta-blocker, carvedilol, 
signifi cantly reduced cardiac event rates in patients with 
breast cancer receiving trastuzumab therapy (37% and 
31%, respectively, versus 47% with placebo; Abstract 192PD). 
In addition, simultaneous treatment with trastuzumab and either 
lisinopril or carvedilol was associated with less requirement for 
trastuzumab interruption, compared with placebo (p=0.007). 
This kind of approach should be considered in patients treated 
with adjuvant trastuzumab to avoid interrupting a treatment that 
demonstrates a survival benefi t. Those benefi ts were restricted 
to the anthracycline-treated cohort only. Also, it should be further 
tested in patients with metastatic disease in whom the duration 
of anti-HER2 drug treatment is generally longer than 1 year.

“ The cardioprotective benefi ts 
of prophylactic lisinopril 
or carvedilol are potentially 
practice-changing in patients treated 
with adjuvant anthracycline and 
trastuzumab,” said Dr de Azambuja.

1. Upshaw JN. Gland Surg 2018;7:350–65
2. Martel S, et al. Expert Opin Drug Saf 2017;16:1021–38
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Does adding bevacizumab to 
erlotinib improve survival for 
EGFR-mutant advanced NSCLC?
First-line treatment with combined 
bevacizumab and erlotinib may 
improve overall survival (OS) 
in patients with EGFR-mutant 
metastatic non-small-cell lung 
cancer (NSCLC), according 
to a recent meta-analysis of 
10 studies.1 However, these 
exploratory subgroup analysis 
results require further validation in 
prospective randomised controlled 
trials (RCTs).

8nIortXnDteO\� tKe sitXDtion is stiOO XnFOeDr 
IoOOowinJ tKe SresentDtion \esterGD\ 
DIternoon oI Fonű iFtinJ resXOts IroP � R&7s� 
,n D SKDse ,, R&7� DGGinJ beYDFi]XPDb to 
erOotinib IDiOeG to iPSroYe SroJression�Iree 
sXrYiYDO �3)6� oYer erOotinib DOone in SDtients 
witK DGYDnFeG 16&/& witK EGFR mutations 
in e[ons �� or �� �KD]DrG rDtio >+R@ ����� 
S ������ reSorteG 'r 7KoPDs 6tinFKFoPbe 
�'XNe &DnFer &enter� 'XrKDP� 1&� 86$� 
$bstrDFt ����3�� 26 GDtD Ior tKe stXG\ Dre 

stiOO iPPDtXre bXt FXrrentO\ Go not inGiFDte 
Dn\ benefi t witK tKe FoPbinDtion treDtPent�

,n tKe sDPe session� KoweYer� 'r <osXNe 
.DwDsKiPD �6enGDi .oXsei +osSitDO� -DSDn� 
SresenteG interiP fi nGinJs oI D SKDse ,,, R&7� 
sXJJestinJ tKDt FoPbineG beYDFi]XPDb DnG 
erOotinib iPSroYes 3)6 in FKePotKerDS\�nD±Ye 
SDtients witK DGYDnFeG 16&/& KDrboXrinJ 
EGFR PXtDtions� FoPSDreG witK erOotinib 
DOone �+R ������ S ������� $bstrDFt ����3�� 
26 IoOOow�XS is onJoinJ�

&oPPentinJ on tKe Fonű iFtinJ resXOts� 'r 6teIDn 
=iPPerPDnn �/DXsDnne 8niYersit\ +osSitDO� 
6wit]erODnG� sDiG tKDt� Œ0ost DGeTXDteO\ SowereG 
studies to date show a PFS improvement with 
tKe FoPbinDtion� so tKe SotentiDO Ior 9(*)�
tDrJetinJ DSSroDFKes to IorestDOO tKe ePerJenFe 
oI resistDnFe seePs reDO� 7Ke inIorPDtion tKDt 
we Dre PissinJ is PDtXre 26 resXOts IroP 
rDnGoPiseG triDOs DnG resXOts XsinJ tKirG�
JenerDtion 7.,s� sXFK Ds osiPertinib�œ 

�� =KDo %� et DO� /XnJ &DnFer �����������ō��

Treating melanoma – 
what don’t we know?

The incidence of malignant 
melanoma has continued to rise over 
the past 40 years and historically 
the prognosis for patients with 
advanced disease has been poor. 
However, owing to huge advances 
in our understanding of the disease, 
immunotherapies and molecular-
targeted therapies are revolutionising 
the standard of care for patients 
with advanced melanoma. While 
we can now cure about half of 
these patients, for the remainder, 
who will die within around 3 years 
of diagnosis, we have to fi nd ways 
to overcome primary and acquired 
resistance to treatments.

Further efforts are also needed to identify 
bioPDrNers tKDt Dre SreGiFtiYe oI resSonse 
and survival after treatment with new 
iPPXnotKerDSies� SDrtiFXODrO\ JiYen tKe 
KiJKO\ KeteroJeneoXs nDtXre oI tKe GiseDse� 
ReFoJnisinJ tKese bioPDrNers is esSeFiDOO\ 
iPSortDnt witK Pore DJJressiYe FoPbinDtions� 
when the proportion of patients who develop 

seYere to[iFities is DOPost Ds KiJK Ds tKe 
SroSortion wKo DFKieYe D resSonse�1 

:KiOe iPPXnotKerDSies tKDt bOoFN 7�FeOO 
FKeFNSoint reFeStors inGXFe D GXrDbOe 
resSonse in soPe SDtients� tDrJeteG 
tKerDSies� sXFK Ds 0$3. SDtKwD\ inKibitors� 
inGXFe KiJK resSonse rDtes bXt witK 
FoPPon reODSses�2 &oPbininJ tDrJeteG 
DJents witK iPPXnotKerDS\ KDs been 
SroSoseG to iPSroYe OonJ�terP oXtFoPes 
DnG tDrJeteG tKerDSies PD\ KDYe Dn 
iPPXnoPoGXODtor\ eIIeFt tKDt FDn s\nerJise 
witK iPPXnotKerDS\�inGXFeG DFtiYDtion� 

&XrrentO\� onO\ FOiniFDO IDFtors XseIXOO\ GriYe 
oXr treDtPent GeFisions� %etter resSonses to 
DOO treDtPents� inFOXGinJ iPPXnotKerDSies 
DnG tDrJeteG tKerDSies� Dre IoXnG in SDtients 
witK JooG risN IDFtors� sXFK Ds norPDO ODFtDte 
GeK\GroJenDse OeYeOs� Oow tXPoXr bXrGen DnG 
DbsenFe oI brDin PetDstDses� 3Dtients witK Soor 
risN IDFtors KDYe D Oot oI XnPet neeGs� inFOXGinJ 
D KiJK SrobDbiOit\ oI SriPDr\ DnG�or DFTXireG 
resistDnFe� DnG we neeG to inFreDse oXr eIIorts to 
iPSroYe OonJ�terP oXtFoPes Ior tKese SDtients�

�� Ro]ePDn ($� et DO� $P - &Oin 'erPDtoO �����������ō��
�� 'eNen 0$� et DO� 2nFoiPPXnoOoJ\ �������e�������

Paolo A. Ascierto 
Melanoma, Cancer 
Immunotherapy and 
Development Therapeutics, 
Istituto Nazionale Tumori 
IRCCS “Fondazione G. 
Pascale”, Naples, Italy

Don’t miss the
Educational Session
‘Unresolved questions in melanoma’

Today, 16.30 – 18.00 in ICM – Room 1.
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The right time to discontinue 
immunotherapy
Some patients are known to experience 
long-term benefi t after immunotherapy, as 
demonstrated with the anti-PD-1 antibody 
nivolumab in previously treated non-small-
cell (NSCLC) cancer patients enrolled in the 
CheckMate 003 trial.1 Median progression-
free survival (PFS) was 10.3 months in 
patients who received nivolumab for 1 
year and had not been reached in those 
who received continuous nivolumab.1 Also, 
in CheckMate 141, immunotherapy with 
nivolumab has shown persistent overall 
survival (OS) benefi t over a minimum 2-year 
follow-up period in patients with metastatic 
or recurrent head and neck squamous 
cell carcinoma (HNSCC), irrespective of 
PD-L1 status.2 Similarly, for patients with 
advanced melanoma in the CheckMate 
069 and CheckMate 067 studies, those 
who discontinued combination therapy 
with nivolumab plus the CTLA-4 inhibitor, 
ipilimumab, because of immune-mediated 
adverse events (AEs) during the induction 
phase, continued to benefi t from treatment. 
The median PFS was 8.4 months compared 
with 10.8 months in patients who did not 
discontinue therapy at this time.3 One 
hypothesis for the continued benefi t of 
immunotherapy in patients who prematurely 

stop treatment because of AEs is that 
toxicity is a pharmacodynamic marker of 
immune activation.3 However, a retrospective 
analysis of patients with advanced melanoma 
who received either mono- or combination 
immunotherapy and who were followed for a 
median 28 months revealed that even when 
complete response was not achieved before 
treatment discontinuation, patients 
still benefi ted from favourable long-term 
survival endpoints.4 

These studies raise the question of the optimal 
timing for discontinuing immunotherapy. 

1. Spigel DR, et al. Ann Oncol 2017;28(Suppl 5):461
2. Ferris RL, et al. AACR Annual Meeting 2018: Abstract CT116
3. Schadendorf D, et al. J Clin Oncol 2017;35:3807–14
4. Rosner S, et al. J Clin Oncol 2017;35(Suppl):9548

Don’t miss the Challenge 
Your Expert Session
‘The right time for discontinuing 
immunotherapy’

Today, 08.00 – 09.00, 
Hall A1 – Room 16.

Managing patients with 
breast cancer diagnosed 
during pregnancy 

The management of any cancer 
during pregnancy represents 
a complex medical situation 
requiring a multidisciplinary team 
to adequately evaluate potential 
maternal benefi ts and possible risks 
to the foetus.1 Although breast cancer 
is the most frequently diagnosed 
malignancy in pregnant women, it 
is a rare condition. However, there 
should be an increased awareness 
of cancer in pregnancy, particularly 
considering the current trend for 
postponing pregnancy to later in life. 

Breast cancer arising in young women 
appears to have unique biological features, 
and pregnancy can add further complexity 
to its biology. This, together with the 
tendency for a more advanced cancer 
stage at presentation owing to delayed 
diagnosis, may explain the poorer outcomes 
observed in these women.2 Therefore, 
correct management of this challenging 
medical situation in centres with adequate 
expertise following the available guidelines 
is strongly recommended.1–3 Breast cancer 

surgery can be performed safely at any time 
during gestation, provided there is a careful 
risk/benefi t assessment of anaesthesia.2 
In contrast, it is preferable to postpone 
radiotherapy until after delivery due to the 
risk of adverse effects to the foetus.2 Although 
anti-HER2 agents and endocrine therapy 
should be avoided during the whole course 
of pregnancy, chemotherapy can be used to 
treat breast cancer in the second and third 
trimesters and should follow the standard 
recommendations as for the non-pregnancy 
setting based on tumour biology and 
staging.2 Chemotherapy is contraindicated 
in the fi rst trimester owing to its association 
with obstetric and foetal complications.3 
Importantly, in children with prior in utero 
exposure to anticancer treatments, a 
continued follow-up of their health is 
recommended to monitor the potential risk of 
long-term complications. 

1. Peccatori FA, et al. Ann Oncol 2013;24(Suppl 6):vi160–70
2. Peccatori FA, et al. Cancer Biol Med 2018;15:6–13
3. Loibl S, et al. JAMA Oncol 2015;1:1145–53

Fedro Alessandro 
Peccatori 
European Institute of Oncology 
(IEO), Milan, Italy

Don’t miss 
Monday’s Multidisciplinary 
Interactive Session
‘Managing early breast cancer 
during pregnancy’

Monday, 22 October  09.30 – 10.30, 
Hall B3 – Room 23.

Molecular tumour 
boards: Striving for 
precision medicine

The advent of newer technologies 
in recent times has given us a 
greater insight into the genetic 
basis of cancer and there has been 
a paradigm shift from a simplifi ed 
model of ‘one gene, one therapy’ to a 
model in which the choice of therapy 
refl ects all the genetic alterations 
identifi ed in an individual patient’s 
tumour. Molecular tumour boards—a 
relatively recent development in 
oncology—are intended to integrate a 
range of specialists who can interpret 
this information into practical 
management strategies. 

The addition of a molecular perspective to the 
traditional multidisciplinary management of 
patients promises improved outcomes via 
precision cancer therapy. Case discussion in 
a molecular tumour board is believed to offer 
an optimal approach to matching the unique 
genetic profi le of a patient’s cancer with a 
drug (or combination of drugs) with the highest 

evidence of targetability. Prioritising driver over 
passenger genomic alterations and the right 
drugs when multiple targetable alterations 
are found represents a challenging task. 
Patients can be matched to standard-of-care 
approved therapies or be referred to clinical 
trials with novel agents. However, cancers are 
complicated by intra-tumour heterogeneity 
and clonal evolution due to prior therapies, 
which helps explain drug treatment failures 
observed in phase I trials with promising drugs.1 
Liquid biopsies may play a role in this context. 
Moreover, potential and confi rmed germline 
genetic events identifi ed during tumour and/or 
normal DNA sequencing may pose signifi cant 
challenges for oncologists who are ill-prepared 
to handle incidental fi ndings that have both a 
therapeutic impact for the individual cancer 
patient and clinical implications for at-risk 
family members. Molecular tumour boards may 
help to address these issues by providing an 
improved pathway to match patients to the most 
appropriate care. 

1.  Tannock IF, Hickman JA. N Engl J Med 2018;375:1289–94

Rodrigo
Dienstmann 
Associate Editor of the 
ESMO 2018 Daily Reporter, 
Vall dʹHebron Institute of 
Oncology, Barcelona, Spain

Dienstmann
Associate Editor of the 
ESMO 2018 Daily Reporter, 

Don’t miss the Multidisciplinary 
Interactive Session
‘Molecular tumour boards in the 
practice of precision oncology’

Today, 16.30 – 17.30 
in Hall A1 – Room 16.

Does neoadjuvant chemotherapy have a role in 
the treatment of localised soft-tissue sarcoma?

Several randomised trials have investigated 
(neo)adjuvant chemotherapy in the treatment 
of localised soft-tissue sarcoma (STS) over 
the past 40 years; however, evidence has not 
been conclusive, mostly due to the disease’s 
heterogeneity and patient selection variability.1 
The recent ISG-STS1001 trial compared standard 
full-dose anthracycline plus ifosfamide versus 
histotype-tailored chemotherapy in patients with 
resectable high-risk STS of the extremities or 
trunk wall.1 The study was stopped slightly ahead 
of schedule (median follow-up of 12.3 months) 
following an interim analysis showing a statistically 
signifi cant benefi t in terms of both relapse-free and 
overall survival in favour of neoadjuvant therapy 
with epirubicin and ifosfamide. If results are 
confi rmed in the fi nal analysis, the ISG-STS1001 
trial will provide randomised evidence of the 
effi cacy of neoadjuvant therapy with full-dose 
anthracycline plus ifosfamide in patients with high-

risk extremity and superfi cial trunk STS. While we 
await the fi nal analysis, the interim results of the 
study have been taken into account in the recent 
ESMO–EURACAN Clinical Practice Guidelines 
on sarcoma,2 which now state that neoadjuvant 
chemotherapy can be considered an option in 
individual patients with high-risk STS, for shared 
decision making. 

If the fi nal results of the ISG-STS1001 trial 
confi rm the superiority of the standard arm, a 
change to treatment recommendations and 
neoadjuvant chemotherapy may become the 
standard in high-risk STS. If this is the case, the 
multidisciplinary management of patients with 
STS in high-volume centres with expertise in the 
fi eld will become all the more crucial.

1. Gronchi A, et al. Lancet Oncol 2017;18:812–22
2. Casali PG, et al. Ann Oncol 2018;29(Suppl. 4):iv51–67

Alessandro
Gronchi 
Fondazione IRCCS Istituto 
Nazionale dei Tumori, 
Milan, Italy

Alessandro

Fondazione IRCCS Istituto 

Don’t miss the Multidisciplinary 
Interactive Session
‘Pre-op/neoadjuvant treatments in 
sarcomas: “Think twice before you open it’’’

Today, 11.10 – 12.15 
in Hall B3 – Room 20.
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New hope in the treatment 
of brain tumours
The prognosis for patients with glioblastoma—the 
most common malignant brain tumour in adults—
is particularly grim, with few new treatment 
options in the past decade.1 Even with standard-
of-care neurosurgery followed by concomitant 
chemoradiotherapy and systemic temozolomide 
then adjuvant systemic temozolomide, overall 
survival for patients with newly diagnosed 
glioblastoma is only around 14 months.2

,PPXne�bDseG tDrJeteG tKerDSies KDYe ePerJeG Ds SotentiDO 
noYeO treDtPents� SDrDOOeOinJ oXr JreDter XnGerstDnGinJ oI 
tKe JenetiF DnG eSiJenetiF bDsis oI tKe GeYeOoSPent DnG 
SroJression oI JOiobODstoPD� 

Immune-based treatment will be the 
focus of a Special Symposium today: 
‘Novel therapies for brain tumours’, 
11.00 – 12.30, ICM – Room 13.

+oweYer� triDOs oI iPPXne�bDseG tKerDSies KDYe� Ds \et� 
not sKown tKe sXFFess obserYeG in otKer tXPoXr t\Ses� 
*OiobODstoPD YDFFines DiPeG Dt triJJerinJ D tXPoXr�sSeFifi F 

iPPXne resSonse Dre Nnown to inGXFe sXFK D resSonse 
in FOiniFDO triDOs� bXt no FOiniFDO benefi t KDs been reSorteG� 
,PPXne FKeFNSoint inKibitors� sXFK Ds tKe Dnti�3'�� DntiboG\ 
niYoOXPDb� sKoweG JreDt SroPise in SreFOiniFDO stXGies� bXt 
XnIortXnDteO\� tKese resXOts KDYe not \et been reSOiFDteG 
in SDtients�� ,t is OiNeO\ tKDt Dn\ benefi t oI iPPXne�bDseG 
tKerDSies Ior SDtients witK JOiobODstoPD PD\ FoPe IroP 
FoPbininJ GiIIerent iPPXne FKeFNSoint inKibitors� DnG resXOts 
IroP seYerDO ODrJe FOiniFDO triDOs Dre e[SeFteG to SroYiGe IXrtKer 
insiJKts soon�

/eStoPeninJeDO PetDstDsis �/0�� D OetKDO \et FoPPon 
FoPSOiFDtion oI FDnFer� DOso reTXires DOternDtiYe treDtPent 
oStions� 7Ke SotentiDO roOe oI intrD�FerebrosSinDO ű XiG �&6)� 
FKePotKerDS\ Ds Dn DGjXnFt to s\stePiF tKerDS\ KDs been 
e[SOoreG in D rDnGoPiseG stXG\ oI �� SDtients witK /0 IroP 
breDst FDnFer �$bstrDFt ���2�� ,ntrD�&6) OiSosoPDO F\tDrDbine 
SOXs s\stePiF tKerDS\ iPSroYeG /0�reODteG SroJression�Iree 
sXrYiYDOŎtKe SriPDr\ enGSointŎFoPSDreG witK s\stePiF 
tKerDS\ DOone DnG TXDOit\ oI OiIe wDs SreserYeG� 7Kere wDs 
a trend towards improvement in the secondary endpoint of 
oYerDOO sXrYiYDO�

�� :eOOer 0� et DO� 1Dt ReY 'is 3riP ������������
�� :eOOer 0� et DO� /DnFet 2nFoO ��������e���ō��
�� /iP 0� et DO� 1Dt ReY &Oin 2nFoO �����������ō��

Reducing treatment burden—
is de-escalation feasible in 
early breast cancer?
The last few decades have seen a dramatic 
improvement in the survival of breast 
cancer patients, due largely to treatment 
escalation, especially with the addition of new 
drugs such as targeted agents. Whilst a greater 
number of patients now survive breast cancer, 
attention must switch to improving patients’ 
quality of life (QoL), limiting morbidity without 
compromising patient survival, and avoiding 
unnecessary overtreatment. Trials focusing 
on treatment de-escalation are therefore of 
growing importance.1 

$s Dn e[DPSOe� tKe FXrrent stDnGDrG oI FDre in eDrO\ +(R��
SositiYe breDst FDnFer is DGjXYDnt FKePotKerDS\ SOXs � \eDr 
oI trDstX]XPDb� ,n tKe reFentO\ SresenteG 3(R6(3+21( triDO� 
� PontKs oI trDstX]XPDb wDs non�inIerior to �� PontKs oI 
Dnti�+(R� tKerDS\ in tKe DGjXYDnt settinJ DnG wDs DssoFiDteG 
witK reGXFeG FDrGioto[iFit\ DnG DssoFiDteG Fost�2 “The results 
oI 3(R6(3+21( sKoXOG be FonsiGereG in tKe Fonte[t oI otKer 
triDOs tKDt FoXOG not GePonstrDte tKe non�inIeriorit\ oI � 
PontKs oI trDstX]XPDb YersXs tKe stDnGDrG ���PontK GXrDtion 
DnG DOso reFoJnise tKDt soPe ŏKiJK�risNŐ SDtients stiOO GeriYe 
Post benefi t IroP tKe ��\eDr GXrDtion�œ sDiG 'r (YDnGro Ge 
$]DPbXjD� ,nstitXt -XOes %orGet� %rXsseOs� %eOJiXP� Œ:e neeG 
to identify those patients who really do not need 1 year of 
trDstX]XPDb�œ Ke DGGeG� 0ore iPSortDntO\� IXtXre reseDrFK 
eIIorts in tKis fi eOG sKoXOG be IoFXseG PDinO\ on Ge�esFDODtinJ 
FKePotKerDS\� Ds sXFFessIXOO\ GePonstrDteG in D stXG\ oI 
DGjXYDnt SDFOitD[eO DnG trDstX]XPDb�� FonsiGerinJ tKe KiJKer 
bXrGen on SDtientsŐ 4o/ DnG risN oI OonJ�terP siGe eIIeFts 
DssoFiDteG witK tKe Xse oI F\toto[iF tKerDS\ �DntKrDF\FOines�� 

Œ'e�esFDODtion wDs DOso inYestiJDteG in tKe 6Kort�+(R 
stXG\� wKiFK IDiOeG to GePonstrDte tKe non�inIeriorit\ oI � 
weeNs YersXs � \eDr oI DGjXYDnt trDstX]XPDb FoPbineG witK 
chemotherapy��œ sDiG 'r *iXseSSe &XriJOiDno oI tKe (XroSeDn 
,nstitXte oI 2nFoOoJ\� 0iODn� ,tDO\� DGGinJ� Œ��\eDr trDstX]XPDb 
rePDins tKe stDnGDrG�œ +oweYer� D sKort trDstX]XPDb 
DGPinistrDtion SerioG GeFreDses tKe risN oI seYere FDrGiDF 
to[iFit\ DnG FDn be Dn oStion Ior SDtients witK FDrGiDF eYents 
GXrinJ treDtPent DnG Ior tKose witK D Oow risN oI reODSse� 7Ke 
3+(R*$,1 triDO� inYestiJDtinJ 3(7 sFDnninJ to iGentiI\ SDtients 
wKo PD\ not neeG FKePotKerDS\ DnG wKo FoXOG benefi t IroP 
Dnti�+(R� GrXJs in tKe neoDGjXYDnt settinJ� is DnotKer e[DPSOe 
oI D Ge�esFDODtion strDteJ\�

$GjXYDnt rDGiotKerDS\ �R7� IoOOowinJ breDst�FonserYinJ 
sXrJer\ is Dn iPSortDnt FoPSonent oI treDtPent Ior eDrO\ 
breDst FDnFer bXt in soPe SDtients witK D Yer\ Oow OiNeOiKooG 
oI reODSse� tKe risNs PD\ be JreDter tKDn tKe benefi ts�� ,n 
Oow�risN SDtients witK eDrO\ breDst FDnFer wKo Go not XnGerJo 
R7� oYerDOO sXrYiYDO is not GeFreDseG DnG OoFDO reFXrrenFes 
Dre treDtDbOe� /onJ�terP eIfi FDF\ DnG sDIet\ eYiGenFe sXSSort 
K\So�IrDFtionDteG treDtPent Ds D stDnGDrG Ior Post SDtients� 
SDrtiFXODrO\ tKose oYer �� \eDrs� 2tKer e[DPSOes oI R7 Ge�
esFDODtion inFOXGe SDrtiDO breDst irrDGiDtion Ds Dn oStion Ior 
Oow�risN GiseDse DnG oPission oI tKe R7 ŏboostŐ in SDtients 
DJeG ū�� \eDrs witK Oow�JrDGe tXPoXrs DnG�or IDYoXrDbOe 
tXPoXr bioOoJ\ reFeiYinJ DGjXYDnt enGoFrine tKerDS\� Œ7o GDte� 
KoweYer� FOiniFDO SrDFtiFe KDs not FKDnJeG� SossibO\ beFDXse oI 
tKe FKDOOenJes DssoFiDteG witK SDtient seOeFtion�œ sXJJesteG 'r 
&XriJOiDno� Œ,I SDtients FDn be DFFXrDteO\ strDtifi eG DFForGinJ to 
risN to DYoiG XnneFessDr\ to[iFit\� DnG we FDn Dssess tKe neeG 
Ior DGjXYDnt breDst R7 on Dn inGiYiGXDO SDtient bDsis� it woXOG 
sXreO\ reSresent D siJnifi FDnt steS IorwDrG in reGXFinJ tKe 

bXrGen oI treDtPentŎD JoDO tKDt is beFoPinJ inFreDsinJO\ 
iPSortDnt in breDst FDnFer treDtPent toGD\�œ 

�� 6PitK ,� 7Ke %reDst ��������6XSSO ���6�
�� +iOOer /� et DO� %0& &DnFer �����������
�� 7oODne\ 60� et DO� 1 (nJO - 0eG ������������ō��
�� &onte 3)� et DO� - &Oin 2nFoO �������� no����6XSSO��$bstrDFt ���
�� %DttDFKDr\D ,6� et DO� &Oin 2nFoO �����������ō��

Don’t miss today’s Special Symposium
ŏ6DIe Ge�esFDODtion oI tKerDS\ in tKe PDnDJePent 
oI eDrO\ breDst FDnFerŐ

11.00 – 12.30, Hall A2 – Room 18.
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ESMO updates its patient guides 
for women with cancer

As part of ESMO’s commitment to supporting 
patients with cancer, yesterday saw the launch 
of an updated series of women-specifi c patient 
guides, which includes ovarian, breast and 
cervical cancers. 

Designed to burst the bubble of scientifi c jargon surrounding 
the complex area of cancer, each guide is carefully created 
to provide the very latest information on diagnosis and 
management, covering key areas relevant to patients and 
carers. At yesterday’s launch event, a distinguished panel 
of experts—including physicians, a cancer nurse and a 
patient advocate—who contributed to the women-specifi c 
ESMO patient guides discussed the care taken in the 
development of the guides. Key to the process was putting 
the patient at the centre and focussing on their needs. Also, 
with so much information available online, it is paramount that 
the material patients access is from a reliable source. “The 
ESMO Patient Guides provide easy-to-read, accessible, reliable 
information,” said Professor Nicoletta Colombo (University of 
Milan-Bicocca, Italy).

Attendees of the event were encouraged to make use of the 
patient guides within their care teams and to tell their patients 
about them. The guides could facilitate conversations between 

members of the healthcare team and their patients. Lise Bjerrum 
Thisted, a cancer nurse who, on behalf of EONS, helped create the 
cervical cancer patient guide, commented on how the user-friendly 
guides inform patients on treatment choices, which can help them 
in the important process of shared decision-making. She also said 
that the guides can facilitate patients in making informed, positive 
lifestyle changes. Kathi Apostolidis, from the European Cancer 
Patient Coalition (ECPC) and a breast cancer patient advocate, 
explained how the ESMO patient guide on survivorship has specifi c 
advice and recommendations for patients both during and after 
treatment. The session concluded with a call to action for all 
oncologists to use these guides with their patients.

Visit the ESMO booth to pick 
up a copy of the English-
language version of the 
patient guides for free.

The guides are regularly updated to keep patients and carers 
abreast of key developments in the diagnosis and management 
of each disease. All patient guides are available in numerous 
languages and can be accessed via the ESMO website: www.
esmo.org/Patients/Patient-Guides.

From left to right: Nicoletta Colombo, Elzbieta Senkus-Konefka, Lise Bjerrum Thisted, Kathi Apostolidis.

ESMO Patient Guide Series
based on the ESMO Clinical Practice Guidelines

Reliable medical 
information to enable 
an open dialogue.

Currently 20 titles available 
in more than 10 languages 
and more to come!

ESMO 
Patient 
Guides

DOWNLOAD NOW!

from esmo.org

New treatments for 
neuroendocrine tumours

The incidence and prevalence of neuroendocrine 
tumours (NETs) have dramatically increased 
over the past four decades, possibly due to 
earlier diagnosis.1 Furthermore, survival has 
also improved over time, especially for late-
stage gastrointestinal and pancreatic NETs.1 
Therapeutic options have also greatly improved 
for NETs over the last 10 years. Targeted drugs 
such as the mTOR inhibitor everolimus and the 
multiple tyrosine kinase inhibitor sunitinib were 
approved, respectively, for the treatment of a 
broad spectrum of NETs and pancreatic NETs. 
More recently, the peptide receptor radionuclide 
therapy, 177Lu-dotatate has been approved 
for the treatment of adults with somatostatin 
receptor-positive gastroenteropancreatic NETs.

Responses to immune checkpoint blockade are also encouraging; 
at ESMO 2017, the phase Ib KEYNOTE-028 study demonstrated 
objective responses and stable disease with the anti-PD-1 
pembrolizumab in heavily pretreated patients with high-grade 
pancreatic NETs or carcinoid tumours expressing PD-L1.2 In a 
Proffered Paper Session tomorrow (‘NETs and endocrine tumours,’ 
14.45 – 16.15, Hall A1 – Room 16; Abstract 1308O), clinical 
activity is reported from a phase II study with the anti-PD-1 
spartalizumab (PDR001) in patients with well-differentiated, non-
functional NETs. Interestingly, the highest responses were found in 
those with tumours of thoracic origin (73% disease control rate).

Despite these advances, there are many unmet needs in the 
management of NETs. In a Poster Display Session today (12.45 – 
13.45, Hall A3 – Poster Area in the Networking Hub; Abstract 1328P), 
key areas for improvement identifi ed by patients, patient advocates 
and healthcare professionals include access to gold standard care, 
provision of information and patient involvement in research. 

Professor Eric Raymond from Saint-Joseph Hospital, Paris, France, 
noted that treatment sequencing also remains a matter of debate 
and a major effort must be pursued to understand the molecular 
features of these tumours, identify predictive biomarkers of 
response to novel treatments and improve patient outcomes. 

1. Dasari A, et al. JAMA Oncol 2017;3:1335–42
2. Mehnert JM, et al. Ann Oncol 2017;28(Suppl 5):Abstract 427O

Alessandra Curioni 
Fontecedro
Associate Editor of the ESMO 2018 Daily Reporter, 
University Hospital of Zurich, Switzerland

Don’t miss the Special Symposium
‘Emerging therapies in neuroendocrine and 
endocrine malignancies’

Today, 14.45 – 16.15 in Hall B3 – Room 22.
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How can we further improve the treatment 
of young women with early breast cancer?
A substantial proportion of premenopausal patients with 
hormone receptor (HR)-positive early breast cancer are not 
adherent to their adjuvant endocrine therapy, despite its 
proven benefi ts in reducing the risk of disease recurrence. 
Findings from the prospective, multicentre, longitudinal 
CANTO cohort study were presented on Friday (Abstract 
185O_PR). Serum levels of endocrine therapy 1 year after 
starting treatment indicated that 13% of patients were non-
adherent and another 5% were poorly adherent. 

Almost 1 in 5 young women with 
early breast cancer are inadequately 
adherent with endocrine therapy.

Œ,t is YitDO tKDt \oXnJer woPen XnGerstDnG tKe iPSortDnFe oI 
FontinXinJ tKeir PeGiFDtion Ior tKe IXOO SresFribeG SerioG� DnG 
tKe SotentiDO iPSOiFDtions oI non�DGKerenFe�œ stDteG 3roIessor 
2OiYiD 3DJDni IroP 2nFoOoJ\ ,nstitXte oI 6oXtKern 6wit]erODnG� 
%eOOin]onD� Œ3ossibOe reDsons Ior Soor or non�DGKerenFe 
inFOXGe siGe eIIeFts� sXFK Ds Kot ű XsKes� Ss\FKoOoJiFDO Gistress 
DssoFiDteG witK D breDst FDnFer GiDJnosis Dt D \oXnJ DJe DnG�or 
IertiOit\�reODteG FonFerns DnG tKe wisK Ior IXtXre PotKerKooG�œ

Œ7Ke SK\siFiDnōSDtient reODtionsKiS is Ne\ to iGentiI\inJ DnG 
iPSroYinJ SDtient DGKerenFe� tKroXJK oSen FoPPXniFDtion� 
PDnDJePent oI siGe eIIeFts DnG reDssXrDnFe tKDt tKe OonJ�
terP treDtPent benefi ts wiOO oXtweiJK tKe XnGesirDbOe DsSeFts 
tKe\ Dre e[SerienFinJ�œ sKe FontinXeG� 

:KiFK DGjXYDnt enGoFrine tKerDS\ SroYiGes tKe best oXtFoPes 
in SrePenoSDXsDO woPen witK +R�SositiYe eDrO\ breDst 
FDnFer" 7Kis TXestion KDs been inYestiJDteG in tKe SKDse 
,,,� rDnGoPiseG +2%2(�� triDO� SroYiGinJ tKe fi rst GDtD on tKe 

eIfi FDF\ oI � \eDrs oI Oetro]oOe� Oetro]oOeō]oOeGroniF DFiG �=$� 
or tDPo[iIen in SDtients reFeiYinJ triStoreOin� /Dte�breDNinJ 
GDtD Ior ����� SDtients� DIter D PeGiDn IoOOow�XS oI �� 
PontKs� were SresenteG \esterGD\ �$bstrDFt /%$��B3R�� 
/etro]oOeō=$ siJnifi FDntO\ iPSroYeG ��\eDr GiseDse�Iree 
sXrYiYDO �')6� FoPSDreG witK tDPo[iIen �KD]DrG rDtio ����� 
S ������� GiIIerenFes between Oetro]oOeō=$ DnG Oetro]oOe 
DnG between tDPo[iIen DnG Oetro]oOe were not siJnifi FDnt� 
+oweYer� tKe to[iFit\ oI Oetro]oOeō=$ DnG Oetro]oOe DOone wDs 
worse FoPSDreG witK tDPo[iIen� 7Ke DXtKors FonFOXGeG tKDt 
Oetro]oOeō=$ PiJKt be FonsiGereG Ior FOiniFDO SrDFtiFe IoOOowinJ 
D GisFXssion witK SDtients reJDrGinJ its Fost�eIIeFtiYeness� 
Œ7Kese GDtD sXJJest tKDt esFDODtinJ DGjXYDnt tKerDS\ b\ 
DGGinJ =$ to DroPDtDse inKibitors �$,s� DnG oYDriDn IXnFtion 
suppression (OFS) may improve outcomes as compared with 
tDPo[iIen SOXs 2)6� ,n tKe DbsenFe oI benefi t witK =$ in 
woPen reFeiYinJ $,s SOXs 2)6 DnG witKoXt D FOeDr Gefi nition 
oI tKe SoSXODtion oI SDtients Post OiNeO\ to Srofi t IroP tKis 
strDteJ\� its roXtine DGPinistrDtion sKoXOG be GisFoXrDJeG�œ 
FonFOXGeG 3roIessor 3DJDni�

In the HOBOE-2 trial, adjuvant 
letrozole plus ZA provided improved 
DFS compared with tamoxifen in 
premenopausal early breast cancer 
patients receiving medical ovarian 
function suppression. The increased 
toxicity and the absence of benefi t in 
women receiving letrozole and OFS 
prevent its routine administration in 
clinical practice.

Fighting against immune  
checkpoint inhibitor resistance

Many patients treated with anti-PD-1/PD-L1 therapy develop 
resistance that is either innate with no clinical benefi t or 
is acquired, such that initial clinical benefi t is followed by 
treatment resistance.1 Intrinsic factors that lead to innate 
resistance include lack of antigenic mutations, loss of tumour 
antigen expression, loss of HLA expression, alterations in 
antigen processing machinery, alterations of several signalling 
pathways (MAPK, PI3K, WNT, IFN) and constitutive PD-L1 
expression.1 The tumour microenvironment, characterised 
by infi ltration of CD8+ T-cells, chemokines and other innate 
immune factors, also appears to play a key role in determining 
initial response to immunotherapy. However, there is currently 
no single biomarker that predicts treatment effi cacy, likely 
due to the complexity of the relationship between the immune 
system, the tumour milieu and other host factors.

Potential mechanisms of acquired resistance include loss of 
7�FeOO IXnFtion� ODFN oI 7�FeOO reFoJnition b\ GownreJXODtion oI 
tXPoXr DntiJen SresentDtion DnG GeYeOoSPent oI esFDSe PXtDtion 
YDriDnts in tKe FDnFer�1 /onJitXGinDO Jene e[Sression Srofi OinJ 
GXrinJ YDrioXs stDJes oI treDtPent �Sre�treDtPent� on�treDtPent 
DnG Dt SroJression� PD\ DOOow Ior D GeeSer DnDO\sis oI SotentiDO 
PeFKDnisPs oI resistDnFe DnG tKe iGentifi FDtion oI PoOeFXODr DnG 
FOiniFDO SreGiFtors� 7Kese eYDOXDtions PD\ DOso OeDG to GiIIerent 

strDteJies to FoPbDt resistDnFe� &Xrrent DSSroDFKes inFOXGe 
FoPbinDtion tKerDS\� Ior e[DPSOe GXDO FKeFNSoint bOoFNDGe or 
DGPinisterinJ tDrJeteG tKerDS\ witK iPPXnotKerDS\�

7oPorrow PorninJ� GDtD IroP D SKDse ,, stXG\ FoPbininJ 
niYoOXPDb witK sitrDYDtinib� D sSeFtrXP�seOeFtiYe 7., tKDt tDrJets 
7$0 reFeStors �inFOXGinJ $[O DnG 0er� DnG YDsFXODr enGotKeOiDO 
JrowtK IDFtor IDPiO\ reFeStors wiOO be SresenteG in D 3roIIereG 3DSer 
6ession �0onGD\� �� 2Ftober ����� ō ����� in +DOO $� ō RooP ��� 
$bstrDFt ����O�� 7Ke rDtionDOe is tKDt sitrDYDtinib PD\ enKDnFe 
DntitXPoXr DFtiYit\ tKroXJK GeSOetion oI iPPXnosXSSressiYe 
t\Se � tXPor�DssoFiDteG PDFroSKDJes� reJXODtor\ 7�FeOOs DnG 
P\eOoiG�GeriYeG sXSSressor FeOOs� DnG so iPSroYe or restore tKe 
FOiniFDO DFtiYit\ oI FKeFNSoint inKibitor tKerDS\� 7Ke FoPbinDtion oI 
sitrDYDtinib witK niYoOXPDb DSSeDreG to KDYe soPe FOiniFDO benefi t in 
SDtients witK non�sPDOO�FeOO OXnJ FDnFer wKo SroJresseG on or DIter 
FKeFNSoint inKibitor tKerDS\ DnG IXrtKer resXOts Dre DwDiteG�

7oPorrow DIternoon� tKe PeFKDnisPs DnG PDnDJePent oI 
iPPXnotKerDS\ resistDnFe wiOO be GisFXsseG IXrtKer in tKe 
(GXFDtionDO 6ession� ŏ7Ke IorFe DwDNens� ,PPXnotKerDS\ in 
tKorDFiF PDOiJnDnFiesŐ �0onGD\� �� 2Ftober ����� ō ����� in 
+DOO $� ō RooP ����

Immune checkpoint inhibitor therapy 
resistance is a clinical problem we face daily. 
I look forward to hearing colleagues discuss 
resistance mechanisms and also new trial data 
on how such mechanisms are being exploited.

�� 6KDrPD 3� et DO� &eOO ������������ō��

ctDNA: A screening tool 
for early-stage cancer 
and cancer relapse 

The huge potential of circulating tumour DNA 
(ctDNA) detection as a non-invasive approach for 
the early detection of cancers at treatable stages, 
and thus reduce cancer-related mortality, is 
becoming increasingly apparent.1 

,n D 3roIIereG 3DSer 6ession \esterGD\� 'r 0inettD /iX �0D\o &OiniF 
&DnFer &enter� RoFKester� 01� 86$� reYieweG tKe ODtest GDtD IroP 
tKe ODrJe &irFXODtinJ &eOO�Iree *enoPe $tODs obserYDtionDO stXG\��� 
�$bstrDFt ��2� in wKiFK tKree SODsPD FeOO�Iree '1$ �FI'1$� 
PXOtiFDnFer GeteFtion DssD\s FonsistentO\ GeteFteG PXOtiSOe stDJe 
,ō,9 PDOiJnDnFies� Œ7Kis DSSroDFK FoXOG KeOS Xs witK tKe eDrO\ 
GeteFtion oI FDnFers FXrrentO\ DssoFiDteG witK siJnifi FDnt PortDOit\ 
wKen GiDJnoseG Dt D ODte stDJe�œ sKe noteG� $ IXrtKer FI'1$ 
sFreeninJ SrojeFt in ����� eOGerO\ inGiYiGXDOs witKoXt D Kistor\ oI 
FDnFer iGentifi eG FKroPosoPDO DberrDtions in �� SDrtiFiSDnts� witK 
tKree KDePDtoOoJiFDO PDOiJnDnFies DnG two FDses oI PonoFOonDO 
%�FeOO O\PSKoF\tosis sXbseTXentO\ Fonfi rPeG �$bstrDFt ����2��

Ft'1$ PetKoGs KDYe DOso been eYDOXDteG Ds D PeDns oI 
iGentiI\inJ SDtients Dt KiJKest risN oI reODSse eYen beIore tKe\ 
reFeiYe DGjXYDnt tKerDS\� DnG Ior GeteFtinJ reODSse Dt Dn eDrO\ 
stDJe� $n DnDO\sis oI SDtients witK stDJe ,,ō,,, PeODnoPD IoXnG 
D siJnifi FDnt ForreODtion between GeteFtion oI Ft'1$ Dt bDseOine 
witK sXbseTXent reODSse DnG inIerior GistDnt PetDstDsis�Iree 
sXrYiYDO �$bstrDFt ��O�� 6iPiODr fi nGinJs Dre reSorteG in D 3oster 
'isFXssion 6ession toGD\ �ŏ*DstrointestinDO tXPoXrs� FoOoreFtDO 
�Ő� ����� ō ������ ,&0 ō RooP ��b�� Ft'1$ GeteFtion wDs DbOe 
to strDtiI\ SDtients witK stDJe ,ō,9 FoOoreFtDO FDnFer DFForGinJ to 
risN oI GiseDse reFXrrenFe beIore DGjXYDnt FKePotKerDS\ �$bstrDFt 
���3'�� $GGitionDOO\� Ft'1$ enDbOeG GeteFtion oI reFXrrenFe oYer � 
PontKs eDrOier tKDn stDnGDrG�oI�FDre &7�iPDJinJ�

&oPPentinJ on tKe GDtD� (602 ���� Daily Reporter Associate 
(Gitor 'r &DrPen &risFitieOOo �(XroSeDn ,nstitXte oI 2nFoOoJ\� 
0iODn� ,tDO\� sDiG� Œ7Kese Dre iPSortDnt fi nGinJs Ds tKe\ Fonfi rP 
tKe SotentiDO oI Ft'1$ Ds Dn DSSroDFK to GeteFt PDOiJnDnFies Dt 
Dn eDrO\ stDJe DnG to SrosSeFtiYeO\ iGentiI\ SDtients Dt JreDtest 
risN oI reODSse IoOOowinJ tKerDS\� 7Ke sensitiYit\ Ior FDnFer 
GeteFtion is TXite YDriDbOe b\ tXPoXr t\Se DnG tKere is stiOO broDG 
sFoSe Ior iPSroYePent� ,n tKe Sost�oSerDtiYe settinJ� Ft'1$ FoXOG 
not onO\ iGentiI\ SDtients witK ŏPiniPDO resiGXDO GiseDseŐ� wKo 
Dre Dt e[trePeO\ KiJK risN oI reFXrrenFe� bXt FoXOG DOso DOOow 
DssessPent oI tKe eIfi FDF\ oI DGjXYDnt treDtPents�œ 

The public health implications 
of early cancer detection are 
wide reaching.

�� +Dn ;� et DO� *enoPiFs 3roteoPiFs %ioinIorPDtiFs ����������ō��
�� /iX 0&� et DO� - &Oin 2nFoO ��������6XSSO�����
�� 2[nDrG *R� et DO� - &Oin 2nFoO ��������6XSSO��/%$����

Sanjay Popat
The Royal Marsden NHS Trust and the National Heart 
& Lung Institute, Imperial College, London, UK



<oX FDn Yisit Xs onOine Dt www�esPo�orJ� )oOOow Xs on 7witter #P\esPo� )inG Xs on )DFebooN www�IDFebooN�FoP�esPo�orJ 11

There were never more treatment options 
available than today. And yet, far too many 
patients with cancer are still waiting for 
meaningful treatments. At Daiichi Sankyo, 
you can make a difference: To patients and 
our healthcare partners that are at the centre 
of everything we do. To an agile organization 
that recognizes the individual’s contribution. 
And last but not least to your own life that 
will be influenced by the opportunity to 
transform science into value for patients.

If you dare to be the change, get in touch: 
https://jobs.daiichi-sankyo.eu/

Do you have the courage
to make a difference?
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Immune-related adverse events: Friend or foe?
Immunotherapy to boost the body’s natural defences against 
cancer has improved the outcomes of many patients over 
recent years, but treatments that stimulate the immune 
system are also associated with immune-related adverse 
events (irAEs). These include skin toxicities, colitis, hepatitis, 
pneumonitis and hypothyroidism, and have been widely 
documented in clinical trials.1,2 The tolerability of immune 
checkpoint inhibitors is nevertheless reported to be superior to 
that of chemotherapy, although less is known about the relative 
toxicities of these treatments in the real-world setting. This was 
the focus of a poster presentation yesterday that retrospectively 
reviewed real-world data for 205 patients with metastatic non-
small-cell lung cancer (NSCLC; Abstract 1229P). Fewer patients 
receiving second-line immunotherapy than chemotherapy 
experienced grade 3–4 or any grade adverse events resulting 
in treatment change or discontinuation (13% versus 34%, 
respectively; p=0.002). A signifi cantly lower proportion of 
patients receiving immunotherapy than chemotherapy also had 
adverse events at 1, 2, 3 and 4 months of treatment.

,ntriJXinJO\� Ds e[SerienFe witK iPPXnotKerDS\ DFFXPXODtes� 
eYiGenFe sXJJests tKe e[istenFe oI D reODtionsKiS between ir$(s 
DnG iPSroYeG FOiniFDO resSonses to Dnti�3'��/�� DJents� ,n 
�� SDtients witK DGYDnFeG FDnFer treDteG witK tKe Dnti�3'�� DJent 
niYoOXPDb� Dn objeFtiYe resSonse wDs obserYeG in Post ������� 
SDtients witK ir$(s FoPSDreG witK ����� in tKose witKoXt ir$(s 
�oGGs rDtio ����� S�������� $bstrDFt ����3�� +oweYer� D ODrJe 
DnDO\sis oI oYer ��� SDtients witK soOiG tXPoXrs �PostO\ PeODnoPD 
DnG 16&/&�Ŏto be SresenteG in D 3oster 'isFXssion 6ession 
toPorrow �ŏ,PPXnotKerDS\ oI FDnFer ��Ő ����� ō ������ +DOO 
%� ō RooP ���ŎIDiOeG to sKow D SositiYe reODtionsKiS between 

ir$(s DnG sXrYiYDO �$bstrDFt ����3'�� (iJKt�� ��� DnG ���weeN 
PXOtiYDriDbOe ODnGPDrN DnDO\ses IoXnG no siJnifi FDnt DssoFiDtion 
between ir$(s DnG eitKer SroJression�Iree or oYerDOO sXrYiYDO� 

,rresSeFtiYe oI tKeir reODtionsKiS witK eIfi FDF\� FDreIXO DnG tiPeO\ 
PDnDJePent oI ir$(s is essentiDO in orGer to DFKieYe oStiPDO 
SDtient oXtFoPes� 7Ke PDnDJePent oI iPPXnotKerDS\�reODteG 
to[iFit\ wiOO be GisFXsseG in D 0XOtiGisFiSOinDr\ ,nterDFtiYe 
6ession tKis DIternoon� witK IoFXs on JDstrointestinDO to[iFit\� 
neXroto[iFit\ DnG oStions Ior treDtinJ be\onG DFXte to[iFit\�

Don’t miss the Multidisciplinary 
Interactive Session, ‘Management of 
toxicities of immunotherapy’ today, 
15.00 – 16.00 in Hall A1 – Room 16. 

&oPPentinJ on tKese SresentDtions� 3roIessor -oKn +DDnen IroP 
1etKerODnGs &DnFer ,nstitXte� $PsterGDP� sDiG� Œ7Ke GDtD sXJJest D 
SossibOe reODtionsKiS between iPPXne�reODteG to[iFit\ DnG objeFtiYe 
resSonse� bXt not sXrYiYDO� to Dnti�3'��/�� GrXJs� 7Kis DFtXDOO\ 
beFoPes D GoXbOe�eGJeG sworG� ,n otKer worGs� Go we neeG to[iFit\ 
Ior resSonse" 8nIortXnDteO\� tKe GeYeOoSPent oI to[iFit\ is D rDtKer 
Soor bioPDrNer beFDXse we FXrrentO\ KDYe no wD\ oI SreGiFtinJ 
wKo wiOO DnG wKo wiOO not GeYeOoS ir$(s� tKis is Dn DreD wKere Pore 
reseDrFK is neeGeG� ,n DGGition� iI we FoXOG Pore IXOO\ XnGerstDnG tKe 
XnGerO\inJ bioOoJ\ oI iPPXne�reODteG eYents� we woXOG SossibO\ be 
DbOe to GeYeOoS wD\s to seSDrDte to[iFit\ IroP eIfi FDF\�œ
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• The recommended dosage of regorafenib is 160 mg (4 tablets of 40 mg) taken once daily for 3 weeks, followed by 1 week off therapy. This 4-week period is considered 
a treatment cycle. Dosage interruptions and/or dose reductions may be required based on individual safety and tolerability. Dosage modifications are to be applied in 
40-mg (1 tablet) steps. The lowest recommended daily dose is 80 mg. The maximum daily dose is 160 mg

• ReDOS is a randomized phase 2 study of a planned 
dose escalation with STIVARGA (starting from 
a lower dose) compared to the standard dose in 
patients with refractory mCRC‡§

• Median OS was 9.0 months with the STIVARGA 
escalating dose vs 5.9 months with the STIVARGA 
standard dose (P=0.0943)

Consider STIVARGA® (regorafenib) to extend overall survival (OS) for your 3L patients with mCRC
Robust median OS improvements with STIVARGA demonstrated across a range of studies

STIVARGA’s tailored approach to dosing helps extend potential benefits for patients with mCRC
NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) recommend the following dose escalation schedule5,6

Regorafenib dose optimization study7

3L, third-line; BSC, best supportive care; CORRECT, COloRectal cancer treated with REgorafenib or plaCebo after failure of standard Therapy; CORRELATE, Safety and Effectiveness of Regorafenib in Routine Clinical Practice Settings; ReDOS, 
REgorafenib Dose Optimization Study.

*This study was designed to evaluate the primary endpoint of OS in 3 study arms: atezolizumab + cobimetinib, atezolizumab monotherapy, and regorafenib. The combination regimen of atezolizumab + cobimetinib failed to meet its primary endpoint of superior OS  
relative to regorafenib. The OS difference between the combination arm and the regorafenib arm was not statistically significant (P=0.9871).

† The study supporting the dose escalation schedule has not been reviewed by the FDA. The study was a randomised, phase 2, US-based trial, through the ACCRU (Academic and Community Cancer Research United) research network, that looked at the proportion of patients who 
completed 2 cycles of STIVARGA and initiated a third cycle (N=116).3 The efficacy of the alternative dosing schedule cannot be compared to the efficacy of other trials.7

‡Escalating dose regimen was 80 mg orally, once daily on days 1 through 7; 120 mg orally, once daily on days 8 through 14; 160 mg orally, once daily on days 15 through 21; followed by 7 days off therapy. Cycle 2 started at the last level dosed during Cycle 1.
§Standard dosing regimen was regorafenib 160 mg orally, once daily for 21 days, followed by 7 days off therapy.

NCCN makes no warranties of any kind whatsoever regarding their content, use or application and disclaims any responsibility for their application or use in any way.

Stivarga 40 mg film-coated tablets (Refer to full SmPC before prescribing.)
Composition: Active ingredient: 40 mg regorafenib. Excipients: Cellulose microcrystalline, croscarmellose sodium, magnesium stearate, povidone (K-25), silica (colloidal anhydrous), iron oxide red (E172), iron oxide yellow (E172), lecithin (derived from soya), macrogol 3350, 
polyvinyl alcohol (partly hydrolysed), talc, titanium dioxide (E171). Indication: As monotherapy for the treatment of adult patients with: 1. metastatic colorectal cancer (CRC) who have been previously treated with, or are not considered candidates for, available therapies. These 
include fluoropyrimidine based chemotherapy, an anti-VEGF therapy and an anti-EGFR therapy; 2. unresectable or metastatic gastrointestinal stromal tumors (GIST) who progressed on or are intolerant to prior treatment with imatinib and sunitinib; 3. hepatocellular carcinoma 
(HCC) who have been previously treated with sorafenib. Contraindications: Hypersensitivity to the active substance or any of the excipients. Warnings and Precautions: It is recommended to perform liver function tests before initiation of treatment and monitor closely 
(at least every 2 weeks) during the first 2 months of treatment. Thereafter, periodic monitoring should be continued at least monthly and as clinically indicated. Mild, indirect (unconjugated) hyperbilirubinaemia may occur in patients with Gilbert’s syndrome. Close monitoring 
of the overall safety is recommended in patients with mild or moderate hepatic impairment. Stivarga is not recommended for use in patients with severe hepatic impairment (Child-Pugh C). In cases of worsening infection events, interruption of Stivarga treatment should be 
considered. Blood counts and coagulation parameters should be monitored in patients with conditions predisposing to bleeding, and in those treated with anticoagulants or other concomitant medicinal products that increase the risk of bleeding. Patients with oesophageal 
varices should be evaluated and treated as per SOC/guidelines before starting treatment with Stivarga. Permanent discontinuation should be considered in the event of severe bleeding. Discontinuation of Stivarga is recommended in patients developing gastrointestinal 
perforation or fistulae. Patients with a history of ischaemic heart disease should be monitored for clinical signs and symptoms of myocardial ischaemia. In patients who develop cardiac ischaemia and/or infarction, interruption of Stivarga is recommended until resolution. The 
decision to restart Stivarga therapy should be based on careful consideration of the potential benefits/risks of the individual patient. Stivarga should be permanently discontinued if there is no resolution. In patients developing posterior reversible encephalopathy syndrome 
(PRES), discontinuation of Stivarga, along with control of hypertension and supportive medical management of other symptoms is recommended. Blood pressure should be controlled prior to initiation and during treatment and it is recommended to treat hypertension. In cases of 
severe or persistent hypertension despite adequate medical management, treatment should be temporarily interrupted and/or the dose reduced. In case of hypertensive crisis, Stivarga should be discontinued. For patients undergoing major surgical procedures it is recommended 
to interrupt treatment temporary for precautionary reasons, and to resume treatment based on clinical judgment of adequate wound healing. Management of hand-foot skin reaction (HFSR) may include the use of keratolytic creams and moisturizing creams for symptomatic 
relief. Dose reduction and/or temporary interruption, or, in severe or persistent cases, permanent discontinuation of Stivarga should be considered. It is recommended to monitor biochemical and metabolic parameters during treatment and to institute replacement therapy if 
required. Dose interruptions or reduction, or permanent discontinuation should be considered in case of persistent or recurrent significant abnormalities. In clinical trials, a higher incidence of HFSR, severe liver function test abnormalities and hepatic dysfunction was observed 
in Asian (in particular Japanese) patients treated with Stivarga compared with Caucasians. This medicinal product contains 55.8 mg sodium per daily dose of 160  mg, equivalent to 3% of the WHO recommended maximum daily intake of  2  g sodium for an adult. Each daily 
dose of 160 mg contains 1.68 mg of lecithin (derived from soya). There is insufficient data on patients who discontinued sorafenib therapy due to sorafenib-related toxicity or only tolerated a low dose (< 400 mg daily) of sorafenib. Undesirable effects: Very common: infection,|| 
thrombocytopenia, anaemia, decreased appetite and food intake, haemorrhage,|| hypertension, dysphonia, diarrhoea, stomatitis, vomiting, nausea, hyperbilirubinaemia, increase in transaminases, HFSR, rash, asthenia/fatigue, pain, fever, mucosal inflammation, weight loss. 
Common: leucopenia, hypothyroidism, hypokalaemia, hypophosphataemia, hypocalcaemia, hyponatraemia, hypomagnesaemia, hyperuricaemia, dehydration, headache, tremor, peripheral neuropathy, taste disorders, dry mouth, gastro-oesophageal reflux, gastroenteritis, 
alopecia, dry skin, exfoliative rash, muscle spasms, proteinuria, increase in amylase, increase in lipase, abnormal International normalized ratio. Uncommon: hypersensitivity reaction, myocardial infarction, myocardial ischaemia, hypertensive crisis, gastrointestinal perforation,|| 

gastrointestinal fistula, pancreatitis, severe liver injury,|| nail disorder, erythema multiforme. Rare: keratoacanthoma/squamous cell carcinoma of the skin, PRES, Stevens-Johnson syndrome, toxic epidermal necrolysis.
||Fatal cases have been reported.
Classification for supply: Medicinal product subject to restricted medical prescription. 
Marketing Authorisation Holder: Bayer AG, D-51368 Leverkusen, Germany
Date of the underlying Prescribing Information: June 2018

REFERENCES: 1. Grothey A, Van Cutsem E, Sobrero A, et al; for the CORRECT Study Group. Regorafenib monotherapy for previously treated metastatic colorectal cancer (CORRECT): an international, multicentre, randomised, placebo-controlled, phase 3 trial. 
Lancet. 2013;381(9863):303-312. 2. Li J, Qin S, Xu R, et al; on behalf of the CONCUR Investigators. Regorafenib plus best supportive care versus placebo plus best supportive care in Asian patients with previously treated metastatic colorectal cancer (CONCUR): 
a randomised, double-blind, placebo-controlled, phase 3 trial. Lancet Oncol. 2015;16(6):619-629. 3. Bendell J, Ciardiello F, Tabernero J, et al. Efficacy and safety results from IMblaze370, a randomised phase III study comparing atezolizumab+cobimetinib and 
atezolizumab monotherapy vs regorafenib in chemotherapy-refractory metastatic colorectal cancer. Ann Oncol. 2018;29(suppl 5). doi:10.1093/annonc/mdy208.003. Abstract LBA-004. 4. Ducreux M, Petersen LN, Öhler L, et al; CORRELATE Investigators. Safety 
and effectiveness of regorafenib in patients with metastatic colorectal cancer in routine clinical practice: final analysis from the prospective, observational CORRELATE study. Poster presented at: European Society for Medical Oncology (ESMO) 20th World 
Congress on Gastrointestinal Cancer; June 20-23, 2018; Barcelona, Spain. 5. Referenced with permission from the NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Rectal Cancer V.2.2018. © National Comprehensive Cancer Network, 
Inc. 2018. All rights reserved. Accessed July 13, 2018. To view the most recent and complete version of the guideline, go online to NCCN.org. 6. Referenced with permission from the NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Colon 
Cancer. V.2.2018. © National Comprehensive Cancer Network, Inc. 2018. All rights reserved. Accessed July 13, 2018. To view the most recent and complete version of the guideline, go online to NCCN.org. 7. Bekaii-Saab TS, Ou F-S, Anderson DM, et al. 
Regorafenib dose optimization study (ReDOS): a randomized phase II trial to evaluate dosing strategies for regorafenib in refractory metastatic colorectal cancer (mCRC)—an ACCRU Network study. Poster 
presented at: American Society of Clinical Oncology (ASCO) 2018 Gastrointestinal Cancers Symposium; January 18-20, 2018; 
San Francisco, CA.

STIVARGA dose escalation approach based on ReDOS5-7†

Median OS results across phase 3 clinical trials1-3

Median OS results from phase 4 CORRELATE study4

Cycle 1 Cycle 2

Week 1 2 3 4 1

Once-daily 
dose

80 mg 120 mg 160 mg

Dosing-free interval Last dose from 
Cycle 1

STIVARGA  + BSC

Placebo + BSC

8.8
6.3

Hazard Ratio (95% Cl)

Median OS (months)

0.55 (0.395-0.765)

8.5
7.1

Atezolizumab + cobimetinib

STIVARGA 

Atezolizumab

CONCUR
Randomised phase 3 trial

STIVARGA  + BSC

Placebo + BSC

6.4
5.0

0.77 (0.64-0.94)CORRECT
Randomised phase 3 trial

IMblaze370*
Randomised phase 3 trial 1.19 (0.83-1.71)

8.9
1.00 (0.73-1.38)

0 5 10

7.6STIVARGA 

8.8

Median OS (months)

CORRELATE
Phase 4 observational trial

0 5 10

The data presented above are illustrative in nature and do not attempt to compare cross trials.

ACT IN TIME in metastatic colorectal cancer (mCRC)
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