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Renal cell carcinomaRenal cell carcinomaRenal cell carcinomaRenal cell carcinoma
EPIDEMIOLOGY in PolandEPIDEMIOLOGY in PolandEPIDEMIOLOGY in PolandEPIDEMIOLOGY in Poland

• 1.9% of all cancer cases worldwide

• National Cancer Registry Data 2016 (recent):

- number of new cases per year: 3,134 men and 2,000 women

- number of deaths per year: 1,682 men and 955 woman

• Standing increasing rates of 2-3%/year

• 30% of patients have distant metastases at initial diagnosis

• And next 50%, within 3 years



Personalized medicine/healthcare Personalized medicine/healthcare Personalized medicine/healthcare Personalized medicine/healthcare ––––
the most important ”step” to achieve the our goalthe most important ”step” to achieve the our goalthe most important ”step” to achieve the our goalthe most important ”step” to achieve the our goal

• Personalized medicine/healthcare is associated with the adaptation of 
the therapeutic procedure and methods of prevention to each patient. An 
individual approach increases the effectiveness, efficiency and safety of individual approach increases the effectiveness, efficiency and safety of 
the therapy and the chance of complete cure.



Personalization Personalization Personalization Personalization ---- treatment of kidney cancertreatment of kidney cancertreatment of kidney cancertreatment of kidney cancer

• Step 1.Staging the disease.

• Step 2. The prognostic group of patients.

• Step 3. Factors that are related to the patient.

• Step 4. Potential biomarkers that are related to cancer.• Step 4. Potential biomarkers that are related to cancer.

• Step 5. Patient’s choice.



Step 1.

Staging the disease.



Potential Methods of Treatment Kidney CancerPotential Methods of Treatment Kidney CancerPotential Methods of Treatment Kidney CancerPotential Methods of Treatment Kidney Cancer

1. Surgical treatment

- radical nephrectomy / nephron–sparing surgery (NSS)

- metastasectomy

2.  Radiotherapy2.  Radiotherapy

3. Systemic treatment

- immunotherapy �

- molecular-targeted treatment �



Surgical treatmentSurgical treatmentSurgical treatmentSurgical treatment

Nephrectomy should be performed on patients even in

the case of metastatic disease (unless there are

contraindications):contraindications):

total nephrectomy or nephron–sparing surgery (NSS)



Surgical treatmentSurgical treatmentSurgical treatmentSurgical treatment

Metastasectomy, even in the case of advanced kidney cancer which can

prolong survival: 

- resection of single metastases

- metastasectomy of numerous metastases to lungs, liver and other- metastasectomy of numerous metastases to lungs, liver and other

organs, but "radical", not cytoreduction



Radiotherapy in the treatment of RCCRadiotherapy in the treatment of RCCRadiotherapy in the treatment of RCCRadiotherapy in the treatment of RCC

Radiotherapy in RCC:

- irradiation of CNS metastases

- irradiation of skeletal metastases



Systemic treatmentSystemic treatmentSystemic treatmentSystemic treatment

The importance of choosing the 1st line of treatment













Step 2. The prognostic group of patients.



«Ideal» Prognostic scale

• Easy to use

• Correctly identifies groups of patients with different results

• Useful in informing patients

• Useful for making a therapeutic decision



Prognostic scale: MSKCCPrognostic scale: MSKCCPrognostic scale: MSKCCPrognostic scale: MSKCC
((((Memorial Sloan Kettering Cancer CenterMemorial Sloan Kettering Cancer CenterMemorial Sloan Kettering Cancer CenterMemorial Sloan Kettering Cancer Center))))
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5 risk factors
• KPS <80

• Time from diagnosis to IFN-α <1 year

• Low serum haemoglobin 

• High corrected calcium (>2.5 mmol/L)

• High LDH (>1.5× ULN)

N= 463

Motzer et al. J Clin Oncol. 1999
Time from Start of IFN-α, years
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Motzer et al. J Clin Oncol. 2002

• High LDH (>1.5× ULN)



Prognostic scale: Heng's criteria (IMDC)
(The International Metastatic Renal Cell Carcinoma Database Consortium)

Heng et al. J Clin Oncol. 2009



0 risk factors

1 – 2 risk factors

3 – 6 risk factors

Prognostic scale: : : : Heng's criteria (IMDC)(IMDC)(IMDC)(IMDC)

N= 645

Heng et al. J Clin Oncol. 2009

N= 645



Prognostic scale: Heng's criteria (IMDC)Prognostic scale: Heng's criteria (IMDC)Prognostic scale: Heng's criteria (IMDC)Prognostic scale: Heng's criteria (IMDC)

43 months

23 months

0 risk factors: Favorable 

43 mo

N= 849

1-2 risk factors:Intermediate

23 mo3-6 risk factors: Poor

8 mo

Heng et al. Lancet Oncol. 2013



Parameters of different modelsParameters of different modelsParameters of different modelsParameters of different models

Risk Factors Assessed MSKCC 

Model

French 

Model

CCF 

Model

IKCWG

Model

CCF Model 

(2)

IMDC

Model

KPS or ECOG PS √ √ √ √ √
Time from diagnosis to treatment √ √ √ √ √
Time from diagnosis to metastasis √
Previous immunoTx or RTx √ (RTx) √ (ImmunoTx)

Number of metastatic sites √ √ √
Liver metastasis √

C
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Liver metastasis √
Haemoglobin concentration √ √ √ √
Calcium concentration √ √ √ √ √
Neutrophil count √ √
Platelet count √ √
LDH concentration √ √ √
White blood cell count √
Alkaline phosphatase √

B
io

lo
gi

ca
l

Motzer RJ et al. J Clin Oncol. 2002;20:289-296;Negrier S et al. Ann Oncol. 2002;13:1460-1468; Mekhail T et al. J Clin Oncol. 2005;23:832-841; Manola J

et al. Clin Cancer Res. 2011;17:5443-5450.; Choueiri TK et al. Cancer.  2007;110:543-550.;  Heng DY et al. J Clin Oncol. 2009;27:5794-5799.

Table modified from Heng et al. Lancet Oncol. 2013



1st line treatment of metastatic renal cell carcinoma/Poland/favourable 

and intermediate group



The number of patients enrolled in clinical practice The number of patients enrolled in clinical practice The number of patients enrolled in clinical practice The number of patients enrolled in clinical practice ---- 1st 1st 1st 1st 
line treatmentline treatmentline treatmentline treatment

• Sunitinib: 6,519 patients

• Pazopanib: 919 patients

• Median follow-up: 40.4 months







VEGF receptor inhibitors may improve overall survival and objective VEGF receptor inhibitors may improve overall survival and objective VEGF receptor inhibitors may improve overall survival and objective VEGF receptor inhibitors may improve overall survival and objective 
response rate when used before nivolumabresponse rate when used before nivolumabresponse rate when used before nivolumabresponse rate when used before nivolumab

Objective response rate Forest plot by prior therapy1

Nivolumab objective response rate was 28% following pazopanib 

(95% CI: 20–37) and 23% following sunitinib (95% CI: 18–28)
OS with prior sunitinib1 OS with prior pazopanib1

OS with nivolumab was 23.6 months (95% CI, 20.4–28.1) with prior sunitinib and NE 

(95% CI, 19.7–NE) with prior pazopanib1

Nivolumab is effective in aRCC patients previously treated with antiangiogenic agents such as sunitinib and 

pazopanib1

aRCC, advanced renal cell carcinoma; CI, confidence interval; HR, hazard ratio; IL, interleukin; NE, not evaluable; NR, not reached; ORR, objective response rate; OS, overall survival; VEGF, vascular 

endothelial growth factor

1. Escudier B, et al. Eur Urol 2017;72(6):962–971.



1L pazopanib may improve 2L immunotherapy 1L pazopanib may improve 2L immunotherapy 1L pazopanib may improve 2L immunotherapy 1L pazopanib may improve 2L immunotherapy 
response in a/mRCC response in a/mRCC response in a/mRCC response in a/mRCC 

• Pazopanib has a range of immunomodulatory effects:

Reduction in immunosuppressive cell types after 

pazopanib or sunitinib treatment1

Altered amounts and types of cells within tumor

environment1,2

Altered amounts and types of cells within tumor

environment1,2

Prevent immunosuppression and increase T cell 

toxicity

Prevent immunosuppression and increase T cell 

toxicity

Increase in PD-L1 expression in the immune 

component3

Increase in PD-L1 expression in the immune 

component3

May facilitate 2L therapeutic targeting by 

presenting more binding sites

May facilitate 2L therapeutic targeting by 

presenting more binding sites

1L, first line; 2L, second line; aRCC, advanced renal cell carcinoma; D, day; FACS, fluorescence-activated cell sorting; IFN, interferon; mRCC, metastatic 
renal cell carcinoma; NS, not significant; PD-L1, programmed cell death ligand 1; VEGF, vascular endothelial growth factor

1. Oudard S et al. Presented at: 2015 ECCO-ESMO meeting; 25-29 Sept 2015; Vienna, Austria. Abstract 433. 2. Khurhana KK et al. Poster presented at the 2013 ASCO meeting; May 31-June 4, 2013; 

Chicago, IL. Abstract 455. 3. Powles T, et al. JAMA Oncol 2016;2(10):1303–1309.4. Escudier B, et al. Eur Urol 2017;72(6):962–971. 

Enhanced response of 2L immunotherapy in a/mRCC may be due to 

an immuno-conditioning class effect of VEGF receptor inhibitors

Restoration of anti-tumor immunity after

pazopanib treatment2

componentcomponent presenting more binding sitespresenting more binding sites

In patients with aRCC, there is a trend toward 

better outcomes with 2L nivolumab when 

pazopanib is used first, in comparison with using 

sunitinib first4

In patients with aRCC, there is a trend toward 

better outcomes with 2L nivolumab when 

pazopanib is used first, in comparison with using 

sunitinib first4

May condition a tumor environment for better 2L 

responses

May condition a tumor environment for better 2L 

responses



1st 1st 1st 1st linelinelineline treatmenttreatmenttreatmenttreatment of of of of metastaticmetastaticmetastaticmetastatic renalrenalrenalrenal cellcellcellcell
carcinoma/Poland/carcinoma/Poland/carcinoma/Poland/carcinoma/Poland/poorpoorpoorpoor groupgroupgroupgroup

Overall survival (months):

- Interferon                                7,3- Interferon                                7,3

- Temsirolimus 10,9 (HR for death, 0.73; 95%, [CI], 0.58 to 0.92; p=0.008)

- Inteferon + Temsirolimus 8,4

HudesHudesHudesHudes G, Carducci M, G, Carducci M, G, Carducci M, G, Carducci M, TomczakTomczakTomczakTomczak P P P P iiii wspwspwspwsp. . . . TemsirolimusTemsirolimusTemsirolimusTemsirolimus, interferon , interferon , interferon , interferon alfaalfaalfaalfa, or , or , or , or 

both for advanced renalboth for advanced renalboth for advanced renalboth for advanced renal----cell carcinoma. N cell carcinoma. N cell carcinoma. N cell carcinoma. N EnglEnglEnglEngl J Med (2007); 356(22): 2271J Med (2007); 356(22): 2271J Med (2007); 356(22): 2271J Med (2007); 356(22): 2271----2281.2281.2281.2281.



Step 3. Factors that are related to the patient.Step 3. Factors that are related to the patient.



Randomization 
1:1

N=1110

Pazopanib

800 mg 1xper day

Pazopanib

800 mg 1xper day

COMPARZ study

The main inclusion criteria

Advanced  RCC

clear cell histology

no systemic treatment

target lesion (RECIST 1.0)

KPS ≥ 70

1. Motzer R, et al. ESMO 2012 oral presentation; abstract LBA8_PR.

Sunitinib
50 mg 

4/2 weeks

KPS ≥ 70



Hair color change

Weight loss

Increase ALT

Alopecia

Pain in the epigastrium

Wzrost stężenia AST

Fatigue

Rash

Pain in the limbs

Constipation

Disorder of taste

Increase LDH

The Relative Risk of Incidence of Adverse Events

RR (95% CI)

Side effects*

Increase LDH

Increase in creatinine

Peripheral edema

Hand-foot syndrome

Dyspepsia

Fever

Leucopenia

Hypothyroidism

Epistaxis

Increase TSH

Inflammation of mucous membranes

Neutropenia

Anemia

Thrombocytopenia

Favors pazopanib Favors sunitinib

1. Motzer R, et al. ESMO 2012 oral presentation; abstract LBA8_PR. log10 scale



Increased activity of liver enzymes (≤35%)1

laboratory values

Increased activity of 

liver enzymes,* %
Pazopanib (n=554) Sunitinib (n=548)

All grades Grade 3/4 All grades Grade 3/4

ALT 60 15/2 43 4/<1

AST 61 11/1 60 3/0

Bilirubin 36 3/<1 27 2/<1

Albumin 33 <1/0 42 2/0

Creatinine 32 <1/0 46 <1<1Creatinine 32 <1/0 46 <1<1

Hyperglycaemia 54 5/0 57 4/<1

Motzer R, et al. ESMO 2012 oral presentation; abstract LBA8_PR.



Haematologic toxicity (≥35%)1

Haematologic toxicity,

* %

Pazopanib (n=554) Sunitinib (n=548)

All grades Grade 3/4 All grades Grade 3/4

Anemia 31 1/<1 60 6/1

Neutropenia 37 4/<1 68 19/1

Thrombocytopenia 41 3/<1 78 18/4

Lymphocytopenia 38 5/0 55 14/<1

Leucopenia 43 1/0 78 6/0Leucopenia 43 1/0 78 6/0

Motzer R, et al. ESMO 2012 oral presentation; abstract LBA8_PR.



Step 4. Potential biomarkers, related to cancer.



Prognostic versus predictive biomarkers

Predictive Biomarkers

Biomarkers identify patients who can 

benefit from individual treatment 

Prognostic Biomarkers

Biomarkers classify patients into groups 

with good, intermediate or poor benefit from individual treatment 

regimens

with good, intermediate or poor 

prognosis, regardless of the type of 

therapy



Potential biomarkers under evaluationPotential biomarkers under evaluationPotential biomarkers under evaluationPotential biomarkers under evaluation

Candidate Biomarker Prospective Studies in RCC

PD-L1 expression • Nivolumab vs everolimus

• Atezolizumab

• Pazopanib vs sunitinib

VEGFR-1 polymorphisms • BevacizumabVEGFR-1 polymorphisms • Bevacizumab

• Axitinib vs sunitinib

IL-8 polymorphisms • Pazopanib

• Sunitinib

PBRM1, SETD2, BAP1, or KDM5C 

mutation in chromatin-modifying

genes

• Everolimus vs sunitinib

High circulating IL-18 levels • Everolimus vs sunitinib



The development of genomics and advanced multiplatform technology can lead to the The development of genomics and advanced multiplatform technology can lead to the The development of genomics and advanced multiplatform technology can lead to the The development of genomics and advanced multiplatform technology can lead to the 
personalization of therapy and the new classification of kidney cancerspersonalization of therapy and the new classification of kidney cancerspersonalization of therapy and the new classification of kidney cancerspersonalization of therapy and the new classification of kidney cancers

Reprinted with permission from The University of Texas MD Anderson Cancer Center. 

https://pct.mdanderson.org/#/. Accessed March 15, 2017.  

Prognostic Markers

Markers predictive of drug

sensitivity/resistance

Markers predictive of

adverse events

Molecular Profiling



Step 5. Patient’s choice.



The The The The increaseincreaseincreaseincrease in the in the in the in the numbernumbernumbernumber of of of of patientspatientspatientspatients and and and and theirtheirtheirtheir familiesfamiliesfamiliesfamilies participatingparticipatingparticipatingparticipating
in online "in online "in online "in online "diseasediseasediseasedisease" " " " communitiescommunitiescommunitiescommunities
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Batzel P ESMO 2016



Understanding and adapting the "language" to the Understanding and adapting the "language" to the Understanding and adapting the "language" to the Understanding and adapting the "language" to the 
patientpatientpatientpatient

Patient's Doctor's Patient's 

language
Doctor's 

language
Combined language

Batzel P ESMO 2016



When the patients have not received enough information from the When the patients have not received enough information from the When the patients have not received enough information from the When the patients have not received enough information from the 
doctor……….doctor……….doctor……….doctor……….

• Patients are looking for information online ...... 

GGooooggllee

Fallowfield DL ESMO 2016

Stec R 2018



• Information changes every day

• A lot of information is helpful

• Some information is harmless

• Some information is dangerous or 
false

GGooooggllee searchsearchsearchsearch

false

Stec R 2018



Randomization
Choosing a patient for 

further treatment
n=169

Sunitinib
50 mg 4/2,

Pazopanib

800 mg/per day, 

10 wk.

Pazopanib

800 mg/per day, 

10 wk.

Pazopanib

800 mg/per day, 10 

Pazopanib

800 mg/per day, 10 

Sunitinib
50 mg 4/2,

10 wk.

PISCES studyPISCES studyPISCES studyPISCES study

2-week washout Period 2Period 1 End of the 

study

50 mg 4/2,
10 wk.

800 mg/per day, 10 

wk.

800 mg/per day, 10 

wk.

• 1:1 randomization

• Both drugs were encapsulated

• Patients treated with sunitinib received placebo in 2 weeks without treatment

Time (weeks)

0 12 2210

Double blinding

1. ClinicalTrials.gov. NCT01064310. 



Primary Endpoints: Patient’s preferences in the PISCES Study
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90% CI (for difference): 37.0-61.5; p<0.001
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70%

(n=80)

22%

(n=25)

8%

(n=9)

1. Escudier B, et al. ASCO 2012 oral presentation; abstract 4502.



Factors associated with the choice of treatment:Factors associated with the choice of treatment:Factors associated with the choice of treatment:Factors associated with the choice of treatment:

Better QoL

Less fatigue

Smaller changes in taste

Less pain in mouth/throat

Less nausea/vomiting

47

Less pain in hand/foot

Reduced loss of appetite

Less abdominal pain

Less diarrhea

Smaller changes in the color of hair

Other

Pazopanib preferred (n=80)

Sunitinib preferred (n=25)

Number of patients

0 20 40 60 80

1. Escudier et al. J Clin Oncol 2014;32:1412–8.



Less fatigue

The most important single factor affecting patient The most important single factor affecting patient The most important single factor affecting patient The most important single factor affecting patient 
selectionselectionselectionselection

Less nausea/vomiting

Reduced hand-foot syndrome

No single factor

Less mucositis 

5 10 15 20 2548

Smaller changes in taste

Increasedr appetite

Less abdominal pain

Less diarrhea

Smaller changes in color of hair

Unreported

Pazopanib preferred (n=80)

Sunitinib preferred (n=25)

Number of patients

0

1. Cella et al. ESMO 2012;Abstract 792PD (Poster).



Doctor's preferences regarding drugs used in the study 
(primary analysis)1
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Doctor's preferences are extremely important because they also include side 

effects that are not noticed by patients

R
e

sp
o

n
d

e
n

ts
 (

%
)

Escudier B, et al. ASCO 2012 oral presentation; abstract 4502.



Take home massageTake home massageTake home massageTake home massage

• Step 1.Staging the disease.

• Step 2. The prognostic group of patients.

• Step 3. Factors that are related to the patient.

• Step 4. Potential biomarkers that are related to cancer.• Step 4. Potential biomarkers that are related to cancer.

• Step 5. Patient’s choice.



Are we ready for a new standard?Are we ready for a new standard?



Escudier, et al. Ann Oncol. 2019, doi.org/10.1093/annonc/mdz056



Setting Risk group Standard Option

First line

Good risk

Sunitinib [I,A]

Bevacizumab + IFN-α [I,A]

Pazopanib [I,A]

Tivozanib [IIA}

High-dose IL2 [III,B]

Bevacizumab + 
low-dose IFN-α [III,B]

Intermediate/Poor risk Nivolumab + Ipilimumab [I,A]

Cabozantinib [II,A]/Cabozantinib [II,C]

Sunitinib [I,B]/Sunitinib [II,C]

Pazopanib [I,B]/Pazopanib [II,C]

Tivozanib [II,B]/Temsirolimus [I,C]

Bevacizumab + IFN-α [II,C]/----------

Second line

Post TKI

Nivolumab [I,A, MCBS 5]

Cabozantinib [I,A, MCBS 3]

Tivozanib [II,C, MCBS 1]

Axitinib [II,B]

Everolimus [II,B]

Levantinib + Everolimus [II,B, MCBS 4]

Post Any TKI [IV,C]

Guidelines for treatment of mRCC Guidelines for treatment of mRCC Guidelines for treatment of mRCC Guidelines for treatment of mRCC ---- ESMO 2019ESMO 2019ESMO 2019ESMO 2019

Post 

Nivolumab + Ipilimumab 
----------------------------

Any TKI [IV,C]

Levantinib + Everolimus [IV,C, MCBS 4]

Third line

First line - TKI

Second line - Nivolumab 

Cabozantynib [IV,B]
Axitibib [II,B]

Everolimus [V,C]

First line - TKI

Second line - Cabozantinib

Nivolumab [II,B, MCBS 5] Axitibib [V,C]

Everolimus [V,C]

First line - TKI

Second line - TKI

Cabozantinib [I,A]

Nivolumab [I,A, MCBS 5]
Everolimus [V,C]

First line - Nivolumab + 
Ipilmumab

Second line - TKI

Nivolumab [V,A]
Another TKI [V, C]

Everolimus [V,C]

Escudier, et al. Ann Oncol. 2019, doi.org/10.1093/annonc/mdz056



And………………….





















ConclusionConclusionConclusionConclusion

Sunitinib alone was not inferior to nephrectomy followed by sunitinib in 
patients with metastatic renal-cell carcinoma who were in the MSKCC 
intermediate - risk or poor-risk groups.intermediate - risk or poor-risk groups.

But ……………….. due to some doubts, we should abstain from the final
announcement of the standard!



Wyzwania onkologii 
spersonalizowanej

łącznie z II Turniejem Oddziałów Onkologii Klinicznej 

II Ogólnopolska Konferencja Naukowa 
organizowana pod Patronatem Czasopisma

Nie można wyświetlić obrazu. Na komputerze może brakować pamięci do otwarcia obrazu lub obraz może być uszkodzony. Uruchom ponownie komputer, a następnie otwórz plik ponownie. Jeśli czerwony znak x nadal będzie wyświetlany, konieczne może być usunięcie obrazu, a następnie ponowne wstawienie go.

spersonalizowanej
i interdyscyplinarnej

10-11 maja 2019 roku, Warsaw Plaza Hotel, ul. Łączyny 5, 02-820 Warszawa



Kontakt: drrafals@wp.plKontakt: drrafals@wp.plKontakt: drrafals@wp.plKontakt: drrafals@wp.pl

Thank you for your attention


