
Giornate Formative Progetto Regione Veneto 

Padova, 02 dicembre 2015 

 

La clinica ed il valore delle terapie  

nel carcinoma colo-rettale 

 
 

 
 

Sara Lonardi 
SS Neoplasie colo-rettali, UOC Oncologia Medica 1 

Istituto Oncologico Veneto – IRCCS, Padova 



• Ai sensi dell’art. 3.3 sul Conflitto di Interessi, pag. 18, 19 
dell’Accordo Stato-Regione del 19 aprile 2012, dichiaro che negli 
ultimi due anni ho avuto i seguenti rapporti anche di finanziamento 
con soggetti portatori di interessi commerciali in campo sanitario: 

– Roche 

– Amgen 

– Lilly 

– Bayer 

– Sanofi 

– Merck 

2 

Relazioni con soggetti portatori di interessi commerciali in 
campo sanitario 



J Clin Oncol, 1992 

CALGB/S

WOG    

       80405 

 

Colorectal Cancer:  

20 Years after meta-analysis 1992 

    

CALGB/SWOG 80405 



Molecular landscape of cancer 

Hanahan & Weinberg Cell 2011 



BRAF as druggable target 

 
 Encorafenib+Cetuximab+/-BYL 719 (PI3K inib.) 

 (R. Van Geel et al. abst. 3514) 

 Dabrafenib+Panitumumab+/- Trametinib 

 (JC Bendell et al. abst. 3515) 

   Vemurafenib+Irinotecan+Cetuximab 

 (DS Hong et a. abst. 3516) 

   Dabrafenib+Trametinib 

 (RB Corcoran et al. abst. 3517) 

   Vemurafenib+/-Cetuximab 

       (J. Tabernero et al. abst. 3518) 







  

Very promising 

combinations but… 

 

these drugs cost too much 



  

Robert Langreth Nov 25, 2014 1:05 PM Bloomberg News  



  

  

   Unsustainable 



  

  

   Unsustainable (adj): not able to be 

maintained or supported in the future, 

esp. without causing damage or depletion 

of a resource. 

          - Dictionary.com’s 21st Century Lexicon 



   

 

 
           Value  ≠ Benefit 
            



   

 

    Benefit 

           Value  ≈  --------------------- 

                     Cost 



Clinical benefit 

 

 
EFFICACY    TOXICITY CONVENIENCE 



Clinical benefit 

 

 
EFFICACY    TOXICITY CONVENIENCE 

Setting    - curative vs palliative  

    - prognosis within palliative 

 

Endpoint 

   

 

Size     

 



Increase in median OS for different HR  

as a function of prognosis 

    MST      Increase in median values as a function of HR 

in control 

   0.9 0.8 0.7 0.6 0.5 0.4 
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   24           2.6         6         10        16        24       36 
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Clinical benefit 

 

 
EFFICACY    TOXICITY CONVENIENCE 

Setting    - curative vs palliative  

    - prognosis within palliative 

 

Endpoint   - type 

    - ways to summarize the efficacy endpoint 

 

Size     

 



P
ro

b
ab

ili
ty

 o
f 

Su
rv

iv
al

 (
%

) 

0.0 

0.1 

0.2 

0.3 

0.4 

0.5 

0.6 

0.7 

0.8 

0.9 

1.0 

0.0 

0.1 

0.2 

0.3 

0.4 

0.5 

0.6 

0.7 

0.8 

0.9 

1.0   

Time 

c 

d 

e 

a b 

1. HR  (Cox model) 

2.    Gain in median OS (a        b) 

3.    Absolute increase in OS (c        d) at 2-3 years 

4.    Proportional increase in OS (ce/de) at 2-3 years 
                    

The 4 ways to interpret OS curves 



Clinical benefit 

 

 
EFFICACY    TOXICITY CONVENIENCE 

Setting    - curative vs palliative  

    - prognosis within palliative 

 

Endpoint   - type 

    - ways to summarize the efficacy endpoint 

 

Size    - extent of efficacy 

     

 



  CRITERIA NUMBER OF POSITIVE TRIALS 

Prognosis N of Hazard gain  Hazard gain  "either" "both" 

in control  trials Ratio in OS Ratio in OS parameter prameters 

< 9 mo 9 0,70 2 mo 4 5 5 4 

9-12 mo 8 0,75 2,5 mo 5 4 5 4 

12-18 mo 9 0,75 3 mo 4 5 6 3 

>18 mo 17 0,80 3,5 mo 4 7 7 4 

TOT 43   17 21 23 15 

N. of trials meeting the low required benefit for MCBS  
out of 43 pivotal randomized studies analyzed.  
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Prognosis N of Hazard gain  Hazard gain  "either" "both" 

in control  trials Ratio in OS Ratio in OS parameter prameters 
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N. of trials meeting the high required benefit for MCBS  
out of 43 pivotal randomized studies analyzed.  

 
 
 

  CRITERIA NUMBER OF POSITIVE TRIALS 

Prognosis N of Hazard gain  Hazard gain  "either" "both" 

in control  trials Ratio in OS Ratio in OS parameter prameters 

< 9 mo 9 0,60 3 mo 1 3 3 1 

9-12 mo 8 0,65 4 mo 0 1 1 0 

12-18 mo 9 0,65 5 mo 1 0 1 0 

>18 mo 17 0,70 6 mo 2 2 3 1 

TOT 43   4 6 8 2 



N. of trials meeting the high required benefit for MCBS  
out of 43 pivotal randomized studies analyzed.  

 
 
 

  CRITERIA NUMBER OF POSITIVE TRIALS 

Prognosis N of Hazard gain  Hazard gain  "either" "both" 

in control  trials Ratio in OS Ratio in OS parameter prameters 

< 9 mo 9 0,60 3 mo 1 3 3 1 

9-12 mo 8 0,65 4 mo 0 1 1 0 

12-18 mo 9 0,65 5 mo 1 0 1 0 

>18 mo 17 0,70 6 mo 2 2 3 1 

TOT 43   4 6 8 2 

Temsirolimus-kidney  vs IFN 

Ipilimumab-melanoma  

Cetuximab-colon vs BSC 

Abiraterone-prostate  vs pred 

Enzalutamide-prostate  vs BSC 

Tdm1-breast vs cape lapatinib 

Cetuximab-head and neck vs RT 

Bevacizumab-ovarian  vs carbotaxol  

 

Cetuximab-colon 

Bevacizumab-ovarian 

 



Proportional Impact on Magnitude of OS Benefit 

Achieved Across Lines of Therapy 

aKRAS WT subset; P value = not significant. 
bKRAS WT subset; P value = significant. 

1. Saltz LB, et al. J Clin Oncol. 2008;26(12):2013-2019; 2. Douillard, J-Y, et al. J Clin Oncol. 2010;28(31):4697-4705; 3. Van Cutsem E, et 
al. J Clin Oncol. 2011;29(15): 2011 -2019; 4. Van Cutsem E, et al. J Clin Oncol. 2012;30(28):3499-3506; 5. Bennouna J, et al. Lancet 

Oncol. 2013;14(1):29-37; 6. Giantonio BJ, et al. J Clin Oncol. 2007;25(12)1539-1544; 7. Peeters M, et al. J Clin Oncol . 2010;28:4706-
4713; 8. Grothey A, et al. Lancet. 2013;381:303-312. Van Cutsem E, et al. ESMO 2014 
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Sobrero et al. Clin Cancer Res 2014: 

Medium threshold for minimal clinically meaningful outcome 

OS HR: 0.75, mOS +4 months 



Cherny et al, Ann oncol 2015 



Cherny et al, Ann oncol 2015 



Clinical benefit 

 

 
EFFICACY    TOXICITY CONVENIENCE 

- Toxic deaths  

- Hospitalization rate 

- Impact on QOL 

- % grade 3-4 of symptomatic toxicity 

- Need for growth factors 



   

 

    Benefit 

           Value  ≈  --------------------- 

                     Cost 



  

Courtesy L. Saltz, ASCO Annual Meeting Plenary Session 2015 
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Pembrolizumab 

 2 mg/kg 

 

← $14,500 
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(Redbook online): $51.792 / mg 
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$51.792  x 10 mg/kg x 75 kg x 26 doses/year = 

 

 

 

$1,009,944 per patient / per year 

 

 

 

Selection of 2015 ASCO abstracts 

using Pem 10 mg/kg q 2 wks: 

 

abstract # 4010 (esophageal ca) 

abstract # 5510 (ovarian ca) 

abstract # 7502 (Small cell Lung ca) 

abstract # 8035 (non-small cell lung ca) 

abstract # 9040 (melanoma) 



 

 So why are these prices so high? 

 

 

 



Do we need prices this high to drive 

innovation? 

• Consider sofosbuvir (Sovaldi®) for Hep C: 

 

– Invented by a university faculty member, much of whose 

initial work was federally funded 

 

– Inventor founded company which forecast charging 

$36,000 per course.  

 

– A second company bought the drug for $11 billion, then 

marketed it at $84,000 per course  

    (Recouped full investment in first year of sales)  

 

 
 

 

Avron J.  N Eng J Med 2015:372 (20): 1877-9. 

Bach P:  Forbes.com  http://www.forbes.com/sites/matthewherper/2014/10/23/could-high-drug-prices-be-bad-for-innovation/ 



New Drug or “Me Too” Drug… 

…Is Cost related to Innovation? 

• 51 drugs approved for 63 indications in 2009-
2013 
 

 21 (41%) novel mechanisms of action 

 30 (59%) next in class 
 

 Median price per year:   

 - Novel mechanism:  $116,100 

 - Next in class:    $119, 765 
                  (P=.42) 
 

 

 
Mailankody, Prasad: JAMA Oncol. Published online  

April 02, 2015. doi:10.1001/jamaoncol.2015.0373 



Mailankody S, Prasad V: JAMA Oncol.  

Published online  April 02, 2015 

  

Is Cost related to efficacy? 

Drug Price vs % Improvement in Survival 

 

 
“Our results suggest that current pricing models are not 

rational but simply reflect what the market will bear.” 

No significant relationship  

between cost and the  

% improvement in PFS or OS 

 

 

PFS   R2 = 0.132   

OS     R2 = 0.165 



Do prices reflect development costs? 

Does competition bring down those prices?   

 
Not for Gleevec:  

 

 

Since entering the market, 

U.S. price has steadily 

risen and nearly tripled…. 

…… despite entry of new 

drugs and an expanding 

market with new indications. 

Gleevec Tablet
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Is a year of life priceless? 

The market has already set a price tag on an 

additional year of life…. 

 

Howard DH, Bach PB, Berndt ER, Conti RM:  

J Economic Perspectives 2015; 29 (1):139-62. 

…..and it goes up each year (inflation-adjusted) by $8500 

Approximate cost to gain one year of life in 2014:    $224,000  



Conclusions: 

• Cancer drug prices are not related to the value of 

the drug,  

• Rather, prices are based on what has come before, 

and what the seller believes the market will bear.  

• The unsustainably high prices of cancer drugs is a 

big problem, and it’s our problem. 

• All of us (physicians, pharma/biotech, insurers,  

government, patients) need to urgently engage in 

active, open, constructive discussions to find fair, 

practical, sustainable solutions.  

 



“Players” of the challenge: 

• Scientific Societies 

• Governments 

• Pharma/biotech 

• Researchers 

• Physicians 

• Patients 



• Retain Categories of Evidence but 

supplement them 

• Dimensions 

– Efficacy 

– Safety 

– Quality of Evidence 

– Consistency of Evidence 

– Affordability 

• More shading is better 

• Patents filed 

 

© NCCN All rights reserved 

Example of NCCN Evidence Block 

  

E S Q C A 



“We cannot have precision medicine without 
precision genomics” 



Concordare tutte le scelte di trattamento con il referente 

di patologia, considerando ove presenti alternative di pari 

efficacia anche l’impegno economico delle stesse 

Strategie di contenimento della spesa mediante l’appropriatezza prescrittiva 

 

KRAS WT Colorectal Cancer 

 Bevacizumab vs. Cetuximab  

Mean Cost Differences- Alliance/SWOG 80405 
 

Bevacizumab 
N=559 

Cetuximab 
N=578 

FOLFOX/ 
FOLFIRI 

$2,894  

 

 $2,616 

 

Antibody 

Rx 

  $33,500 

   

 $71,718 

 

Hospital/ 
Acute Care 

 $28,951 

   

 

 $29,494 

(Schrag D. et al: Proc ASCO 2015) 



Valutare la durata della terapia e l’opportunità di pause 

terapeutiche, ove indicato 

Strategie di contenimento della spesa mediante l’appropriatezza prescrittiva 

 



Considerare in pazienti oligometastatici approcci 

chirurgici/locoregionali, ove indicati,  anche al fine di 

procrastinare l’inizio della terapia sistemica 

Strategie di contenimento della spesa mediante l’appropriatezza prescrittiva 

 

90Yt t r ium  SIRT  II 50 ≥4th l ine 24 3.7 12.6 

5FU 
II ran 44 ≥3rd l ine 

0 2.1 7.3 

90Yt t r ium SIRT +5FU 10 4.5 10.0 

Trat tament i  locoregional i  

Phase II and II randomized  t r ials in  chem oref ractory mCRC pts  

w i t h l iver -l im i ted / dominant  d isease 

Ducr eux et  al , ASCO 2013  
Mar t in et  al , Ann Sur g Oncol  2011 

Fior ent in i  et  al , Ant icancer  Res 2013 

Cosimell i  et  al, Br  J Cancer  2010 

Hendl isz et  al , J Clin  Oncol  2010  

Treatment  Phase N Set t ing 
ORR 
(%) 

mPFS 
(mos) 

mOS 
(mos) 

Oxa+Ir ino+5FU [HAI] 
+Cet  

II 35 ≥3rd l ine 38 7.3 15.2 

DEBIRI II 55  ≥3rd l ine 50 11.0 19.0 

DEBIRI 
II ran 74 ≥3rd l ine 

69 7.0 22.0 

FOLFIRI 20 4.0 15.0 



Evitare chemioterapie, in particolare dopo la seconda 

linea, senza solida evidenza scientifica 

Strategie di contenimento della spesa mediante l’appropriatezza prescrittiva 

 

Real l i f e exper ience : MD Anderson e cent r i  brasi l iani  

Fer r ar ot to et  al , Eur  J Cancer  2012 

Mitomycin C +/ - f luoropi r im id ine in 109 ref ractory mCRC pts 

Response Rate: 0
% 



Implementare le attività di cure simultanee e palliative, 

anche al fine di evitare i trattamenti oncologici attivi a fine 

vita fornendo al paziente un punto di riferimento 

maggiormente appropriato alla fase pre-terminale. 

Strategie di contenimento della spesa mediante l’appropriatezza prescrittiva 

 



Patients assigned to early palliative care had 

 

•Better quality of life (p= 0.03) 

•Fewer depressive symptoms (p=0.01) 

•Fewer aggressive end-of-life care (p=0.05) 

•Longer median survival (p=0.02)         Temel et al N Engl J Med 2010;363:733-42 

 
 



Implementare l’attivazione di trials clinici con farmaci 

forniti dallo Sponsor 

 

 

 

 

 

 

Verificare l’esito dei trattamenti mediante studi “real 

practice” per patologia  

Strategie di contenimento della spesa mediante l’appropriatezza prescrittiva 

 



OS 

30 months 

2015: A classical case of mCRC 

5 months 

first-line induction 

3 months 

reintroduction 

(or treatment 

beyond 

progression)  

3 months 

“rechallenge”   

3 months 

break 

6 months 

maintenance 

4 months 

second line  

3 months 

third line 

3 months 

preterminal phase  

Courtesy: Eric Van Cutsem 



“Non è vero che abbiamo poco tempo…  

…la verità è che ne perdiamo molto.” 

Lucio Anneo Seneca 



sara.lonardi@ioveneto.it 


