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Il problema  

 

 

1 Cost of new drugs sky rocketing  

2 Affordability gap : premium outpacing wages  

3 If not affordable   useless 

4 Problem in the problem: noone thinks it is his own responsability 

5 Prices must not be that crazy: more reasonable  and homogeneous  

6 Prices must be somehow linked to the benefit (corrected for GNP) 
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1 Risultati 

 

 40 anni fa   6 mesi  

 30 anni fa   12 mesi 

 20 anni fa   18 mesi  

 10 anni fa   24 mesi  

 ora   30 mesi  



Simplification of the incremental overall benefit of the 
antineoplastic agents in advanced CRC ( 34 trials )  

Agent   gain in median OS 

 

 

FU    6 mo + 

Oxali irino   6 mo 

Anti VEGF   6 mo 

Anti EGFR    6 mo + 



The L and R story as an aid  to uniformity  

     R  L 

   

CALGB CET  vs BEV  - 8 (-19) + 5 
  

FIRE III CET  vs BEV - 6  + 11  
    

PEAK  PANI vs BEV - 4  + 11 

   

R  bev better than anti EGFR by 4 to 8 (19) mo 

L anti EGFR better than BEV by 5 to 11 mo 

 

 

 



Median follow up: 48.1 mos 
 

FOLFIRI + bev: N = 256 / Died = 200 
FOLFOXIRI + bev: N = 252 / Died = 174 

 
FOLFIRI + bev, median OS : 25.8 mos 

FOLFOXIRI + bev, median OS : 29.8 mos 
 

HR: 0.80 [0.65-0.98] 
p=0.030 

 

TRIBE trial: final OS results 

Confidential data Cremolini, ASCO GI ‘15 



 

 

 

 



AVEX - Overall survival 
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HR=0.79 (95% CI: 0.57–1.09) 

P=0.182 

Cape + BEV (n=140)  

Cape (n=140)  

Cunningham et al, Lancet Oncol 2013 Oct;14(11):1031-2 

Δ 3.9 mos 





Maintenance   

STUDY  AGENTS   OUTCOME 

  

MACRO bevacizumab  slightly inferior to contin CT + bev 

MACRO II cetuximab  gain in PFS 

CAIRO-3  bev + cape  PFS1 and 2  gain vs nothing 

SAKK  bevacizumab   minor PFS and OS gain vs nothing 

AIO 207 cape+bev / bev  minor gains in os  

   

  

Hard to run trials: actually trials mirror practice 

Substantial gain in PFS1  

Minimal gain in OS usually non significant 



The Price of (PFS) Stability: <br />Bevacizumab alone on AIO 0207 

Presented By Leonard Saltz at 2014 ASCO Annual Meeting 
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True second lines : options 





CONCLUSIONS: REGO  vs  TAS 

1 One more theoretical chance  ++++  +++ 

2 Possibility of  outlyers   ++++  ++++ 

3 OS      ++  +++  

4 25%  prolonged  PFS   ++  ++ 

5 Everybody benefits    +++  ++ 

6 Tolerability     ++  +++++ 

7 Tox-related determinant of efficay ++  ++++ 

8 ‘QOL’     +  +(+) 

 

    

 

 

REGO TAS  

             Lancet      New Eng. J. Med. 



Place in therapy 

 

 

Which toxicity so far ? 

Myelo  Symptomatic 

  

 

Rego   Triflu-tipi 

 

 

Triflu-tipi   Rego  



3511 Parseghian. Anti-EGFR resistant clones decay exponentially after 
progression:Implications for anti-EGFR rechallenge  

 

• Discovery set from 135 MDA pts ; validation set from 267 

/4000 pts 

 

• Exponential decay with a t 1/2 of 4 to 5 months 

 

• At  progression,  only 30% of the cells carry a mutation in 

RAS/EGFR/BRAF/MAP2K1. ( Siena, Ann. Oncol 2017 36% on 

39 pts) 

 

• Rationale for re-challenge + timing ( ctDNA monitoring).  

 

 
23 

Vilar E. et al., Nature  2012 
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From Goldberg R et al. 2018 
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and other mut 



Responses by HER2 IHC Score 

Sartore-Bianchi et al., Lancet Oncol 2016 
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Heterogeneity of mCRC: treatment options 

Punt C et al. Nature Rev Clin Oncol 2016 



Pembro- nivo-ipi in MSI CRC 

• 3 studies  

• RR  31%-55% 

• PFS at 1 yr  50%-77% 

• Pembro stopped at 2 yrs and 18 pts non P 

• B-RAF, PDL-1 , Lynch  non predictive    





Guardant360 for fusions! 

Clifton et al, ASCO ‘18 
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The ICER system… and its ‘hypocrisy’ 

1. Simplification : reduces advances to 1 dimension: $  

2. Links  cost to benefit   $/benefit  

3. Imposes a limit for reimbursement ( 40K) 

4. BUT ….it tries to be flexible  

• End of life conditions  

• Hidden discounts  

• Cancer drug fund  

• Ultra orphan drugs  

5. Example ipi for melanoma (ICER 96 K 60K  42K)  

 

 

 



Effects of cetuximab re-challenge in pts progressing on 
CET-based therapy and a second  non anti-EGFR therapy: 

phase II studies   

Author   N  interval  RR 

 

Santini  2012  39  6 months  58% 

Liu      2015  89  4.6 months 54% 

Rossini  2017  22  -   25%  
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