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Tumor
Location: Right Vs Left           

Disease Burden: Resectable Vs 
Never resectable

Patient :

Age

Performance Status

Functionality

Desire

Long term Rx effects

Molecular Profile: 
Kras/Nras..

Braf

Heur 2 Neu

MMR Proficient Vs deficient 

NTRK





Personalizing Treatment  Options  
in   Met CRC

• Right Sided versus Left Sided Met CRC

• Immunotherpay as First Line in dMMR met CRC : 
• Pembrolizumab 
• Combination Nivolumab / Ipilimumab 

• Braf Mutant , Ras WT CRC

• Triplet Vs Doublet as induction Therapy

• Bevacizumab with FOLFOXIRI Vs Anti-EGFR with FOLFOXIRI in the 1stL 

• FOLFOXIRI with Bilogic in the Braf-Mut met CRC

• Molecular markers as Predictors for Resectability

• Maintenance Therapy /De-Escalated therapy after induction

• Targeting Kras G12C Mutatant Met CRC





ONCOGENESIS PATHWAYS  INVOLVED IN  CRC 



Potential  Targeted Therapy 



Biomarkers Identification 





KEYNOTE  177 : 
Pembro vs chemo for CRC MSI-H
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TARGETING  BRAF  IN mCRC



TARGETING  BRAF  IN mCRC
(BEACON   Trial)
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TARGETING  BRAF  IN mCRC
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Personalized Treatment Options   
for mCRC            ASCO 2021     











Personalized Treatment Options   
for mCRC            ASCO 2021 

• FOLFOXIRI / Cetuximab is better tolerated as First Line therapy 
in the fit population with mCRC

• FOLFOXIRI Cetuximab is NO Better than FOLFOXIRI/Bev

• Right sided mCRC do better with Bevacizumab/FOLFOXIRI

• Pending  Final data in terms  PFS & OS  Bev Vs Cetux and 
Folfirinox



Is FOLOFOXIRI / Biologic  the best 
Option for Braf Mutated mCRC



Braf Mutated  m CRC Out Comes





Metastectomy for mCRC  and 
Molecular Biomarkers  



Novel targeted    
Therapy  for   CRC 



TARGETING  KRAS





OS : WITH BSC                            OS : DURVA/TREME





The Role of Maintenance   Therapy 
ASCO 2021

• Usually after Induction therapy that should lead to Disease 
Control Then De-Escalate

• Capecitabine or 5FU along with Bevacizumab is better than 
No-Bev  ( Focus-4 Trial)

• Anti-EGFR in Ras/Raf WT along with Capecitabine/ 5FU ( 
Panama Trial)

• Maximum Duration of Induction Therapy?



Maintenance Therapy    
ASCO 2021
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Maintenance Therapy    
The FOCUS -4   TRIAL  ASCO 2021 



Maintenance Therapy    
PANAMA Trial       ASCO 2021



Future Directions for mCRC 
with Immunotherapy  

• Beyond Keynote 177 for mCRC MSI-H, should we rechallenge 
with IO therapy

• Combination of TKI and Pembrolizumab in pMMR ( MSS) CRC 
after 2n Line therapy  Vs Approved Targeted  therapy

• Dual Blockade with Nivolumab and Ipilimumab in m CRC in 
MSI-H 
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Signaling Pathways for NTRK 
in Cancers  with MSI-H



Data of NTRK Fusion in MSI-H Cancers



NGS AGNOSTIC TARGTED THERAPY  



The ATOMIC Trial stage III CRC MSI-H



Future   Immunotherapy  du CRC     
MMR-Deficient ( MSI-H)



CONCLUSION 

• Personalized Treatment Options for mCRC is still ongoing 
Process 

• Immunotherapy upfront for MSI-H m CRC is leading the 
role in terms of PFS and OS

• Triplet Vs Doublet along with Bev Vs Anti-EGFR remains 
major question.

• Rt Sided mCRC FOLOXIRI/BEV is a better option
• Left Sided Ras/Raf WT do better FOLFOX/ AntiEGFR
• Ras WT/Braf Mutatted : Ecorafenib/Cetuximab ( BEACON trial)

• IO with TKI or other agents for mCRC NON-MSI-H

• Targeting Kras G12C (Sotorasib) Pending Result
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