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Evofosfamide (TH-302) in combination with gemcitabine in previously untreated patients with metastatic or locally advanced unresectable pancreatic ductal adenocarcinoma: primary 

analysis of the randomized, double-blind phase III MAESTRO study  

Presented By Eric Van Cutsem at TBD 



Pancreatic cancer, hypoxia, and novel therapy 

Presented By Eric Van Cutsem at TBD 



Phase II primary endpoint: PFS 

Presented By Eric Van Cutsem at TBD 

Borad et al., JCO 2014 



Borad et al., JCO 2014 

  GEM + TH-302 

Med: 6.9 

Med: 8.7 

Med: 9.2 

Gem vs gem + TH-302 (240 mg)  
HR: 0.95; p=0.77 

Gem vs gem + TH-302 (340 mg)  
HR: 0.86; p=0.39 

Includes LAPC and MPC  



Randomized, double-blind phase III MAESTRO trial: design 

Presented By Eric Van Cutsem at TBD 

 Includes LAPC and MPC  

 Gem schedule is not the standard  

(-14% DI as in PRODIGE-ACCORD) ! 

Comaprator arm is not the standard  

 



Phase III MAESTRO trial: patient eligibility 

Presented By Eric Van Cutsem at TBD 

??? 



Phase III MAESTRO trial: <br />statistical considerations 

Presented By Eric Van Cutsem at TBD 

Wrong hypothesis: this is inferior to 

expected outcome for a mixed 

population 



Patient demographics and <br />baseline characteristics 

Presented By Eric Van Cutsem at TBD 



Patient demographics and <br />baseline characteristics (cont’d) 

Presented By Eric Van Cutsem at TBD 

Unsuitable for FOLFIRINOX ? 



Disease characteristics 

Presented By Eric Van Cutsem at TBD 



Overview of adverse events 

Presented By Eric Van Cutsem at TBD 



Most commonly reported clinical adverse events*  

Presented By Eric Van Cutsem at TBD 



Hematologic events and biochemical toxicities 

Presented By Eric Van Cutsem at TBD 



Overall survival 

Presented By Eric Van Cutsem at TBD 



Progression-free survival 

Presented By Eric Van Cutsem at TBD 



Objective response rate in patients with <br />measurable disease 

Presented By Eric Van Cutsem at TBD 



Subsequent therapy 

Presented By Eric Van Cutsem at TBD 



Conclusions 

Presented By Eric Van Cutsem at TBD 



concurrent medications 





(Ir)relevance of metformin treatment in patients with metastatic 

pancreatic cancer: an open-label, randomized phase 2 trial  
Reni M, Dugnani E, Cereda S, Belli C, Balzano G, Nicoletti R, Liberati D, Pasquale V, 

Scavini M, Maggiora P, Sordi V, Lampasona V, Ceraulo D, Di Terlizzi G, Doglioni C, 

Falconi M, Piemonti L.  

Clin Cancer Res. 2015 Oct 12  

PEXG PEXG+metformin p 

N 29 31 

PFS-6 52% 42% 0.61 

mPFS 6.1 4.9 0.036* 

mOS 10.4 6.8 0.13° 

PR 34.5% 35.5% 

DCR 79.5% 64.5% 0.26 

* adjusted p-value; HR 2.00 (1.05-3.8) 
°  adjusted p-value; HR 1.56 (0.87-2.8) 



 real life 



MODIFIED FOLFIRINOX 

 
  Stein1  Uesugi2 Conroy 

  (# 395) (#422)  (NEJM) 

 N 37 19 171  

 ECOG 0  46%  nr 37%  

 M+ liver  54%  nr 88% 

 CA19.9 <59 ULN 49% nr 44% 

 mOS  10.2 10.32 11.1 

 PR  35% nr 31.6% 

(stage III) 17% na na  
 
1. OXA 85; FU 300+2400; IRI 135 
2. OXA 85; FU 0+2400; IRI 150 includes locally advanced  

 



II LINE 



Outcome of Second-Line Treatment Following nab-Paclitaxel 
+ Gemcitabine or Gem Alone for M+ Pancreatic Cancer 

Goldstein D and Chiorean  EG et al,  Abstract 333;  2016, Gastrointestinal Cancers Symposium; January 21-23, 2016; San Francisco, CA 



Overview of Survival Times with Duration of 1L 

Variable n, % 
OS  

median, mo 

Time from randomization 

to 1st dose of 2L tx, 

median, mo 

Time from 1st dose 

of 2L tx to death, 

median, months 

Any 2L Therapy 

nab-P + Gem 

Gem  

 

170 (39) 

177 (41) 

 

12.8 

9.9 

 

6.6 

4.1 

 

5.3 

4.5 

5FU/cape containing 

nab-P + Gem 

Gem 

 

132 (39) 

135 (41) 

 

13.5 

9.5 

 

6.7 

4.1 

 

5.7 

4.5 

Other than 5/Fu/cape) 

nab-P + Gem 

Gem 

 

38 (22) 

42 (24) 

 

10.9 

11.3 

 

6.3 

4.5 

 

3.2 

4.8 

5-FU or Cape Combo 

nab-P + Gem 

Gem  

 

98 (74) 

107 (79) 

 

14.0 

9.5 

 

6.6 

4.0 

 

6.0 

4.6 

5-FU or Cape Mono 

nab-P + Gem 

Gem 

 

34 (26) 

28 (21) 

 

11.9 

9.4 

 

6.7 

5.3 

 

4.7 

3.9 

FOLFIRINOX 

nab-P + Gem 

Gem  

 

18 (14) 

17 (13) 

 

15.7 

7.2 

 

8.4 

4.0 

 

7.2 

3.5 

FOLFOX/OFF 

nab-P + Gem 

Gem  

 

36 (27) 

49 (36) 

 

13.7 

9.8 

 

5.6 

4.1 

 

6.4 

4.5 

Goldstein D and Chiorean  EG et al,  Abstract 333;  2016, Gastrointestinal Cancers Symposium; January 21-23, 2016; San Francisco, CA 



Survival From End of 1L Therapy (OS2) 

Variable Statistic nab-P + Gem 

n = 431 

Gem 

n = 430 

P-value BETWEEN 

treatment  

With Any  2nd-

lineTherapies 

n (%) 

Survival time, median mo (95% CI) 

170/431 (39) 

6.7 

177/430 (41) 

6.4 

 

0.273 

Without Any  2nd-

lineTherapies 

n (%) 

Survival time, median mo (95% CI) 

250/431 (58) 

2.5 

226/430 (53) 

1.6 

 

< 0.001 

P-value WITHIN treatment  < 0.001 < 0.001 -- 

177 142 91 56 32 21 14 9 5 5 4 3 1 1 1 0 0 0 Gem: 

Events/n 
Median, mo 

(95% CI) 

161/170 6.7 (6.1 - 7.9) 

166/177 6.4 (5.3 - 7.7) 
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Pts at Risk 

170 149 98 61 39 24 17 13 10 6 4 4 4 2 2 1 1 0 nab-P + Gem : 

HR 0.89 

95% CI, 0.71 - 1.10  

P = 0.273  

Gem 

nab-P + Gem 

MPACT - Pts With Second-line Therapies After AG 
 

Goldstein D and Chiorean  EG et al,  Abstract 333;  2016, Gastrointestinal Cancers Symposium; January 21-23, 2016; San Francisco, CA 



Multivariate Analysis (MVA) of OS2 

Covariate HR (95% CI) P value 

Treatment group (nab-P + Gem vs Gem alone) 0.73 (0.63 - 0.85) < 0.001 

2L therapy (with vs without) 0.47 (0.40 - 0.54) < 0.001 

NLR at end of 1L (≤ 5 vs > 5) 0.60 (0.52 - 0.70) < 0.001 

KPS at end of 1L 

90 - 100 vs ≤ 60 

70 - 80 vs ≤ 60 

 

0.46 (0.37 - 0.57) 

0.57 (0.47 - 0.70) 

 

< 0.001 

< 0.001 

PFS, months (≥  4.4 vs < 4.4)a 0.78 (0.67 - 0.91) 0.002 

Geographic region (North America vs others) 0.86 (0.74 - 1.00) 0.051 

a In this study, the median PFS for the entire ITT population was 4.4 months. 

MPACT - Pts With Second-line Therapies After AG 

Goldstein D and Chiorean  EG et al,  Abstract 333;  2016, Gastrointestinal Cancers Symposium; January 21-23, 2016; San Francisco, CA 



GEM vs nab-GEM 

 
 # 348 retrospective series MGH II line  

  GEM nab-GEM p-value 

 N 36  33  

 mOS (days)  145 183 0.18 

  



 beyond II line  




