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1L non-sq NSCLC evolving options
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Crowded news flow in the CIT lung cancer space
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1L non-sq NSCLC evolving options - Complexity increases 
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Highlights in cancer immunotherapy

Alan Sandler, M.D.
Global Head Lung Cancer Franchise



IMpower150 : Tecentriq + chemo ± Avastin in 1L non-sq NSCLC

IMpower131 : Tecentriq + chemo in 1L sq NSCLC 

GO30140: Tecentriq + Avastin in 1L HCC
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IMpower150 study design
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Arm A : TECENTRIQb + 

cCP

Arm C: (control) 

Avastin

Stage IV or recurrent metastatic 

non-squamous NSCLC

chemotherapy -naïvea

any PD-L1 IHC

N = 1202

R

1:1:1

Arm B : TECENTRIQ + 

CP + Avastin e

Maintenance therapy

(no crossover permitted)

until PD 

or loss of clinical benefit

Co-primary endpoints Arm B vs C

Å Investigator-assessed PFS,OS (ITT) 

Å INV-assessed PFS in Teff-high WT
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a Patients with a sensitizing EGFRmutation or ALK translocation must have disease progression or intolerance of treatment with one or more approved targeted therapies. 
b Tecentriq: 1200 mg IV q3w. C CP carboplatin: AUC 6 IV q3w; paclitaxel: 200 mg/m2 IV q3w. e Bevacizumab: 15 mg/kg IV q3w. ITT-WTrefers to patients without EGFR or ALK genetic alterations.

PFS in ITT-WT, Teff-high WT OS in ITT-WT

PFS in ITT, Teff-high WT OS in ITT-WT

Arm A vs Arm C A vs C only tested if OS for B vs C is statistically significant

Once OS is mature

Arm B vs Arm C

Once OS is mature

Statistical testing hierarchy

Ṋ ṊPositive PFS Nov 2017, 

presented at ESMO IO

Positive OS Mar 2018, 

presented at ASCO

Study design



Combination with Avastin

Increased T cell infiltration and clinical activity
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Pre- treatment Avastin Avastin + aPD -L1

Combination regimen benefits most patients 

irrespective of PD-L1 status

Sznol et al. ASCO GU 2015; Sandler A et al. N EnglJ Med 2006;355:2542-2550; IMpower150, IMmotion151, IMbrave150 refer to ongoing Ph3 studies in 1L NSCLC, 1L RCC, 1L HCC

CP = carboplatin 

Understanding the immune modulatory properties of a-VEGF have guided the 

regimens for IMpower150, IMmotion151 and IMbrave150 
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E4599 in 1L NSCLC: OS benefit with Avastin + CP

versus CP

On-treatment biopsies show increased infiltrate and reduction in 

tumor vasculature



IMpower150: Co -primary PFS and OS endpoints met in ITT -WT 

(Arm B vs C)
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PFS for Tecentriq + Avastin + chemo improved with

additional follow -up

Statistically significant and clinically meaningful OS for 

Tecentriq + Avastin + chemo vs Avastin + chemo

aStratifiedHR. bFordescriptive purposes only. Data cutoff: January 22, 2018. Minimum follow-up: 13.5 months

Time (months)

Median, 8.3 mo
(95% CI: 7.7, 9.8)

Median, 6.8 mo
(95% CI: 6.0, 7.1)
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HRa, 0.59 

(95% CI: 0.50, 0.70)

P<0.0001 b

O
v
e

ra
ll 

S
u
rv

iv
a

l 
(%

)

Time (months)

Median, 19.2 mo
(95% CI: 17. 0, 23.8)

Median, 14.7 mo
(95% CI: 13.3, 16.9)

HRa, 0.78 

(95% CI: 0.64, 0.96)

P=0.0164

Arm B: Atezo+Bev+CP

Arm C: Bev+CP

Arm A vs C: Positive trend toward OS benefit with Tecentriq + chemo vs Avastin + chemo; final OS analysis expected in 2019 

Arm B: Atezo+Bev+CP

Arm C: Bev+CP

LandmarkPFS, % Arm B Arm C

12-month 38% 20%

18-month 27% 8%

LandmarkOS, % Arm B Arm C

18-month 43% 34%

Median follow-up ~20 months
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Arm B Arm C

25.2 15.0

20.3 16.4

17.1 14.1

13.2 9.1

19.8 16.7

19.8 14.9

NE 17.5

19.2 14.7

Meaningful OS in key subgroups (Arm B vs C)

OS benefit with Tecentriq + Avastin + chemo observed across all subgroups, including patients with sensitizing EGFR or ALK 

genomic rearrangements , liver metastases at baseline and PD -L1 expression subgroups

a Prevalence % for PD-L1 IHC and liver metastases subgroups out of ITT-WT (n=696); prevalence of ITT, EGFR/ALK+, and ITT-WT out of ITT (n=800). b Mutually exclusive subgroup that 

excludes TC3 or IC3 patients from the TC1/2/3 or IC1/2/3subgroup. c Patients with a sensitizing EGFRmutation or ALK translocation must have disease progression or intolerance of 

treatment with one or more approved targeted therapies. d Stratified HR for ITT-WT; unstratifiedHR for all other subgroups. Data cutoff: January 22, 2018

Subgroup n (%) a

PD-L1ðHigh (TC3 or IC3) WT 136 (20%)

PD-L1ðLow (TC1/2 or IC1/2)b WT 226 (32%)

PD-L1ðNegative (TC0 and IC0) WT339 (49%)

Liver Metastases WT 94 (14%)

No Liver Metastases WT 602 (86%)

ITT (including EGFR/ALK+) 800 (100%)

EGFR/ALK+ onlyc 104 (13%)

ITT-WT 696 (87%)

1.0

In favor of Arm C:

bev + CP

Hazard Ratiod

In favor of Arm B:

atezo + bev + CP

Median OS, mo

0.2 2.0

0.82

0.78

0.80

0.70

0.76

0.83

0.54

0.54



Addition of Avastin to Tecentriq and chemo prolongs survival of 

EGFR/ALK+ p atients

Addition of Avastin to Tecentriq and chemo led to clinical benefit in patients with EGFR/ALK genomic alterations 

supporting previous reports of Avastin efficacy in these patients 1
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Arm B vs Arm C

Data cutoff: January 22, 2018
a UnstratifiedHR.b Patients with a sensitizing EGFRmutation or ALK translocation must have disease progression or intolerance of treatment with one or more approved targeted 

therapies. 1 SetoT, et al. Lancet Oncol, 2014. 2. Sandler A, et al. N EnglJ Med, 2006

HRa, 0.54
(95% CI: 0.29, 1.03)

NE17.5 mo

O
v
e

ra
ll 

S
u
rv

iv
a

l 
(%

)

Time (months)

Arm B: Atezo+Bev+CP

Arm C: Bev+CP

21.2 mo17.5 mo

Arm A: Atezo+CP

Arm C:Bev+CP

HRc, 0.82
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Addition of Avastin to Tecentriq and chemo prolongs survival of 

patients with liver metastases

Adding Avastin to Tecentriq and chemo led to clinical benefit in patients with liver metastases supporting previous reports of 

Avastin efficacy in these patients 1
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Arm B vs Arm C

13.2 mo9.1 mo

HRa, 0.54 
(95% CI: 0.33, 0.88)
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Data cutoff: January 22, 2018
a UnstratifiedHR.b Patients with a sensitizing EGFRmutation or ALK translocation must have disease progression or intolerance of treatment with one or more approved targeted 

therapies. 1 Sandler A et al. N EnglJ Med 2006;355:2542-2550

Arm B: Atezo+Bev+CP

Arm C: Bev+CP

Arm A vs Arm C
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IMpower150 conclusions

ÅCo-primary PFS and OS endpoints met with a statistically significant and clinically meaningful PFS and OS benefit for 

Tecentriq + Avastin+ chemo (Arm B) vs Avastin+ chemo (Arm C) in 1L non-squamous NSCLC

ÅOS benefit with Tecentriq + Avastin+ chemo observed across all subgroups, including PD-L1 expression subgroups, 

patients with sensitizing EGFR or ALK genomic rearrangements, and patients with liver metastases at baseline

ðSupports previous reports of Avastinefficacy in these patient populations1,2

ÅTecentriq in combination with chemo ± Avastincontinued to be well tolerated and its safety profile was consistent with 

the known safety risks of the individual therapies 

16
1. SetoT, et al. Lancet Oncol, 2014. 2. Sandler A, et al. N EnglJ Med, 2006

Tecentriq + Avastin + chemo combination provides a new treatment option for key patient populations with 

EGFR or ALK genomic rearrangements, and liver metastases



IMpower150 : Tecentriq + chemo ± Avastin in 1L non -sq NSCLC

IMpower131 : Tecentriq + chemo in 1L sq NSCLC 

GO30140: Tecentriq + Avastin in 1L HCC
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IMpower131 study design
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PFS in ITT-WT OS in ITT-WT

Arm A vs Arm C A vs C only tested if OS for B vs C is statistically significant

Once OS is mature

Arm B vs Arm C

Statistical testing hierarchy

ṊPositive OS Mar 2018, 

presented at ASCO

Study design

Arm A : TECENTRIQb + 

cCP

Arm C: (control)

carbo + nab -P

Stage IV squamous NSCLC

chemotherapy -naïvea

ECOG PS 0-1

N = 1021

R

1:1:1

Arm B : TECENTRIQ + 

carbo + dnab-P

Maintenance therapy with 

Tecentriq or BSC

(no crossover permitted)

until PD 

or loss of clinical benefit
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Co-primary endpoints Arm B vs C

Å Investigator-assessed PFS (ITT) 

Å OS (ITT)

aITTpopulation includes patients with EGFR mutations and ALK translocations; patients with a sensitizing EGFR mutation or ALK translocation must have disease progression or 

intolerance of treatment with one or more approved targeted therapies. b Tecentriq: 1200 mg IV q3w. c CP: carboplatin AUC 6 IV q3w; paclitaxel 200 mg/m2 IV q3w. d nab-P: nab-

paclitaxel 100 mg/m2 IV qw

PFS in ITT-WT OS in ITT-WT

A vs C only tested if OS for B vs C is statistically significant

Once OS is mature



INV-assessed PFS in PD-L1 subgroups INV-assessed PFS - ITT 

PFS and subgroups in ITT (Arm B vs Arm C)

19

Time (months)

12.0%

24.7%

12-month PFS 

0.25

Hazard Ratioa

Favors Arm B: 

Atezo + CnP

Favors Arm C: 

CnP

0.25 1.751.0

Median PFS, mo

Arm B Arm C

7.0 5.6

10.1 5.5

6.0 5.6

5.7 5.6

6.3 5.6

Subgroup n (%)

PD-L1 Positive (TC1/2/3 or IC1/2/3) 351 (52)

PD-L1 High (TC3 or IC3) 101 (15)

PD-L1 Low (TC1/2 or IC1/2) 250 (37)

PD-L1 Negative (TC0 and IC0) 331 (48)

ITT Population 683 (100)

0.70

0.44

0.61

0.81

0.71
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HRa, 0.71 
(95% CI: 0.60, 0.85)

p<0.0001

Atezo+CnP

CnP

Arm B Arm C

Median PFS 

(95% CI), mo

6.3 

(5.7, 7.1)

5.6 

(5.5, 5.7)

Data cutoff: January 22, 2018, 
a UnstratifiedHR; unstratifiedHRs for all PD-L1 subgroups. INV=investigator;  CnP= carboplatin + nab-paclitaxel    

Minimum follow-up: 9.8 mo; median follow-up: 17.1 mo

PFS benefit with Tecentriq + CnP (Arm B) vs CnP (Arm C) observed across all 

PD-L1ðexpressing subgroups , enriched with higher PD-L1 expression



IMpower131: First interim OS in ITT (Arm B vs Arm C) 
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Arm B:

atezo + CnP

Arm C: 

CnP

Median OS 

(95% CI), mo

14.0 

(12.0, 17.0)

13.9 

(12.3, 16.4)

HRa (95% CI)

P value 

0.96 (0.78, 1.18)

0.6931

Atezo+CnP

CnP

Next interim OS analysis anticipated in H2 2018

Time (months)
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Data cutoff: January 22, 2018
a UnstratifiedHR, CNP = carboplatin + nab-paclitaxel

Median follow-up 17.1 mos



IMpower131 summary

Å Study met co-primary endpoint of investigator-assessed PFS in Arm B vs Arm C in the ITT population

Å PFS benefit with Tecentriq + CnP(Arm B) vs CnP(Arm C) was observed across all PD-L1ðexpressing subgroups, and was 

enriched in subgroups with higher PD-L1 expression

Å Tecentriq + CnPmedian PFS in-line with other CIT + chemo combinations

Å ORR numerically improved with enrichment by PD-L1 status

Å OS benefit not significant at this time, with high cross-over to subsequent immunotherapy observed (42%). OS continues to be 

followed, with the next interim OS analysis anticipated later in 2018

Å Tecentriq plus carboplatin and nab-paclitaxel has a manageable safety profile consistent with known safety risks of the 

individual therapies; no new safety signals were identified

21
CnP= carboplatin + nab-paclitaxel 



Evolving landscape in 1L NSCLC

Treatment driven by histology and actionable mutations

22
= Positive Roche dataIllustrative
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Broad portfolio in NSCLC today and looking ahead

Ability to cover all key segments
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IMpower150 : Tecentriq + chemo ± Avastin in 1L non -sq NSCLC

IMpower131: Tecentriq + chemo in 1L sq NSCLC 

GO30140: Tecentriq + Avastin in 1L HCC
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Tecentriq + Avastin in 1L hepatocellular carcinoma

Encouraging phase 1 data, phase 3 study ongoing

25

Confirmed RECIST v1.1 responses* to Tecentriq + Avastin Tumor burden over time and response duration

Å The combination of Tecentriq and Avastinshows promising early efficacy in patients with advanced HCC 

Å Confirmed ORR by RECIST v1.1 of 61% by INV; 10/14 responses are ongoing >6 months with 3 responses ongoing >12 months

Å Median OS, PFS, and DOR have not yet been reached

Å Combination of Tecentriq and Avastinwas safe and well tolerated, no new safety signals

Å Phase 3 (IMbrave150) of Tecentriq+Avastin vs. sorafenib ongoing

PFS rate % OS rate %

6-month 65% 86%

12-month 60% 68%

mFU(range),months 10.3 (3.5-17.3)

*minimum follow-up 16 weeks, median follow-up 10.3 months, evaluable patients (n=23)



Biomarkers in the era of cancer immunotherapy

Priti S. Hegde, Ph.D.
Director, Oncology Biomarker Development



Scientific inquiry to identify increasingly effective & meaningful 

biomarkers that are predictive of patient response
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Helps understand immune 

response and resistance

Science

Develop and commercialize diagnostic tests to 

identify patients for best therapy

Incorporate science and biomarker findings into 

studies to develop best CIT regimen for each patient

Inform rational 

clinical trial design

Biomarkers

Clinical 

Research

Inform patient 

identification
Clinical 

PracticeDiagnostics


