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Abstract

Background: The use of immune checkpoint inhibitors combined with vascular endothelial 

growth factor (VEGF)-targeted therapy as second-line treatment for metastatic clear cell renal 

cancer (mRCC) has not been evaluated prospectively.

Objective: To evaluate the efficacy and safety of atezolizumab + bevacizumab following disease 

progression on atezolizumab or sunitinib monotherapy in patients with mRCC.

Design, setting, and participants: IMmotion150 was a multicenter, randomized, open-label, 

phase 2 study of patients with untreated mRCC. Patients randomized to the atezolizumab or 

sunitinib arm who had investigator-assessed progression as per RECIST 1.1 could be treated with 

second-line atezolizumab + bevacizumab.

Intervention: Patients received atezolizumab 1200 mg intravenously (IV) plus bevacizumab 

15 mg/kg IV every 3 wk following disease progression on either atezolizumab or sunitinib 

monotherapy.

Outcome measurements and statistical analysis: The secondary endpoints analyzed 

during the second-line part of IMmotion150 included objective response rate (ORR), progression-

free survival (PFS), and safety. PFS was examined using Kaplan-Meier methods.

Results and limitations: Fifty-nine patients in the atezolizumab arm and 78 in the sunitinib 

arm were eligible, and 103 initiated second-line atezolizumab + bevacizumab (atezolizumab arm, 

n = 44; sunitinib arm, n = 59). ORR (95% confidence interval [CI]) was 27% (19–37%). The 

median PFS (95% CI) from the start of second line was 8.7 (5.6–13.7) mo. The median event 

follow-up duration was 19.4 (12.9–21.9) mo among the 25 patients without a PFS event. Eighty-

six (83%) patients had treatment-related adverse events; 31 of 103 (30%) had grade 3/4 events. 

Limitations were the small sample size and selection for progressors.

Conclusions: The atezolizumab + bevacizumab combination had activity and was tolerable in 

patients with progression on atezolizumab or sunitinib. Further studies are needed to investigate 

sequencing strategies in mRCC.

Patient summary: Patients with advanced kidney cancer whose disease had worsened during 

treatment with atezolizumab or sunitinib began second-line treatment with atezolizumab + 
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bevacizumab. Tumors shrank in more than one-quarter of patients treated with this combination, 

and side effects were manageable.

Keywords

Atezolizumab; Bevacizumab; Cancer immunotherapy; Metastatic; Renal cell carcinoma; Second 
line; Sunitinib; Vascular endothelial growth factor inhibitor

1. Introduction

Both immune checkpoint inhibitor (ICI) and vascular endothelial growth factor (VEGF)-

targeted therapy are first-line standard-of-care treatments for metastatic clear cell renal 

cancer (mRCC) [1]. The observation of enhanced T-cell infiltration by VEGF-targeted 

therapies [2–5] provides a strong rationale for combining a VEGF-targeted therapy with an 

ICI to treat patients with mRCC.

Atezolizumab is an engineered, humanized, immunoglobulin G1 monoclonal antibody that 

binds selectively to programmed death-ligand 1 (PD-L1) and blocks the interactions of PD-

L1 with programmed death-1 (PD-1) in the tumor microenvironment, which can reinvigorate 

suppressed tumor-specific cytotoxic T cells [2,3]. Atezolizumab led to durable responses in 

patients with treatment-naive and VEGF inhibitor–resistant mRCC [6,7]. Bevacizumab is a 

VEGF-targeted therapy that has also shown single-agent efficacy in patients with mRCC 

[8–10]. The combination of atezolizumab + bevacizumab demonstrated a progression-free 

survival (PFS) advantage over sunitinib monotherapy in patients with treatment-naïve PD-

L1–positive mRCC in both the phase 2 IMmotion150 and phase 3 IMmotion151 studies 

[7,11].

IMmotion150 (NCT01984242) was a randomized phase 2 trial to evaluate atezolizumab, 

sunitinib, and atezolizumab + bevacizumab as first-line treatments in patients with untreated 

mRCC. The coprimary endpoints of PFS in the intention-to-treat (ITT) and PD-L1+ 

populations have been published previously [7]. In a subsequent phase of the study, patients 

who experienced disease progression on atezolizumab or sunitinib monotherapy could begin 

treatment with atezolizumab + bevacizumab. To our knowledge, it is the first prospective 

study investigating the clinical activity and safety of an anti-VEGF and immunotherapy 

combination as second-line treatment after an ICI or VEGF targeted therapy. Here, we 

describe the efficacy, safety, and biomarker correlates of atezolizumab + bevacizumab 

following progression on either atezolizumab (immunotherapy) or sunitinib (VEGF-targeted 

therapy) in patients with mRCC.

2. Patients and methods

2.1. Study design and participants

The study design of this global, multicenter, open-label, phase 2 study of first-line 

atezolizumab, sunitinib, and atezolizumab + bevacizumab has been described previously 

[7]. In a subsequent portion of the study, patients receiving atezolizumab or sunitinib 

monotherapy could begin treatment with atezolizumab + bevacizumab after experiencing 
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disease progression, as assessed by the investigator according to Response Evaluation 

Criteria in Solid Tumors version 1.1 (RECIST 1.1).

Inclusion in this phase was restricted to patients who participated in the first-line phase 

of IMmotion150. They had to have measurable metastatic clear cell or sarcomatoid RCC 

that had not been treated previously with systemic therapy. Patient characteristics have been 

described previously [7]. Additional requirements included Karnofsky performance status 

of ≥70 at progression and a postprogression biopsy prior to atezolizumab + bevacizumab 

treatment, if clinically feasible.

2.2. Interventions

Patients had previously been randomly assigned (1:1:1) to (1) atezolizumab 1200 mg 

intravenously (IV) plus bevacizumab 15 mg/kg IV every 3 wk, (2) atezolizumab 1200 

mg IV every 3 wk, or (3) sunitinib 50 mg/d for 4 wk followed by a 2-wk rest period. 

Those in either monotherapy arm could initiate atezolizumab + bevacizumab (1200 mg 

intravenously every 3 wk) upon disease progression (Fig. 1). No interval was specified 

before patients could receive combination therapy; however, no interim therapy was allowed 

between progression and subsequent combination therapy. Combination treatment following 

atezolizumab therapy was not allowed in the European centers due to local health authority 

feedback that patients who progressed should not receive a second investigational therapy on 

the trial.

2.3. Outcomes

Efficacy outcomes during the second-line part of IMmotion150 were secondary endpoints, 

including objective response rate (ORR), PFS, and duration of response (DOR; based 

on investigator assessment as per RECIST 1.1). Patients who initiated atezolizumab + 

bevacizumab underwent a new baseline tumor assessment ≤28 d before starting second-line 

treatment, and tumor assessments were made every 12 wk thereafter. Safety endpoints 

included incidence, nature, and severity of all adverse events (AEs), including grade ≥3 

laboratory toxicities as per the National Cancer Institute Common Terminology Criteria 

for Adverse Events, version 4.0. Exploratory endpoints included PD-L1 status in tumor 

tissue collected at baseline and progression, and gene expression levels (T-effector [Teff] and 

myeloid inflammation [Myeloid] signatures) at baseline [7].

2.4. Statistical analysis

PFS from the time of starting second-line treatment to progression or death was assessed in 

all patients who began second-line atezolizumab + bevacizumab. Subgroups were analyzed 

according to the originally allocated treatment (atezolizumab or sunitinib), and by PD-L1 

status at baseline and prior response during first-line treatment. The Kaplan-Meier method 

was used to estimate the probability of PFS and to estimate median PFS. The Brookmeyer-

Crowley methodology was used to construct the 95% confidence interval (CI) for median 

PFS. ORR during the second-line part was summarized among patients who had a tumor 

assessment at the time of starting second-line treatment and at least one second-line visit, 

with 95% CI constructed using the Clopper-Pearson method. DOR was analyzed using 

a similar method as for PFS. All analyses were descriptive, and no formal hypothesis 
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testing was conducted. Safety was summarized for all patients who initiated second-line 

atezolizumab + bevacizumab.

2.5. Biomarker analysis

At baseline, tissue specimens collected within 12 mo of initiation of study treatment or from 

a recent tumor biopsy were submitted. Subsequent biopsies, preferably of a progressing 

metastatic lesion, were obtained when medically safe at the time of radiographic progression 

for patients receiving second-line atezolizumab + bevacizumab. Tumor specimens were 

tested for PD-L1 expression on tumor-infiltrating immune cells (ICs) by a central laboratory 

using the VENTANA SP142 immunohistochemistry (IHC) assay (Ventana), and gene 

expression analyses were generated using TruSeq RNA Access technology (Illumina) [7]. 

Specimens were scored as IC0, IC1, IC2, or IC3 if <1%, 1–<5%, 5–<10%, or ≥10% 

of immune cells per tumor area were PD-L1 positive, respectively. PD-L1 positivity was 

defined as ≥1% of ICs expressing PD-L1. Gene expression analyses of baseline tumor 

samples were performed as previously described [7] and focused on angiogenesis, Teff, and 

Myeloid signatures.

3. Results

3.1. Patients

The data cutoff for analysis in the second-line part was April 19, 2017. Overall, 75 

patients in the first-line atezolizumab arm and 78 in the first-line sunitinib arm had disease 

progression. Sixteen of the patients in the atezolizumab arm were being treated in EU 

countries and were thus ineligible to proceed (Fig. 1). Of these patients, 103 entered 

the second-line part and received atezolizumab + bevacizumab: 75% (44/59) from the 

atezolizumab arm and 76% (59/78) from the sunitinib arm.

Baseline characteristics of patients in the second-line part are shown in Table 1 and were 

similar to those of the overall ITT population from the first-line treatment phase [7]. Among 

the eligible patients who did not advance to the second-line part, there was no consistent 

pattern of difference from the patients who did. Of the patients who advanced, 61% had 

tumors that were PD-L1 positive at baseline, 9% had responded to first-line atezolizumab, 

and 24% had responded to first-line sunitinib (Supplementary Table 1). The median PFS in 

patients who advanced to second-line treatment was 4.8 mo (95% CI, 2.8–5.5 mo) with first-

line atezolizumab and 5.7 mo (95% CI, 5.4–8.1 mo) with first-line sunitinib (Supplementary 

Table 1).

3.2. Efficacy

In 100 of 103 patients evaluable for response (44 from the atezolizumab arm and 56 

from the sunitinib arm), the ORR was 27% (27/100; 95% CI, 19–37%). The ORRs were 

25% (11/44; 95% CI, 13–40%) in patients who previously received atezolizumab and 29% 

(16/56; 95% CI, 17–42%) in patients who previously received sunitinib (Table 2). The ORR 

in patients who responded to first-line treatment was 44% (7/16; 95% CI, 20– 70%), and it 

was 24% (20/84; 95% CI, 15–34%) in nonresponders (Table 2). Responses to atezolizumab 

+ bevacizumab occurred in nonresponders to both prior atezolizumab (n = 9; 23% [95% CI, 
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11–39%]) and sunitinib (n = 11; 25% [95% CI, 13– 40%]). Forty patients experienced either 

progressive disease (PD; n = 21) or stable disease (SD; n = 19) as the best response to first-

line atezolizumab, and subsequently four patients (19%) with initial PD on atezolizumab 

achieved a partial response (PR) on atezolizumab + bevacizumab. In patients with PD-L1–

positive tumors at baseline, the response rate to second-line atezolizumab + bevacizumab 

was 28% (95% CI, 17–41%; Table 2); it was 22% (95% CI, 10–38%) in patients with 

PD-L1–negative tumors (Supplementary Table 2).

No clear trend in response could be identified based on Memorial Sloan Kettering Cancer 

Center risk score. For patients with favorable (n = 22), intermediate (n = 75), and poor (n 
= 3) risk, ORRs were 18% (95% CI, 5–40%; n = 4), 31% (95% CI, 21–42%; n = 23), and 

0% (95% CI, 0–71%), respectively. For patients whose tumors had a sarcomatoid component 

(n = 11), ORR was 9% (95% CI, 0–41%; n = 1), and for those without a sarcomatoid 

component (n = 88), ORR was 28% (95% CI, 19–39%; n = 25).

The estimated median DOR in all patients who responded after advancing to second-line 

was 18.3 mo (95% CI, 11.6 mo–not estimable). DOR was immature because 14 of 27 

patients (52%) continued to respond as of the last tumor assessment at data cutoff (five of 11 

after atezolizumab and nine of 16 after sunitinib).

The median PFS in second line for all 103 patients was 8.7 mo (95% CI, 5.6–13.7 mo; 

Fig. 2). Twenty-five patients did not have a PFS event as of the data cutoff. The median 

event follow-up duration among these patients was 19.4 mo (95% CI, 12.9–21.9 mo). The 

respective median PFS was 11.1 mo (95% CI, 5.1–17.0 mo) and 7.7 mo (95% CI, 4.5–11.2 

mo) in patients who previously received atezolizumab and sunitinib (Supplementary Fig. 

1A). In patients with PD-L1–positive tumors at baseline, the median PFS with second-line 

atezolizumab + bevacizumab was 6.0 mo (95% CI, 4.2–13.7 mo), and in patients with 

PD-L1–negative tumors at baseline, the median PFS was 9.8 mo (95% CI, 6.0–14.3 mo; 

Supplementary Fig. 1B).

3.3. Safety

The median treatment durations during the second-line part were 8.3 mo with atezolizumab 

and 6.9 mo with bevacizumab. Of 103 patients, 86 (83%) experienced a treatment-related 

AE of any grade, and 31 (30%) experienced a related grade 3/4 event, with no grade 5 

AEs (Table 3). Of 103patients, 12 (12%) had an AE that led to withdrawal of any treatment 

component. Discontinuation of both atezolizumab and bevacizumab due to AEs occurred in 

6% (six of 103) of patients (Table 3). The most common treatment-related grade 3/4 AEs 

were proteinuria and hypertension, and no unexpected AEs were identified (Table 3). The 

most common AEs of special interest were rash, pruritus, and hypothyroidism, and all were 

of grade 1/2, with none leading to discontinuation (Supplementary Table 3).

3.4. Exploratory biomarker studies

Thirty patients had a tumor sample taken at progression before second-line treatment, 

and 29 patients had paired baseline and at-progression tumor samples with evaluable IHC 

status. Of these, 38% were PD-L1 positive at progression compared with 59% in baseline 

samples (Supplementary Fig. 2A). Two of three responders to atezolizumab + bevacizumab 
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after first-line sunitinib showed an increase in PD-L1 expression between baseline and 

progression, and no clear pattern of modulation or association with response was seen 

after advancing from atezolizumab monotherapy (Supplementary Fig. 3A and 3B). Based 

on PD-L1 status at progression, the ORR of atezolizumab + bevacizumab was 42% of 12 

patients with PD-L1–positive tumors and 22% of 18 patients with PD-L1–negative tumors 

(Supplementary Table 2). The median PFS was 10.9 mo (95% CI, 3.3–19.4 mo) in patients 

with PD-L1–positive tumors and 5.8 mo (95% CI, 2.8 mo–not estimable) in those with 

PD-L1–negative tumors (Supplementary Fig. 3C).

Exploratory gene expression evaluation focused on associating Teff and Myeloid gene 

expression in baseline tumors with clinical outcome in second-line treatment. Objective 

responses to second-line atezolizumab + bevacizumab were observed in patients with both 

Teff
High (ORR, 30%; 12/40) and Teff

Low (ORR, 25%; 12/48) tumors, and responses were 

observed irrespective of prior treatment. Complete response, PR, or SD with atezolizumab 

+ bevacizumab was also observed after first-line atezolizumab monotherapy in Teff
High 

MyeloidHigh tumors, although the number of patients in this subgroup was small (n = 

9; Supplementary Fig. 2B). This observation supported previous findings that, in patients 

with this gene signature, first-line atezolizumab + bevacizumab had improved outcomes 

compared with atezolizumab monotherapy [7].

4. Discussion

To our knowledge, IMmotion150 is the first prospective sequential study to evaluate the 

efficacy and safety of an anti-VEGF + ICI combination after progression on single-agent ICI 

or VEGF-targeted therapy. As patients underwent new baseline tumor measurements prior 

to advancing from first-line therapy, a full assessment of PFS and response to second-line 

atezolizumab + bevacizumab was possible. Response rates were 27% overall and were 

similar after either atezolizumab or sunitinib. While these data suggest that patients who 

progress on ICI or VEGF-targeted therapy may have developed resistance that can prevent 

responses even when therapies are combined, these also show that the combination was 

active in some patients regardless of prior treatment.

Among the patients in IMmotion150 who advanced to second-line combination therapy, 

the response rate to first-line atezolizumab monotherapy was 9% and the median PFS 

was 4.8 mo [7]. Therefore, the response rate of 25% with atezolizumab + bevacizumab 

in patients who previously experienced progression on atezolizumab monotherapy along 

with the median PFS of 11.1 mo is encouraging. Interestingly, responses also occurred in 

nonresponders to first-line therapy, with a response rate of 23% in the nonresponders to 

first-line atezolizumab. These results, along with the durability of the responses observed in 

patients who advanced to the combination treatment, may suggest that patients progressing 

early on ICI monotherapy may benefit from the addition of VEGF-targeted therapy. They 

also address the need for data on second-line options [12] for patients with mRCC who have 

progressed on recently approved first-line ICI-based regimens.

AEs were consistent with the safety profiles of the individual agents and also with the safety 

profile observed for the combination in the front-line setting [7,11,13]. The atezolizumab + 
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bevacizumab safety profile compared favorably with that of sunitinib in the first-line setting 

and was manageable.

PD-L1 expression in tissue collected at baseline correlated with improved outcomes for 

atezolizumab + bevacizumab versus sunitinib in previously untreated mRCC patients [11], 

but was not associated with a relevant enhancement of treatment benefit in the second-line 

part. This finding is consistent with published data, where PD-L1 expression was prognostic 

but not predictive for nivolumab treatment in previously treated mRCC patients [14,15].

Exploratory gene expression analyses in baseline tumors showed that, while both first-line 

atezolizumab and atezolizumab + bevacizumab led to similar PFS in Teff
High MyeloidLow 

patients, atezolizumab + bevacizumab improved PFS versus atezolizumab monotherapy 

in Teff
High MyeloidHigh patients [7]. Corresponding exploratory evaluation in patients 

who received second-line treatment showed that clinical benefit with atezolizumab + 

bevacizumab was observed in all Teff and Myeloid gene signature expression subgroups. 

Notably, patients with Teff
High MyeloidHigh tumors also showed improved clinical outcomes 

to atezolizumab + bevacizumab after advancing from atezolizumab monotherapy. This result 

appears to support previous findings that the addition of bevacizumab to atezolizumab may 

overcome resistance to single-agent atezolizumab treatment in tumors with high Myeloid 

signatures [7].

Sequential collection of tissue in mRCC is challenging, and prospective data from 

interventional trials are limited. In this study, PD-L1 expression was lower in several 

progression biopsies than in baseline tissue, including in patients who achieved a best 

response of PR or SD before progression on atezolizumab. Both ICIs and VEGF-targeted 

therapies have immunomodulatory effects on the tumor microenvironment [16,17], and 

dynamic changes to biomarkers, including PD-L1, are expected. The decrease in PD-L1 

expression in progressing tumors may provide insight into the mechanism of resistance to 

ICI monotherapy and should be a subject of future research.

Study limitations include the small sample size, especially in the subgroup and biomarker 

analyses, and the nonrandomized design of the second-line cohorts. Patients in the second-

line cohort had shorter PFS than the ITT cohort (atezolizumab: 4.8 vs 5.5 mo; sunitinib: 

5.7 vs 7.8 mo), indicating that patients enrolled in the second-line cohort were more 

likely to be nonresponders to and early progressors on first-line treatment, leading to a 

potential selection bias. The second-line part did not include patients who had not yet 

progressed on first-line therapy, those who chose not to advance to the atezolizumab + 

bevacizumab combination at progression, and those in EU countries who were not allowed 

due to regulatory restrictions. Results should be interpreted in this context and warrant 

confirmation in future studies.

5. Conclusions

Data on RCC treatment sequencing are needed to inform clinical practice [12,18]. 

IMmotion150 showed that atezolizumab + bevacizumab combination is well tolerated 

and efficacious in the first-[7] and second-line settings. Biomarker studies demonstrated 
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that dynamic changes in tumor PD-L1 status can occur following first-line treatment and 

suggested hypothesis-generating insights into potential mechanisms of resistance to therapy. 

Further studies are needed to inform sequencing strategies in mRCC.

Supplementary Material

Refer to Web version on PubMed Central for supplementary material.
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Fig. 1–. 
CONSORT diagram of patient disposition for the IMmotion150 trial. Patients who entered 

the first-line (1L) part are shown in allocation. 2L = second line.
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Fig. 2–. 
Kaplan-Meier estimate of investigator-assessed progression-free survival (PFS) outcomes in 

all patients who advanced to second-line treatment. CI = confidence interval.
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Table 1–

Patient baseline characteristics

Characteristic All second line
n = 103)

Second line after atezolizumab
(n = 44)

Second line after sunitinib
(n = 59)

Age (yr), median (IQR) 61 (52–67) 61 (53–67) 61 (52–67)

Male, n (%) 83 (81) 35 (80) 48 (81)

KPS ≥80, n (%)
98 (97) 

a 41 (98) 57 (97)

Predominant clear cell histology, n (%) 96 (93) 40 (91) 56 (95)

Sarcomatoid component, n (%) 11 (11) 5 (11) 6 (10)

MSKCC risk category, n (%)

 Favorable (0) 22 (21) 12 (27) 10 (17)

 Intermediate (1 or 2) 78 (76) 30 (68) 48 (81)

 Poor (≥3) 3 (3) 2 (5) 1 (2)

≥1% of IC expressing PD-L1, n (%) 
b 63 (61) 26 (59) 37 (63)

Geographic region, n (%)

 USA 86 (83) 44 (100) 42 (71)

 European Union 17 (17)
0 

c 17 (29)

IC = tumor-infiltrating immune cell; IQR = interquartile range; KPS = Karnofsky performance status; MSKCC = Memorial Sloan Kettering Cancer 
Center; PD-L1 = programmed death-ligand 1.

Clinical cutoff date: April 19, 2017.

a
n = 101.

b
Denominators include patients who were not evaluable.

c
Advancing to second-line atezolizumab + bevacizumab from atezolizumab monotherapy was not allowed in European centers.
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Table 2–

Confirmed investigator-assessed responses (RECIST 1.1) in patients who advanced to second-line 

atezolizumab + bevacizumab

Response All second line 
a,b

 (n = 100)

Response during second-line treatment

 ORR, n (%) [95% CI] 27 (27) [19–37]

 CR (%) 1

 PR (%) 26

 SD (%) 37

 PD (%) 32

After atezolizumab 
b

(n = 44)
After sunitinib 

a
 (n = 56)

ORR by previous first-line treatment

 ORR, n (%) [95% CI] 11 (25) [13–40] 16 (29) [17–42]

Responder
(n = 16)

Nonresponder
(n = 84)

ORR by response to previous first-line treatment

 ORR, n (%) [95% CI] 7 (44) [20–70] 20 (24) [15–34]

All second line (n = 60)

ORR in PD-L1–positive patients at study baseline 
c

 ORR, n (%) [95% CI] 17 (28) [17–41]

CI = confidence interval; CR = complete response; ORR = objective response rate; PD = progressive disease; PD-L1 = programmed death-ligand 1; 
PR = partial response; RECIST = Response Evaluation Criteria in Solid Tumors; SD = stable disease.

a
Three patients in the postsunitinib arm without postbaseline tumor assessment were not included in the analysis.

b
One patient in the postatezolizumab arm had non-CR/non-PD as the best overall response.

c
Based on archival tissue and/or biopsy.
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Table 3–

Safety summary in all patients who advanced to second-line treatment

Adverse event, no. (%) All second line (n = 103)

Patients with ≥1 AEs

 Treatment-related AEs 86 (83)

 Treatment-related grade 3/4 AEs 31 (30)

 Treatment-related grade 5 AEs 0

 Treatment-related AEs leading to withdrawal 9 (9)

 AE leading to treatment discontinuation 12 (12)

 AE leading to discontinuation of atezolizumab 1 (1)

 AE leading to discontinuation of bevacizumab 5 (5)

 AE leading to discontinuation of atezolizumab + bevacizumab  6 (6)

Any grade Grade 3/4

Treatment-related AEs occurring in ≥10% of patients

 Fatigue 36 (35) 2 (2)

 Proteinuria 33 (32) 13 (13)

 Hypertension 21 (20) 10 (10)

 Diarrhea 20 (19) 1 (1)

 Nausea 15 (15) 0

 Arthralgia 14 (14) 0

 Epistaxis 13 (13) 0

 Hypothyroidism 12 (12) 0

AE = adverse event; IQR = interquartile range; 1L = first line. Clinical cutoff date: April 19, 2017.

Median treatment duration: atezolizumab + bevacizumab 1L (atezolizumab, 11.8 mo; bevacizumab, 10.4 mo); all second line (atezolizumab, 8.3 
[IQR, 2.3–17.5] mo; bevacizumab, 6.9 [IQR, 2.1–15.4] mo).
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