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Background: In KEYNOTE-189 (NCT02578680), pembro plus pem and platinum pro-
vided superior OS (HR 0.49, P< 0.00001) and PFS (HR 0.52, P< 0.00001) and had
manageable safety vs placebo plus pem and platinum as first-line therapy for metastatic
nonsquamous NSCLC. In an exploratory analysis, we assessed outcomes by investiga-
tor’s choice of carboplatin (carbo) or cisplatin (cis).

Methods: 616 patients (pts) with untreated metastatic nonsquamous NSCLC regard-
less of PD-L1 TPS without sensitizing EGFR or ALK alteration were randomized 2:1 to
4 Q3W cycles of pembro 200 mg or placeboþ pem 500 mg/m2þ carbo AUC 5 or cis
75 mg/m2 followed by maintenance pembro or placeboþ pem. Randomization was
stratified by TPS (<1% vs� 1%), platinum (carbo vs cis), and smoking status (current/
former vs never). Primary end points were OS and PFS; ORR and safety were
secondary.

Results: Carbo was chosen for 72% of pts in both arms. OS, PFS, and ORR were
improved in the pembro plus pem and platinum arm in both carbo and cis recipients
(Table). In the pembro vs placebo arm, 83% vs 72% received 4 carbo doses and 81% vs
79% received 4 cis doses. 76% vs 65% and 78% vs 72%, respectively, received�5 pem
doses. Grade 3-5 AE rates for pembro vs placebo were 70% vs 66% with carbo and 59%
vs 65% with cis. Rates of the most common any-grade AEs were generally similar for
carbo and cis: nausea 54% with pembro vs 48% with placebo for carbo and 60% vs 63%
for cis, anemia 45% vs 48% and 50% vs 44%, and fatigue 44% vs 43% and 33% vs 26%.
Rates of acute kidney injury in the pembro arm were 5.1% with carbo and 5.4%
with cis.

Table: 532P
Carbo Cis

Pembro þ
Chemo

N¼ 297

Placebo þ
Chemo

N¼ 148

Pembro þ
Chemo

N¼ 113

Placebo þ
Chemo

N¼ 58

OS, median NR (NR-NR) 11.3 (8.0-NR) NR (NR-NR) 10.8 (8.1-NR)

(95% CI), mo

HR (95% CI) 0.52 (0.39-0.71) 0.41 (0.24-0.69)

PFS, median 8.6 (7.1-9.2) 4.9 (4.6-5.6) 9.2 (6.9-11.1) 4.8 (4.7-6.0)

(95% CI), mo

HR (95% CI) 0.55 (0.44-0.70) 0.44 (0.30-0.65)

ORR, % (95% CI) 47 (41-53) 18 (12-25) 49 (39-58) 21 (11-33)

Conclusions: Pembro plus pem and platinum improved efficacy and was generally tol-
erable compared with placebo plus pem and platinum regardless of the chosen plati-
num. These data support the use of both carbo and cis in combination with pembro
and pem as first-line therapy for metastatic nonsquamous NSCLC.
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Background: This indirect comparison and meta-analysis was conducted to compre-
hensively compare the therapeutic effects of PD-1/L1 antibodies, chemotherapy or
their combination as first-line treatments for NSCLC.

Methods: RCTs that compared the efficacy of first-line PD-1/L1 inhibitors (I) with che-
motherapy (C), or with their combination (IþC) for NSCLC patients were comprehen-
sively searched. HR of PFS and OS and their 95% CI were pooled. Subgroup analyses
were conducted according to different PD-L1 expression. Traditional meta-analyses
were conducted to compare the efficacy of I vs. C, or IþC vs. C. Indirect treatment com-
parisons (ITCs) were then conducted to compare IþC and I.

Results: A total of 9 studies involving 6,056 patients were included. The combined
ORRs of I, C and IþC were 32.0%, 31.0% and 50.6%. The combined 9m-PFS rate were
37.9%, 26.6% and 43.3%, and 2y-OS rate were 39.0%, 34.2% and 47.0% in I, C and
IþC arm. Overall, I showed no significant difference with C either according to PFS
(HR 0.90, 0.65-1.24) or OS (HR 0.84, 0.64-1.09), while IþC was significantly superior
to C both in PFS (HR 0.63, 0.56-0.71) and OS (HR 0.68, 0.53-0.88). In indirect compar-
ison, IþC showed advantages than I in PFS (HR 0.70, 0.50-0.99) but not OS (HR 0.81,
0.56-1.16). In PD-L1�50% population, I had better OS than C (HR 0.71, 0.59-0.86),
and IþC also had better OS than C (HR 0.57, 0.44-0.73). In indirect analysis, IþC was
superior to I in terms of PFS (HR 0.50, 0.32-0.77), but not OS (HR 0.8, 0.58 to 1.10). In
PD-L1 positive subgroup, I was similar with C regarding OS (HR 0.92, 0.70-1.22) and
PFS (HR 1.09, 0.98-1.21), but IþC had longer PFS in this population than I (HR 0.47,
0.38 to 0.58). In PD-L1 negative subgroup, adding I to C was significantly beneficial
both in OS (HR 0.76, 0.64-0.91) and PFS (HR 0.76, 0.67-0.86).

Conclusions: Single agent PD-1/L1 inhibitor was preferable only in PD-L1 high expres-
sion population but remained optional in all PD-L1 positive patients. Adding chemo-
therapy to PD-1/L1 inhibitors provided additional benefit not only in low but also in
high PD-L1 expression patients. PD-1/L1 inhibitors plus chemotherapy was better than
chemotherapy alone in PD-L1 negative patients. In all, we suggest combination regi-
men as first-line treatment for NSCLC regardless of PD-L1 expression.
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Background: Immune checkpoint inhibitor (ICI) has now become the new standard
treatment for non-small-cell lung cancer (NSCLC). Immune-related adverse events
(irAEs) are frequently observed. Little is known about the predictor of the development
of irAEs in NSCLC patients.
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