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Supplementary Methods
Study Centers
Supplementary Table S1 Patient enrollment by country (intent-to-treat population)
	Patients, n (%)
	CT-P16
(N=342)
	EU-bevacizumab
(N=347)

	Belarus
	13 (3.8)
	9 (2.6)

	Brazil
	15 (4.4)
	15 (4.3)

	Bulgaria
	1 (0.3)
	2 (0.6)

	Chile
	11 (3.2)
	12 (3.5)

	Croatia
	2 (0.6)
	2 (0.6)

	Georgia
	18 (5.3)
	16 (4.6)

	Hungary
	10 (2.9)
	8 (2.3)

	India
	26 (7.6)
	25 (7.2)

	Japan
	3 (0.9)
	2 (0.6)

	Malaysia
	5 (1.5)
	4 (1.2)

	Mexico
	25 (7.3)
	23 (6.6)

	Peru
	8 (2.3)
	12 (3.5)

	Poland
	7 (2.0)
	5 (1.4)

	Portugal
	1 (0.3)
	2 (0.6)

	Republic of Korea
	9 (2.6)
	6 (1.7)

	Romania
	19 (5.6)
	18 (5.2)

	Russian Federation
	55 (16.1)
	63 (18.2)

	Serbia
	27 (7.9)
	31 (8.9)

	Thailand
	4 (1.2)
	6 (1.7)

	Ukraine
	73 (21.3)
	74 (21.3)

	Vietnam
	10 (2.9)
	12 (3.5)


EU-bevacizumab European Union-approved reference bevacizumab



Significant Protocol Amendments After Study Commencement
The global protocol was updated to version 2.0 on 14 June 2019, involving several clarifications regarding study design and eligibility criteria. Significant amendments comprised:
Study design was amended to allow an 8-week screening period for patients with central nervous system (CNS) metastases, to provide sufficient time for CNS treatment. 
Inclusion criterion 1 was updated from patients aged 18–75 years to patients aged ≥18 years, per local practice. 
Eligibility criteria were amended to specify predominance of non-squamous non-small cell lung cancer (nsNSCLC), per local practice. 
Inclusion criterion 8 was amended to adjust the range of hepatic function tests from ≤2.5 × upper limit of normal (ULN) to ≤3.0 × ULN, per local practice. 
Exclusion criterion 3 was amended to specify the CNS metastases to be untreated or with bleeding risk at the investigator’s discretion and/or leptomeningeal disease, and that treated and clinically stable (asymptomatic; off steroids) brain metastases were allowed, per local practice. 
Exclusion criterion 4 was amended to contain patients with tumor cavitation that were likely to bleed in the opinion of the investigator, per local practice. 
Exclusion criterion 8d was amended to specify the grade of heart failure as New York Heart Association ≥Class 2. 
In addition, country-specific amendments were made to the protocol following study commencement. Significant amendments comprised:
In Hungary:
Inclusion criterion 7 and gene screening for pathological diagnosis for eligibility were amended to include a negative result for programmed death-ligand 1 expression, per comments provided by the Hungarian regulatory authority. 
In Japan:
Inclusion criterion 1 was amended to include patients of the legal age of majority (20 years at the time of the study).
Study design and sample size calculation were amended to increase the number of patients to be enrolled from 678 to 690, based on a revised risk difference margin.
In Korea (all changes made per comments provided by the Korean regulatory authority):
Exclusion criteria were amended to exclude patients who had received live or live attenuated vaccines within 12 weeks prior to Day 1 of Cycle 1 and patients who had hearing impairment. 
In the United States: 
· Sample size calculation and primary efficacy endpoint analysis were amended to be based on risk ratio margin, per country-specific requirements. 

Global eligibility criteria
To be enrolled in the study, patients were required to meet all of the inclusion criteria and none of the exclusion criteria. 
Inclusion criteria
1. Patient (male or female) was ≥18 years of age.
2. Patient had confirmed predominantly nsNSCLC by hematoxylin and eosin staining or immunohistochemistry.
3. Patient had recurrent disease or a stage IV diagnosis according to the American Joint Committee on Cancer 8th edition on Lung Cancer Staging. Stage IV was defined as: separate tumor nodule(s) in a contralateral lobe; tumor with pleural or pericardial nodules; malignant pleural or pericardial effusion related to the tumor; or single or multiple extrathoracic metastases in a single organ or in multiple organs. 
4. Patient had ≥1 measurable lesion by Response Evaluation Criteria In Solid Tumours (RECIST) version 1.1. Relevant tumor lesions were ≥10 mm in the long axis by computed tomography (CT) scan, and relevant malignant lymph nodes were ≥15 mm in the short axis by CT scan. Target lesions situated in a previously irradiated area were considered measurable if recurrence had been demonstrated in such lesions. 
5. Patient had an Eastern Cooperative Oncology Group (ECOG) performance status of 0 or 1. 
6. Patient had a life expectancy >6 months based on clinical judgment.
7. Patient had a negative result for both epidermal growth factor receptor (EGFR) mutation and anaplastic lymphoma kinase (ALK) rearrangement confirmed by biopsy or cytology specimens.
8. Patient had adequate organ function in tests performed within 14 days prior to Day 1 of Cycle 1. Results were required as follows: 
· Bone marrow reserve: 
a. Hemoglobin ≥9.0 g/dL,
b. Absolute neutrophil count ≥1,500/mm3, and
c. Platelet count ≥100,000/mm3.
· Hepatic: 
a. Alkaline phosphatase, aspartate aminotransferase, and alanine aminotransferase ≤3.0 × ULN (≤5.0 × ULN with liver metastasis), and
b.  Total bilirubin ≤1.5 × ULN. 
· Renal: 
a. Serum creatinine ≤1.5 × ULN,
b. Creatinine clearance rate ≥45 mL/min, and
c. Urine dipstick for proteinuria <1+ (i.e., either 0 or trace); if urine dipstick was ≥1+, then <1.0 g protein in 24-hour urine collection had to be confirmed to allow participation in the study.
9. Patient and their partner of childbearing potential (defined as biologically capable of having children and sexually active, in the opinion of the investigator) agreed to use acceptable birth control methods throughout the study and for 6 months after the last dose of assigned treatment. Male and female patients and their partners who had been surgically sterilized for <24 weeks prior to the date of informed consent had to agree to use any medically acceptable methods of contraception. Menopausal females who had experienced their last period ≥1 year prior to the date of informed consent were classified as not of childbearing potential. 
10. Patient was able to comprehend the full nature and purpose of the study, including possible risks and side effects, to cooperate with the investigator, to understand verbal and/or written instructions, and to comply with the requirements of the entire study. 
11. Patient and/or their legally authorized representative had been informed and was given ample time and opportunity to read and/or understand the nature and purpose of this study and had signed the informed consent form before any study-specific procedures.

Exclusion criteria
1. Patient had predominantly squamous cell-histology non-small cell lung cancer (NSCLC). If small cell elements were present, the patient was ineligible. 
2. Patient had clinically significant third-space fluid; for example, ascites or pleural effusions that could not be controlled by drainage or other procedures prior to Day 1 of Cycle 1. 
3. Patient had untreated CNS metastases or CNS metastasis with bleeding risk (at the investigator’s discretion) and/or leptomeningeal disease. However, treated and clinically stable (asymptomatic; off steroids) brain metastases were allowed. 
4. Patient had invasion of major blood vessels or tumor cavitation which was likely to bleed, in the opinion of the investigator. 
5. Patient had received previous systemic anti-cancer therapy including ≥1 of the following:
a. Cytotoxic chemotherapy for metastatic nsNSCLC,
b. Cytotoxic chemotherapy for non-metastatic nsNSCLC within 12 months prior to Day 1 of Cycle 1,
c. Antineoplastic biological therapy, immunotherapy, or targeted therapy, or
d. Bevacizumab (or a proposed bevacizumab biosimilar product). 
6. Patient had received previous surgical procedure(s), including ≥1 of the following: 
a. Surgery for metastatic nsNSCLC, 
b. Surgery for non-metastatic nsNSCLC within 6 months prior to Day 1 of Cycle 1,
c. Open biopsy or open pleurodesis within 28 days prior to Day 1 of Cycle 1, or
d. Core biopsy or other minor surgical procedure (e.g., placement of vascular access device, closed pleurodesis, thoracentesis, or mediastinoscopy) within 14 days prior to Day 1 of Cycle 1. 
7. Patient had received previous anti-cancer radiotherapy, including ≥1 of the following:
a. Radiotherapy for metastatic nsNSCLC (but radiotherapy as part of palliative therapy and/or treatment for CNS metastases completed at least 14 days prior to Day 1 of Cycle 1 was allowed), 
b. Radiotherapy for non-metastatic nsNSCLC within 6 months prior to Day 1 of Cycle 1, or
c. Patients experiencing any toxicity related to any radiotherapy prior to Day 1 of Cycle 1. 
8. Patient had a medical history of disease, including ≥1 of the following: 
a. Clinically significant allergic reactions such as asthma, urticaria, angioedema, and eczematous dermatitis; or hypersensitivity to any component of carboplatin, paclitaxel, bevacizumab, Chinese hamster ovary cell products, or other recombinant human or humanized antibodies.
b. Cardiac, gastrointestinal, renal, hepatic, hematological (including pancytopenia, aplastic anemia, or blood dyscrasia), metabolic (including known diabetes mellitus), autoimmune, or pulmonary diseases classed as significant in the opinion of the investigator.
c. A known infection with hepatitis B (active or carrier), hepatitis C, or human immunodeficiency virus (however, past hepatitis B virus was allowed if resolved).
d. New York Heart Association ≥Class 2, severe uncontrolled cardiac disease (e.g., with unstable angina, or clinically significant electrocardiogram [ECG] abnormalities), or myocardial infarction within 6 months prior to Day 1 of Cycle 1.
e. Malignancy or history of malignancy other than NSCLC in the past 5 years, except adequately treated squamous or basal cell carcinoma of the skin or carcinoma in situ of the cervix.
f. Any recent infection requiring a course of systemic anti-infective therapy or a serious infection (associated with hospitalization and/or which required intravenous antibiotics) within 14 days prior to Day 1 of Cycle 1.
g. Use of oral or parenteral anticoagulants or thrombolytic agents for therapeutic purposes, or evidence of bleeding diathesis or coagulopathy (however, a patient who could discontinue regular aspirin [>325 mg/day] administration ≥10 days prior to the Day 1 of Cycle 1 or a patient who continued with low-dose aspirin [≤325 mg/day] could be enrolled).
h. Hemoptysis (>2.5 mL of red blood), thrombotic, or hemorrhagic event within 6 months prior to Day 1 of Cycle 1.
i. Vascular disease history such as cerebrovascular accident, transient ischemic attack, or thromboembolic reactions, including pulmonary embolism.
j. Abdominal fistula, gastrointestinal perforation, or intra-abdominal abscess within 6 months prior to Day 1 of Cycle 1.
k. Unhealed wound following surgery, significant traumatic injury within 28 days prior to Day 1 of Cycle 1, or an anticipated need for major surgery during the study.
l. Uncontrolled hypertension (defined as either systolic blood pressure ≥140 mmHg or diastolic blood pressure ≥90 mmHg), even after treatment.
m. Uncontrolled diabetes mellitus, even after insulin treatment. 
9. Patient had a current or recent treatment (within 30 days before Day 1 of Cycle 1 or 5 half-lives, whichever was longer) with any other investigational medicinal product or device.
10. Female patient was pregnant, breastfeeding, or planning to become pregnant or breastfeed; male patient was planning to have a child within 6 months of the last dose of study drug administration. 
11. Patient had evidence of any other coexisting disease or medical or psychological condition, metabolic dysfunction, physical examination finding, or clinical laboratory finding giving reasonable suspicion of a disease or condition that contraindicated the use of an investigational product, or patient was at high risk of treatment complications in the opinion of the investigator.

Secondary safety endpoints
Prespecified secondary safety endpoints comprised:
· Incidence and severity of adverse events (AEs), including serious AEs (SAEs), graded according to the National Cancer Institute (NCI) Common Terminology Criteria for Adverse Events (CTCAE) version 5.0.
· Incidence and severity of AEs of special interest (AESIs) graded according to the NCI CTCAE version 5.0.
· Immunogenicity, as assessed by the incidence of anti-drug antibodies (ADAs) and neutralizing antibodies (NAbs).
· Vital sign measurements.
· ECG.
· Physical examination findings.
· ECOG performance status.
· Pregnancy testing.
· Clinical laboratory analyses.
· Prior and concomitant medications.
· Hypersensitivity monitoring (based on vital signs and ECG).
· Weight.
· Serological tests (hepatitis B, hepatitis C, and HIV).
 
Analysis sets
The intent-to-treat population comprised all randomized patients who were successfully screened and randomly assigned to study drug, regardless of whether or not any study treatment dosing was completed.
The per-protocol population comprised all randomly assigned patients who had ≥1 response evaluation after receiving ≥1 full dose of study drug (CT-P16 or European Union-approved reference bevacizumab [EU-bevacizumab]) during the induction period and who did not have any major protocol deviations that could have affected the interpretation of the primary endpoint. 
The pharmacokinetic (PK) population comprised all randomly assigned patients who received ≥1 full dose of study drug (CT-P16 or EU-bevacizumab) and who had ≥1 post-treatment PK result. Patients who received incorrect treatment during the induction period were excluded from the PK population; patients were assigned to treatment groups based on the treatment they actually received. 
The safety population comprised all randomly assigned patients who received ≥1 partial or full dose of study drug (CT-P16 or EU-bevacizumab), based on study drug administration being recorded in the electronic case report form (eCRF). Patients were assigned to treatment groups based on the treatment they actually received, determined by the kit number recorded in the eCRF. Patients receiving ≥1 dose of CT-P16 at any time during the treatment period were analyzed in the CT-P16 group. 



Supplementary Results
Supplementary Fig. S1 ORR during the induction period (sensitivity analysis for the primary endpoint; local review) in (a) the intent-to-treat population and (b) the per-protocol population
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Error bars show the 95% confidence interval
EU-bevacizumab European Union-approved reference bevacizumab, ORR objective response rate


Supplementary Fig. S2 Mean (SD) trough serum CT-P16 and EU-bevacizumab concentrations during the induction period, by treatment group (pharmacokinetic population)
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EU-bevacizumab European Union-approved reference bevacizumab, SD standard deviation



Supplementary Table S2 TEAEs reported in ≥5% of patients, by treatment group (safety population)
	
	CT-P16
(N=345a)
	EU-bevacizumab
(N=344)

	Total number of TEAEs reported in ≥5% of patients
	1,963
	1,737

	Number of patients with ≥1 TEAE reported in ≥5% of patients, n (%)
	317 (91.9)
	300 (87.2)

	TEAEs, by preferred term, reported in ≥5% of patients, n (%)
	
	

	Alanine aminotransferase increased
	23 (6.7)
	19 (5.5)

	Alopecia
	220 (63.8)
	218 (63.4)

	Anemia
	109 (31.6)
	93 (27.0)

	Arthralgia
	34 (9.9)
	28 (8.1)

	Aspartate aminotransferase increased
	22 (6.4)
	17 (4.9)

	Asthenia
	63 (18.3)
	54 (15.7)

	Constipation
	38 (11.0)
	33 (9.6)

	Cough
	17 (4.9)
	24 (7.0)

	Decreased appetite
	42 (12.2)
	41 (11.9)

	Diarrhea
	43 (12.5)
	47 (13.7)

	Dyspnea
	22 (6.4)
	21 (6.1)

	Epistaxis
	14 (4.1)
	19 (5.5)

	Fatigue
	45 (13.0)
	39 (11.3)

	Gamma-glutamyl transferase increased
	22 (6.4)
	19 (5.5)

	Headache
	21 (6.1)
	20 (5.8)

	Hypertension
	34 (9.9)
	33 (9.6)

	Leukopenia
	29 (8.4)
	23 (6.7)

	Myalgia
	15 (4.3)
	18 (5.2)

	Nausea
	74 (21.4)
	65 (18.9)

	Neutropenia
	75 (21.7)
	55 (16.0)

	Neutrophil count decreased
	16 (4.6)
	19 (5.5)

	Pain in extremity
	18 (5.2)
	19 (5.5)

	Paresthesia
	35 (10.1)
	29 (8.4)

	Peripheral neuropathy
	53 (15.4)
	50 (14.5)

	Peripheral sensory neuropathy
	35 (10.1)
	35 (10.2)

	Platelet count decreased
	29 (8.4)
	23 (6.7)

	Pneumonia
	15 (4.3)
	18 (5.2)

	Proteinuria
	41 (11.9)
	37 (10.8)

	Pyrexia
	22 (6.4)
	17 (4.9)

	Thrombocytopenia
	63 (18.3)
	47 (13.7)

	Urinary tract infection
	20 (5.8)
	9 (2.6)

	Vomiting
	29 (8.4)
	30 (8.7)

	Weight decreased
	34 (9.9)
	28 (8.1)


aThree patients who were randomized to the EU-bevacizumab treatment group were included in the CT-P16 safety population as the patients incorrectly received CT‑P16 during the treatment period
EU-bevacizumab European Union-approved reference bevacizumab, 
TEAE treatment-emergent adverse event
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