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Table S1. List of ethics approval bodies, by country 

Country Institutional Review Board/Independent Ethics Committee 

Austria Ethikkommission der Medizinischen, Universität Innsbruck, Innrain 

43, 

Innsbruck 6020 

Belarus Ethics Committee of Mogilov Regional Oncological Dispensary, 

Academic Pavlova str., 2a, Mogilov, 212018 

Ethics Committee of Gomel Regional Clinical Oncological 

Dispensary, 2, Meditskinskaya str., Gomel, 246012 

Ethics Committee of Bobruisk Inter-distict Oncological 

Dispensary,p. Sosnovii, 40, Bobruisk, 246012 

Ethics Committee of Brest Regional Clinical Oncological Dispensary, 

Meditskinskaya str., Brest 224027 

Ethics Committee of N.N.Alexandrov national cancer center of 

Belarus, s. Lesnoy-2, Minsk, 223040 

Ethics Committee of Vitebsk Regional Oncological Dispensary 

P.Brovki str., 33, Vitebsk, 210603 

Ethics Committee of Minsk city clinical oncological dispensary,64 

Nezavisimosti Ave., Minsk, 22013 

Belgium Comité d’Ethique, Hospitalo-Facultaire, Universitaire de Liège- CHU 
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du Sart Tilman, Domaine Universitaire du Sart Tilman Bât, B35- 

4000 Liège 

Bulgaria Ethics Committee for Multicenter Trials, 6 Damian Gruev Str., 1303 

Sofia 

China Ethics Committee, Cancer Hospital of Fudan University, No.270 

Dong’An Road, Xuhui District, Shanghai, 200032 

Ethics Committee of Shanghai Zhongshan Hospital Fudan University 

/No. 180, Fenglin Road, Xuhui area, Shanghai, 200032 

Ethics Committee, The Second Affiliated Hospital of Dalian Medical 

University No. 467, Zhongshan Road, Shahekou District Dalian, 

116027 

Ethics Committee, Tong Ji Hospital of Tong Ji medical college of 

Huazhong University of Science and Technology No.1095, Jiefang 

Avenue Wuhan, 430030 

Ethics Committee, Shanghai Pulmonary Hospital, Medical Oncology 

No.507, Zhengmin Road, Yangpu District Shanghai, 200433 

Ethics Committee, Jilin Province Cancer Hospital No.1018, Huguang 

Road, Changchun, 130012 

Ethics Committee of Nanjing Bayi Hospital / No. 34, 34Biao, 

Yanggongjing, South Taiping Road, Nanjing, 210002 

Ethics Committee, Guangdong General Hospital No.106, Zhongshan 
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No. 2 Road Guangzhou, 510080 

Ethics Committee, Sir Run Run Shaw Hospital No.3,Qin Chun East 

Road Hangzhou, 310016 

Ethics Committee, Jiangsu Cancer Hospital No. 42, Baiziting 

Nanjing, 210009 

Ethics Committee, West China Hospital of Sichuan University, No.37 

Guo Xue Lane, Wuhou District, Chengdu, Sichuan, 610041 

Ethics Committee of First Affiliated Hospital of Dalian Medical 

Hospital No. 222, Zhongshan Rd., Dalian, 116011 

EC of Southwest Hospita/ No. 30, GaotanyanZheng Street, 

Shapingba District Chongqing, 400038 

Ethics Committee, Sun Yat-Sen university Cancer Center No.651, 

Dongfeng Road Guangzhou, 510060 

EC of Fujian Provincial Tumor Hospital/No.91, Fuma Road, Fuzhou, 

Fujian, 350014 

Ethics Committee, Zhejiang Cancer Hospital No.38 Guangji Road, 

Ban Shan Qiao Hangzhou, 310022 

Ethics Committee, Shanghai Chest Hospital No.241, Huaihai Xi 

Road Shanghai, 200030 

Ethics Committee, 307 Hospital of PLA No.8 East Street, Fengtai 

Beijing, 100071 
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Ethics Committee, The First Hospital of Jilin University No 71 Xinmin 

Street Changchun District, Jilin Changchun, 130021 

Ethics Committee, The Tumour Hospital of Harbin Medical University 

No 150 Haping Road Nangang District, Harbin 

Croatia Central Ethics Committee: Agency for Medicinal Products and 

Medical Devices, Ksaverska cesta 4, 10000 Zagreb 

Czech Republic Ethics Committee, FN Brno, Jihlavska 20, 625 00 Brno 

Denmark De Videnskabsetiske Komitéer for Region Hovedstaden 

Regionsgården Kongens Vænge 2 Hillerød 3400 

France Comité de Protection des Personnes Ouest IV Maison de la 

Recherche en Santé - 2 ème étage 53, Chaussée de la Madeleine5, 

allée de l'Ile Gloriette 44000 Nantes cedex 01 

Georgia Local Ethics Committee of National Cancer Center 0177 Lisi Lake, 

Tbilisi 

Local Ethics Committee of Chemotherapy and Immunotherapy Clinic 

MEDULLA 0186, 6 Politkovsakia str. Tbilisi 

Local Ethics Committee of “Cancer Prevention Center” 0177 Lisi 

Lake,Tbilisi 

Local Ethics Committee of “Thoracoabdominal Surgery Clinic” Ltd 9 

Tsinandali str. 0079 Tbilisi 

Germany Ethikkommission der Ärztekammer Schleswig- Holstein 
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Bismarckallee 8-12 Bad Segeberg, 23795 

Greece National EC (EED) 284 Mesogion avenue Athens 15562 

India Medical Ethics Committee Kidwai Memorial Institute of Oncology, 

Bangalore-560029, Karnataka 

Institutional Review Board, Rajiv Gandhi Cancer Institute & 

Research Center Sector 5,Rohini, New Delhi 110 085 

Institutional Ethics Committee KMC Hospital Light House Hill Road 

Mangalore – 575001, Karnataka 

Rajalakshmi Ethics Committee Rajalakshmi Multispeciality Hospital 

76-11,V.R.Layout, Istphase J.P.Nagar, Bangalore 560078, Karnataka 

Ethics Committee, Apollo Hospitals Enterprise Limited 21, Greams 

Lane, Off Greams Road Chennai – 600006, Tamil Nadu 

Ethics Committee, Indraprastha Apollo Hospital, Basement Hostel 

Complex, Sarita Vihar, New Delhi-110 076, 

Ethics Committee Sir Ganga Ram Hospital., Rajinder nagar New 

Delhi-110060 

Ethics Committee Shatabdi Hospital Suyojitity Center, Mahamarg 

Bus stop, Nashik-2501888, Maharashtra 

Institutional Review Board 3rd floor, Main  

building, Tata Memorial Hospital, Dr. E borges Marg, Parel, Mumbai. 

400012 Maharashtra 
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Ethics Committee(EC), SMS Medical College & Hospitals, Jaipur-

302004, Rajasthan 

Institutional Ethics Committee Jawaharlal Nehru Cancer Hospital & 

Research Centre, Idgah hills,Bhopal 462001, Madhya Pradesh 

Ethics Committee Bhagwan Mahaveer Cancer Hospital & Research 

Center, Jawahar Lal Nehru Marg, Malviya Nagar- 302017 Jaipur 

Institutional Ethics Committee Hirabai Cowasji Jehangir Medical 

Research Institute and Jehangir Clinical development Center 

32,Sassoon Road, Pune, Maharashtra, India- 411001 

The Ethical Committee B. P. Poddar Hospital and Medical Research 

Ltd. 71/1, Humayun Kabir Sarani, New Alipore, Block-G,Kolkata – 

700053, West Bengal 

Human Ethics Committee Regional Cancer Centre Medical College 

Campus Trivandrum-695011, Kerala 

SEAROC Ethics Committee S. K. Soni Hospital, Sector-5, Vidyadhar 

Nagar, Sikar Road, Jaipur-302 013, Rajasthan 

Ethics Committee of the Heart Care Clinic, 

Care Institute of Medical Sciences, Opp. Panchamrot Bangalow, Nr. 

Shukan Mall, Off Science City Road, Sola, Ahmedabad-380060, 

Gujarat 

RADIX Central Ethics Committee (RCEC) D.No. 32-30-20, T.V.Rao 
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Road, Maruthi Nagar, Vijayawada -520004. Andhra Pradesh 

Institutional Ethics Committee, King George Hospital Visakhapatnam 

– 530002 Andhra Pradesh 

Israel Helsinki committee of Assaf Harofeh Medical Center P.O Beer 

Yaacov Zerifin 70300 

Helsinki committee of Meir Medical Center 59 Tshernichovsky st, 

Kfar Saba 44281 

Helsinki committee of the Chaim Sheba Medical Center Tel 

Hashomer 52621 

Helsinki committee (IRB) of Hadassah Medical Organization Kiryat 

Hadassah P.O Box 12000, Jerusalem 91120 

Helsinki committee of the E. Wolfson Medical Center 62 Halohamin 

st., P.O Box 5, Holon, 58100 

Helsinki committee of the Tel Aviv Sourasky Medical Center Tel Aviv 

Sourasky Medical Center 6 Weizman St., Tel Aviv 64239 

Italy Comitato Etico Delle Aziende Sanitare Dell’Umbria di Perugia via 

della Rivoluzione, 16 06070 Ellera di Corciano (PG) 

Comitato Etico Indipendente Dell’Azienda Ospedaliero- Universitaria 

Policlinico S. Orsola-Malpighi di Via Albertoni, 15 40138 Bologna 

Comitato Etico Azienda Ospedaliero Universitaria Ospeadli Riuniti 

“Umberto I – Lancisi- Salesi” Via Conca, 71 60126 Torrette di 
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Ancona 

Comitato Etico ASL di Brescia Via Galilei, 20 

25128 Brescia 

Segreteria del Comitato Etico A.O. Niguarda Ca' Granda Piazza 

Ospedale Maggiore,3 Milano 20162 

Comitato Etico Indipendente Dell’Irccs Centro di Riferimento 

Oncologico CRO di Aviano (PN) Via Gallini, 2 33081 Aviano (PN) 

Comitato Etico Centrale Dell’IRCCS Fondazione Salvatore Maugeri 

di Pavia via Salvatore Maugeri, 4 27100 Pavia 

Comitato Etico per la Sperimentazione Clinica dei Medicinali 

dell´Azienda Ospedaliero- Universitaria careggi di 

Firenze Largo Palagi, 1 c/o C.T.O. 50139 Firenze 

Comitato Etico di Area Vasta Romagna di Cesena e Istituto 

Scientifico Romagnolo per lo Studio e la cura dei tumori di meldola 

(FO) Viale Ghirotti, 286 - 47023 Cesena (FC) 

Comitato Etico dell`Azienda Ospedaliera Universitaria S. Luigi 

Gonzaga di Orbassano Via regione Gonzole, 10 10043 Orbassano 

(TO) 

Azienda Ospedaliero- Universitaria San Luigi Gonzaga di 

Orbassano Via Regione Gonzole, 10 - 10043 Orbassano – Torino 

Korea Seoul St. Mary's Hospital, 505 Banpo-dong, Seocho-gu, Seoul, 
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137701 

Gachon University Gil Hospital, 1198 Guwaldong Namdonggu, 

Incheon, 405760 

Seoul Veterans Hospital, 6-2 Dunchon dong, Gangdong-gu, 

Seoul, 134791 

Lithuania Lithuanian Bioethics Committee Didzioji str. 22 Vilnius 01128 

Poland Komisja Bioetyczna przy Centrum Onkologii Instytucie im. Marii 

Skłodowskiej - Curie w Warszawie Adress: ul. Roentgena 5, 02-781 

Warszawa 

Portugal Parque de Saúde da Lisboa Av. do Brasil, 53-Pav. 17-A Lisboa 

1749-004 

Romania Comisia Nationala de Etica pentru Studiul Clinic al Medicamentulu 

Str. Aviator Sanatescu nr. 48, sector 1 Bucuresti 011478 

Russia CEC: The Ethics Committee of Federal control service in Health 

care and social development 4/1 Slavyansk square, 109074 Moscow 

Ethic Committee of the State Therapeutical and Prophylactic 

Institution “Chelyabinsk Regional Clinical Oncology Dispensary”, 42, 

Blukhera ulitca, Chelyabinsk, 454087, Russia 

Ethics Committee of Saint-Petersburg GUZ City Clinical Oncology 

Dispensary 56, Veteranov pr., St. Petersburg, 198255, Russia 

Ethic Committee of the State Budgatary Institution of Healthcare 
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“Regional Oncology Dispensary #2” 4, Gertsena ul.,; Magnitogorsk, 

Chelyabinskaya oblast; 455001, Russia 

Ethics Committee of FGU Scientific Research Institute of Oncology 

n.a. N.N. Petrov of Rosmedtekhnology, Russia 

Ethic Committee of the GUZ Kursk Regional Oncology Dispensary; 

20, Pirogova ul., Kursk, 305035, Russia 

Ethic Committee of the State Budgetary Institution of Healthcare 

“Regional Clinical Oncology Dispensary”, 13, Sportivnaya ul., 

Ryazan, 390011, Russia 

Ethic Committee of the Russian Oncology Research Centre of 

RAMS 24, Kashirskoye shosse, Moscow, 115478, Russia 

Ethic Committee of the State Budgetary Institution of Healthcare 

“Regional Oncology Dispensary”, 32, Frunze ulitca, Irkutsk, 664035, 

Russia 

Ethics Committee of GUZ Kazan Oncology Dispensary 7, Baturina 

ul., Kazan, 420111, Russia 

Ethics Committee of GUZ Leningrad Regional Clinical Hospital 45-

49, Lunacharskogo pr., St.Petersburg, 194291, Russia 

Ethics Committee of GOU VPO Saint- Petersburg State Medical 

University named after academician I.P. Pavlov of Roszdrav 10, 

Rentgena ul., Saint- Petersburg, 197101, Russia 
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The Ethics Committee of Federal control service in Health care and 

social development 4/1 Slavyansk square, 109074 Moscow 

Ethics Committee of GUZ Pyatigorsk Oncology Dispensary 31, 

Kalinina ul., Pyatigorsk, 357502, Russia 

Ethics Committee of GUZ Oncological Dispensary #2, Public Health 

Department of Krasnodar Territory 38, Dagomysskaya ul., Sochi, 

354057, Russia 

Ethics Committee of GUZ Arkhangelsk Regional Clinical Oncology 

Dispensary 145a, Obvodnoy kanal pr., Arkhangelsk, 163045, Russia 

Slovakia Ethics committee of Faculty Hospital Trnava Fakultna nemocnica A. 

Zarnova 11 91775 Trnava 

South Africa Pharma Ethics 123 Amcor Road Lyttleton Centurion 0157 

University of the Witwatersrand, Johannesburg Human Research 

Ethics Committee (Medical) Suite 189, Private Bag x 2600 Houghton 

2041 

Faculty of Health Sciences Research Ethics Committee, 31 Bophelo 

Road, H W Snyman Building (South), Level 2-34, P.O.BOX 667, 

Pretoria, South Africa, 0001 

Spain CEIC del Hospital Clínico Universitario de Valencia Secretaría 

Fundación de Investigación Hospital Clínico Universitario de 

Valencia Pabellón B - 1er. Piso Avda. Blasco Ibañez,17 46010 

Valencia 
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Switzerland Department Gesundheit und Soziales Kantonale Ethikkommission 

Aargau Bachstrasse 15 CH-5001 Aarau 

Ukraine Central Ethics Commission of Ministry of Health of Ukraine 5, 

Narodnogo opolchennay, Str. Kiyv, 03680 

United Kingdom West Midlands – Staffordshire Barlow House 3rd Floor 4 Minshull 

Street Manchester M1 3DZ 
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Table S2. Main efficacy outcomes (PFS and OS) in the populations analyzed 

 Patients with adenocarcinoma histology NSCLC Patients with squamous-cell 

histology NSCLC  All TSFLT <9 PD-FLT 

 Nintedanib  Placebo Nintedanib Placebo Nintedanib Placebo Nintedanib Placebo 

 (n=322) (n=336) (n=206) (n=199) (n=53) (n=64) (n=276) (n=279) 

PFS         

Patients with PFS events, n (%) 255 (79.2) 267 (79.5) 164 (79.6) 164 (82.4) 42 (79.2) 50 (78.1) 221 (80.1) 234 (83.9) 

PD 225 (69.9) 251 (74.7) 143 (69.4) 154 (77.4) 34 (64.2) 46 (71.9) 190 (68.8) 209 (74.9) 

Death without evidence of progression 30 (9.3) 16 (4.8) 21 (10.2) 10 (5.0) 8 (15.1) 4 (6.3) 31 (11.2) 25 (9.0) 

Number of patients censored, n (%) 67 (20.8) 69 (20.5) 42 (20.4) 35 (17.6) 11 (20.8) 14 (21.9) 55 (19.9) 45 (16.1) 

mPFS, months 4.2 2.8 4.2 1.5 4.2 1.6 3.0 2.6 

HR (95% CI) 0.84 (0.71–1.00) 0.68 (0.54–0.84) 0.67 (0.43–1.04) 0.83 (0.69–1.01) 

Tumor response     

Best overall tumor response, n (%)         

CR 0 0 0 0 0 0 0 1 (0.4) 

PR 15 (4.7) 12 (3.6) 10 (4.9) 3 (1.5) 2 (3.8) 0 (0.0) 13 (4.7) 6 (2.2) 

SD 179 (55.6) 136 (40.5) 112 (54.4) 63 (31.7) 32 (60.4) 23 (35.9) 123 (44.6) 92 (33.0) 

PD 87 (27.0) 147 (43.8) 58 (28.2) 107 (53.8) 12 (22.6) 32 (50.0) 90 (32.6) 134 (48.0) 

Objective response, n (%) 15 (4.7) 12 (3.6) 10 (4.9) 3 (1.5) 2 (3.8) 0 (0.0) 13 (4.7) 7 (2.5) 

Disease control, n (%) 194 (60.2) 148 (44.0) 122 (59.2) 66 (33.2) 34 (64.2) 23 (35.9) 136 (49.3) 99 (35.5) 

OS         
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Patients with OS events, n (%) 259 (80.4) 276 (82.1) 173 (84.0) 172 (86.4) 45 (84.9) 58 (90.6) 254 (92.0) 240 (86.0) 

mOS 12.6 10.3 10.9 7.9 9.8 6.3 8.6 8.7 

HR (95% CI) 0.83 (0.70–0.99) 0.75 (0.60–0.92) 0.62 (0.41–0.94) 1.01 (0.85–1.21) 

Abbreviations: CI, confidence interval; CR, complete response; HR, hazard ratio; mOS, median overall survival; mPFS, median progression-free survival; NSCLC, non-small cell lung cancer; 

OS, overall survival; PD, progressive disease; PD-FLT, progressive disease as best response to first-line therapy; PFS, progression-free survival; PR, partial response; SD, stable disease; 

TSFLT <9, time from start of first-line therapy <9 months. 
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Table S3. Target lesions and non-target lesions at baseline 

 Patients with adenocarcinoma histology NSCLC Patients with squamous-cell 

histology NSCLC  All TSFLT <9 PD-FLT 

 Nintedanib  

(n=322) 

Placebo  

(n=336) 

Nintedanib  

(n=206) 

Placebo 

(n=199) 

Nintedanib  

(n=53) 

Placebo  

(n=64) 

Nintedanib  

(n=276) 

Placebo 

(n=279) 

Patients with target lesions at baseline, n (%) 294 (91.3) 296 (88.1) 190 (92.2) 173 (86.9) 47 (88.7) 55 (85.9) 249 (90.2) 244 (87.5) 

Location of target lesions, n (%)         

Lung 211 (65.5) 219 (65.2) 135 (65.5) 126 (63.3) 36 (67.9) 38 (59.4) 166 (60.1) 173 (62.0) 

Lymph nodes 196 (60.9) 181 (53.9) 130 (63.1) 108 (54.3) 35 (66.0) 38 (59.4) 169 (61.2) 179 (64.2) 

Liver 37 (11.5) 34 (10.1) 28 (13.6) 20 (10.1) 8 (15.1) 8 (12.5) 39 (14.1) 22 (7.9) 

Adrenal glands 33 (10.2) 40 (11.9) 25 (12.1) 27 (13.6) 5 (9.4) 14 (21.9) 24 (8.7) 21 (7.5) 

Brain 1 (0.3) 1 (0.3) 0 0 0 0 0 0 

Skin 0 2 (0.6) 0 1 (0.5) 0 0 0 0 

Other 15 (4.7) 28 (8.3) 10 (4.9) 21 (10.6) 2 (3.8) 7 (10.9) 15 (5.4) 13 (4.7) 

Patients with non-target lesions at baseline, n (%) 292 (90.7) 299 (89.0) 184 (89.3) 176 (88.4) 46 (86.8) 57 (89.1) 240 (87.0) 230 (82.4) 

Location of non-target lesions, n (%)         

Lung 206 (64.0) 223 (66.4) 132 (64.1) 125 (62.8) 34 (64.2) 36 (56.3) 159 (57.6) 163 (58.4) 

Lymph nodes 185 (57.5) 202 (60.1) 118 (57.3) 120 (60.3) 28 (52.8) 43 (67.2) 155 (56.2) 143 (51.3) 

Bone 91 (28.3) 97 (28.9) 62 (30.1) 72 (36.2) 17 (32.1) 25 (39.1) 50 (18.1) 48 (17.2) 

Pleural effusion 86 (26.7) 107 (31.8) 55 (26.7) 66 (33.2) 16 (30.2) 22 (34.4) 66 (23.9) 71 (25.4) 

Liver 55 (17.1) 58 (17.3) 35 (17.0) 40 (20.1) 8 (15.1) 13 (20.3) 45 (16.3) 45 (16.1) 

Adrenal glands 27 (8.4) 25 (7.4) 13 (6.3) 15 (7.5) 3 (5.7) 5 (7.8) 28 (10.1) 36 (12.9) 



16/22 

Brain 25 (7.8) 23 (6.8) 14 (6.8) 13 (6.5) 5 (9.4) 4 (6.3) 11 (4.0) 9 (3.2) 

Ascites 3 (0.9) 2 (0.6) 1 (0.5) 2 (1.0) 0 0 0 2 (0.7) 

Skin 0 1 (0.3) 0 1 (0.5) 0 0 1 (0.4) 1 (0.4) 

Other 48 (14.9) 55 (16.4) 32 (15.5) 30 (15.1) 4 (7.5) 11 (17.2) 29 (10.5) 23 (8.2) 

Abbreviations: NSCLC, non-small cell lung cancer; PD-FLT, progressive disease as best response to first-line therapy; TSFLT <9, time from start of first-line therapy <9 months. 
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Table S4. Estimated fixed effects of the longitudinal mixed model 

 Patients with adenocarcinoma histology NSCLC Patients with squamous-cell 

histology NSCLC 

 All TSFLT <9  PD-FLT 

 Estimate Type 3  

P-value 

Estimate Type 3  

P-value 

Estimate Type 3  

P-value 

Estimate Type 3  

P-value 

Intercept 82.462 <0.0001 88.305 <0.0001 98.099 <0.0001 94.259 <0.0001 

Nadir 1.34  1.09  1.51  0.09  

Time in months 3.011 <0.0001 3.592 <0.0001 5.582 0.0024 3.729 <0.0001 

Log(time + 1 month) −1.081 0.5078 2.432 0.2705 −3.509 0.4031 1.229 0.6375 

Interaction treatment*Time in months 1.312 0.0485 1.335 0.1362 0.607 0.7813 0.905 0.4347 

Interaction treatment*Log(time + 1 month) −9.039 <0.0001 −12.748 <0.0001 −12.011 0.0320 −6.291 0.0841 

Abbreviations: NSCLC, non-small cell lung cancer; PD-FLT, progressive disease as best response to first-line therapy; TSFLT <9, time from start of first-line therapy <9 months. 
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Table S5. Location of new lesions 

Location of new lesions, n (%) 

Patients with adenocarcinoma histology NSCLC Patients with squamous-cell 

histology NSCLC All TSFLT <9  PD-FLT 

Nintedanib 

(n=322) 

Placebo 

(n=336) 

Nintedanib  

(n=206) 

Placebo 

(n=199) 

Nintedanib 

(n=53) 

Placebo 

(n=64) 

Nintedanib 

(n=276) 

Placebo 

(n=279) 

Lung 36 (11.2) 43 (12.8) 22 (10.7) 25 (12.6) 7 (13.2) 7 (10.9) 37 (13.4) 44 (15.8) 

Pleural effusion 31 (9.6) 42 (12.5) 22 (10.7) 25 (12.6) 6 (11.3) 3 (4.7) 25 (9.1) 24 (8.6) 

Lymph nodes 27 (8.4) 37 (11.0) 15 (7.3) 23 (11.6) 4 (7.5) 4 (6.3) 19 (6.9) 27 (9.7) 

Brain 20 (6.2) 13 (3.9) 15 (7.3) 8 (4.0) 2 (3.8) 2 (3.1) 1 (0.4) 6 (2.2) 

Liver 17 (5.3) 26 (7.7) 13 (6.3) 21 (10.6) 1 (1.9) 9 (14.1) 23 (8.3) 14 (5.0) 

Bones 10 (3.1) 7 (2.1) 6 (2.9) 4 (2.0) 2 (3.8) 1 (1.6) 5 (1.8) 4 (1.4) 

Adrenal glands 4 (1.2) 8 (2.4) 1 (0.5) 6 (3.0) 0 3 (4.7) 2 (0.7) 3 (1.1) 

Ascites 4 (1.2) 2 (0.6) 4 (1.9) 1 (0.5) 0 1 (1.6) 5 (1.8) 0 

Pleura 2 (0.6) 2 (0.6) 1 (0.5) 1 (0.5) 1 (1.9) 0 3 (1.1) 1 (0.4) 

Abdominal wall 1 (0.3) 1 (0.3) 1 (0.5) 1 (0.5) 0 1 (1.6) 0 0 

Cardiac 1 (0.3) 5 (1.5) 0 2 (1.0) 0 1 (1.6) 0 2 (0.7) 

Peritoneum/Omentum 1 (0.3) 1 (0.3) 0 1 (0.5) 0 1 (1.6) 0 0 

Retroperitoneum 1 (0.3) 0 0 0 0 0 0 0 

Colon + small intestine 0 1 (0.3) 0 1 (0.5) 0 0 0 0 
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Breast 0 0 0 0 0 0 1 (0.4) 0 

Chest wall 0 0 0 0 0 0 1 (0.4) 2 (0.7) 

Diaphragm 0 0 0 0 0 0 1 (0.4) 0 

Kidney 0 0 0 0 0 0 1 (0.4) 2 (0.7) 

Pelvis 0 0 0 0 0 0 0 1 (0.4) 

Skin 0 0 0 0 0 0 1 (0.4) 0 

Spleen 0 0 0 0 0 0 1 (0.4) 1 (0.4) 

Other 5 (1.6) 1 (0.3) 3 (1.5) 0 0 0 6 (2.2) 1 (0.4) 

Abbreviations: NSCLC, non-small cell lung cancer; PD-FLT, progressive disease as best response to first-line therapy; TSFLT <9, time from start of first-line therapy <9 months. 
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Table S6. Predictors of OS (baseline characteristics) 

Population Variable HR (95% CI) P-valuea 

Patients with adenocarcinoma histology NSCLC   

All  ECOG PS 

(1 vs 0) 

1.347 (1.104–1.644) 0.0033 

 Prior bevacizumab 

(Yes vs no) 

0.664 (0.452–0.974) 0.0363 

 Race 

(Non-Asian vs Asian) 

0.822 (0.652–1.038) 0.0991 

 Smoking 

(Ex-smoker/never smoker vs current 

smoker) 

1.212 (0.992–1.481) 0.0602 

 Best response to first-line therapy 

(PD vs CR/PR/SD) 

0.803 (0.633–1.018) 0.0694 

 Number of metastatic organs at 

baseline 

(>2 vs ≤2) 

0.696 (0.571–0.847) 0.0003 

 LDH at baseline 

(≤1 x ULN vs >1 x ULN) 

1.255 (1.036–1.519) 0.0203 

TSFLT <9 months ECOG PS 

(1 vs 0) 

1.320 (1.029–1.694) 0.0290 

 Age 

(<65 vs 65 years) 

1.318 (1.023–1.699) 0.0330 

 Adrenal metastases at baseline 

(Yes vs no)  

0.531 (0.401–0.705) <0.0001 

 Liver metastases at baseline 

(Yes vs no) 

0.676 (0.525–0.871) 0.0024 

 Time from start of first-line therapy 0.925 (0.879–0.974) 0.0032 

 LDH at baseline 

(≤1 x ULN vs >1 x ULN) 

1.539 (1.220–1.941) 0.0003 

PD-FLT    
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 Adrenal metastases at baseline 

(Yes vs no) 

0.650 (0.396–1.066) 0.0881 

 Liver metastases at baseline 

(Yes vs no) 

0.651 (0.403–1.052) 0.0795 

 LDH at baseline 

(≤1 x ULN vs >1 x ULN) 

1.787 (1.122–2.846) 0.0146 

Patients with squamous-cell histology NSCLC   

 ECOG PS 

(1 vs 0) 

1.359 (1.101–1.677) 0.0043 

 Sex 

(Male vs female) 

1.269 (0.973–1.654) 0.0786 

 Concomitant therapy with 

bisphosphonate at baseline 

(No vs yes) 

2.207 (1.409–3.458) 0.0005 

 Number of metastatic organs at 

baseline 

(>2 vs ≤2) 

0.813 (0.664–0.995) 0.0444 

aChi-square probability 

Abbreviations: CI, confidence interval; CR, complete response; ECOG PS, Eastern Cooperative Oncology Group 

performance status; HR, hazard ratio; LDH, lactate dehydrogenase; NSCLC, non-small cell lung cancer; OS, overall 

survival; PD, progressive disease; PD-FLT, progressive disease as best response to first-line therapy; PR, partial 

response; SD, stable disease; TSFLT, time from start of first-line therapy to randomization; ULN, upper level of normal. 
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Figure S1. Schematic illustration of metrics of tumor size 

 

Abbreviations: BL, baseline; PD, progressive disease; PR, partial response; RECIST, Response Evaluation Criteria In Solid Tumors; SLD, sum of longest diameter of target lesions; t, time 

from randomization; TTG, time to tumor growth. 


