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ADDITIONAL METHODS 

Assessment of Intracranial Response 

A specialist neuro-oncologist group a conducted blinded independent central review (CNS BICR) of 

the cranial imaging of 225 patients from HERTHENA-Lung01 treated with HER3‑DXd 5.6 mg/kg IV 

Q3W. The assessment criteria are given in the table below. 

 CNS RECIST (2 primary readers plus 1 adjudicator) 

Lesion definition  

Target  

Up to 5 lesions in CNS not previously irradiated or with progression 
following treatment 

Enhancing intraparenchymal brain metastases that can be measured in 
≥1 dimension (LD in the plane of measurement is to be recorded) with a 
minimum size of 10 mm or 2× the slice thickness by MRI scan, 
whichever is larger 

Nontarget All others not selected as target 

Response assessment  

Complete response 
Disappearance of all target lesions  
(SOD % change from screening −100) and all nontarget lesions  

Partial response 
≥30% decrease in SOD of target lesions from baseline, taking as 
reference the screening SOD. Additionally, progression of target lesions 
must not be present  

Stable disease 
Neither sufficient shrinkage of target lesions to qualify for PR nor 
sufficient increase to qualify for PD, taking as reference the nadir SOD 
(or the screening SOD if the screening is the nadir value) 

Progressive disease 
Increase of 20% from nadir in target lesions, unequivocal progression in 
nontarget lesion, or unequivocal new lesion  

BICR, blinded independent central review; CNS, central nervous system; IV, intravenous; LD, longest 
diameter; MRI, magnetic resonance imaging; PD, progressive disease; PR, partial response; Q3W, every 3 
weeks; RECIST, Response Evaluation Criteria in Solid Tumors; SOD, sum of diameters. 
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ADDITIONAL RESULTS 

Analysis of the Potential Association Between Thrombocytopenia and Bleeding Events, and 

Neutropenia and Infection Events 

In order to identify the patients who experienced grade ≥3 bleeding events due to grade ≥3 

thrombocytopenia, the sponsor programmatically identified patients who experienced grade ≥3 

bleeding events within ±14 days of a laboratory abnormality of grade ≥3 platelet count decreased 

event irrespective of the cause indicated by the investigator. Similarly, patients who experienced 

grade ≥3 infection within ±14 days of a grade ≥3 neutrophil count decreased event were identified.  

Among the 4 patients who experienced grade ≥3 bleeding (gastrointestinal hemorrhage and 

hemothorax, each n=1) or grade ≥3 infection (sepsis and septic shock, each n=1) within the ±14-day 

range, only in 1 was a potential relationship with thrombocytopenia or neutropenia deemed possible: 

Patient A: After thoracentesis for increased existing pleural effusion, the patient developed dyspnea 

and had low hemoglobin levels, which resulted in a diagnosis of hemothorax by the investigator. 

Platelet count was low at time of the event (20,000/uL [range, 150,000-400,000/uL]); however, the 

investigator considered the hemothorax unrelated to the study drug based on their clinical judgment. 

Events in the other 3 patients were as follows: 

• Patient B had a gastrointestinal hemorrhage. The source of bleeding was a septic mesenteric 

mass, per investigator. On the day of the event, the platelet count was within the normal range 

(165 G/L [range, 150-350 G/L]). 

• Patient C developed sepsis due to E faecalis based on blood culture, per investigator. On the 

day of the event, the absolute neutrophil count was high (9.2×103/mm3 [range, 2-7×103/mm3]). 

• Patient D experienced septic shock due to acute onset of right inguinal painful swelling with 

cellulitis that deteriorated and spread to left inguinal region.  

In all of these cases, the investigator did not consider the event to be study drug related. 
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SUPPLEMENTAL TABLES 

Supplemental Table S1. Data From Previous Studies of Patients With EGFR-Mutated NSCLC  

 

REVEL19,a 
(ramucirumab plus 
docetaxel arm) 
(N=628) 

Yang et al4 
Retrospective data 
(N=60) 

Patel et al5 
Real world data 
(N=273) 

U1027,23 
HER3-DXd phase 1 
(N=78) 

Patient population 
NSCLC (2% with EGFR-
activating mutations) 

EGFR-mutated NSCLC 
previously treated with 
gefitinib and cytotoxic 
chemotherapy 

EGFR-mutated NSCLC 
previously treated with 
osimertinib and PBC 

EGFR-mutated NSCLC 
previously treated with third-
generation EGFR TKI and 
PBC 

Line of treatment 2L 3L 3L+ 3L+ 

Therapy 
Ramucirumab plus 
docetaxel 

Variousb Variousc HER3-DXd 

ORR (95% CI), % 22.9 (19.7-26.4) 
PBC: 10.0 
Other chemotherapy: 0 

14.1 (3.7-33.1)d 41.0 (30.0-52.7) 

PFS, median (95% CI), mo 4.5 (4.2-5.4) 
PBC: 3.2 
Other chemotherapy: 2.8 

3.3 (2.8-4.4) 6.4 (4.4-10.8) 

OS, median (95% CI), mo 10.5 (9.5-11.2) 
PBC: 10.6 
Other chemotherapy: 7.5 

8.6 (7.4-9.8) 16.2 (11.2-21.9) 

2L, second line; 3L, third line; 3L+, third line and later; EGFR, epidermal growth factor receptor; NSCLC, non-small cell lung cancer; ORR, objective 
response rate; OS, overall survival; PBC, platinum-based chemotherapy; PFS, progression-free survival; TKI, tyrosine kinase inhibitor. 
a The primary endpoint in HERTHENA-Lung01 was based on the REVEL ramucirumab plus docetaxel arm (later studies have reported data for 
more similar patient populations). 
b Erlotinib, PBC, other cytotoxic chemotherapies.  
c Immunotherapy, alternate EGFR TKI therapy, PBC, or other cytotoxic chemotherapies as single-agent therapy or in combination. 
d Estimated real-world confirmed ORR, (Patel JD, et al. IASLC 2023 WCLC. Abstract 2201).  
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Supplemental Table S2. Demographics and Clinical Characteristics at Baseline for the 
Uptitration Arm 

  Uptitration arm  
(n=50) 

Age at informed consent  Median (range), years 60.5 (32-78) 

<65 years, n (%) 35 (70.0) 

≥65 years, n (%) 15 (30.0) 

Sex, n (%) Male 21 (42.0) 

Female 29 (58.0) 

Race, n (%)  American Indian or Alaskan Native 0 

Asian 31 (62.0) 

Black or African American 1 (2.0) 

Native Hawaiian or Other Pacific Islander 0 

White 15 (30.0) 

Other 3 (6.0) 

Smoking history, n (%)  Never 30 (60.0) 

Ever 20 (40.0) 

EGFR-activating mutations, n (%) Ex19del (not L858R) 32 (64.0) 

L858R (not Ex19del) 18 (36.0) 

Ex19del and L858R 0 

Histology, n (%) Adenocarcinoma 50 (100) 

Squamous 0 

Other 0 

Tumor stage at study entry, n (%) IVA 19 (38.0) 

IVB 31 (62.0) 

ECOG performance status, n (%) 0 16 (32.0) 

1 34 (68.0) 

2 0 

History of brain metastases, n (%) Yes 29 (58.0) 

No 21 (42.0) 

Baseline metastatic lesion location 
by BICR, n (%) 

Adrenal 2 (4.0) 

Bone 17 (34.0) 

Brain 18 (36.0) 

Liver 10 (20.0) 

Baseline SOD by BICR  Median (range), mm 63.5 (11-191) 

Time since initial NSCLC diagnosis Median (range), months 46.1 (11.0-190.1) 



HER3-DXd in EGFR-mutated NSCLC: HERTHENA-Lung01 Supplement 

6 

Prior PBC, n (%)   50 (100) 

Prior EGFR TKI, n (%) Any EGFR TKI 50 (100) 

3G EGFR TKIa 44 (88.0) 

Only 3G EGFR TKI 13 (26.0) 

3G and other EGFR TKI 31 (62.0) 

No 3G EGFR TKI  6 (12.0) 

Prior immunotherapy, n (%)b Any immunotherapy 19 (38.0) 

Immunotherapy in last regimen 6 (12.0) 

No. of prior lines of systemic therapy 
in the locally advanced or metastatic 
setting 

Median (range) 3 (2-11) 

1, n (%)  0 

2, n (%) 13 (26.0) 

≥3, n (%) 37 (74.0) 

3G, third generation; BICR, blinded independent central review; ECOG, Eastern Cooperative Oncology Group; 
EGFR, epidermal growth factor receptor; NSCLC, non-small cell lung cancer; PBC, platinum-based 
chemotherapy; SOD, sum of diameters; TKI, tyrosine kinase inhibitor. 
a Patients with prior third-generation EGFR TKI therapy had received osimertinib (n=42) and lazertinib (n=3; 1 
patient also received osimertinib).  
b Patients with prior immunotherapies had received pembrolizumab (n=9), atezolizumab (n=5), nivolumab 
(n=5), durvalumab (n=1), and zimberelimab (n=1).  
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Supplemental Table S3. Antitumor Activity in the Uptitration Arm and the Fixed-Dose Arm at 
Primary Data Cutoff (Responses by BICR per RECIST) 

   

 Uptitration arm 
(n=50) 

5.6 mg/kg 
(n=225) 

Confirmed ORR (95% CI), % 16.0 (7.2-29.1) 28.4 (22.6-34.8) 

Complete response, n (%) 1 (2.0) 1 (0.4) 

Partial response, n (%) 7 (14.0) 63 (28.0) 

Stable disease/non-CR/non-PD, n (%) 30 (60.0) 102 (45.3) 

Progressive disease, n (%) 10 (20.0) 43 (19.1) 

Not evaluable, n (%) 2 (4.0) 16 (7.1) 

Disease control rate (95% CI), % 76.0 (61.8-86.9) 73.8 (67.5-79.4) 

Duration of response, median (95% CI), mo 7.1 (2.8-15.2) 6.0 (4.4-7.2) 

Patients with DOR ≥6 mo, % 50.0 43.8 

Progression-free survival, median (95% CI), mo 6.7 (4.2-8.8) 5.5 (5.1-5.9) 

Overall survival, median (95% CI), mo 14.0 (9.4-16.6) 11.8 (11.2-12.6) 

BICR, blinded independent central review; CR, complete response; DOR, duration of response; ORR, 
objective response rate; PD, progressive disease; RECIST, Response Evaluation Criteria in Solid Tumors. 
Primary data cutoff, November 21, 2022. 
Median duration of follow-up, 13.1 (range, 9.0-21.60 months).  
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Supplemental Table S4. Safety Summary 

 Safety population Uptitration arm 

 
HER3-DXd  
5.6 mg/kg 
(n=225) 

HER3‑DXd  
3.2→4.8→6.4 mg/kg 
(n=50) 

Any TEAE, n (%)  224 (99.6) 50 (100) 

CTCAE grade ≥3 146 (64.9) 31 (62.0) 

CTCAE grade ≥4 65 (28.9) 7 (14.0) 

Serious TEAE  90 (40.0) 16 (32.0) 

Associated with death 24 (10.7)a 5 (10.0)b 

Associated with treatment discontinuation 16 (7.1)c 5 (10.0)d 

Associated with dose interruption 91 (40.4) 22 (44.0) 

Associated with dose reduction 48 (21.3) 14 (28.0) 

Study drug–related TEAE, n (%)  215 (95.6) 43 (86.0) 

CTCAE grade ≥3 102 (45.3) 19 (38.0) 

CTCAE grade ≥4 40 (17.8) 2 (4.0) 

Serious TEAE 34 (15.1) 4 (8.0) 

Associated with death 4 (1.8)e 0 

Grade ≥3 TEAEs occurring in ≥5% of patients, n (%)   

Thrombocytopenia (grouped PT)f 47 (20.9) 4 (8.0) 

Neutropenia (grouped PT)g 43 (19.1) 10 (20.0) 

Anemia (grouped PT)h 32 (14.2) 3 (6.0) 

Leukopenia (grouped PT)i 22 (9.8) 1 (2.0) 

Fatigue  13 (5.8) 2 (4.0) 

All-grade TEAEs occurring in ≥5% of patients, n (%)   

Nausea 148 (65.8) 32 (64.0) 

Thrombocytopenia (grouped PT) 98 (43.6) 17 (34.0) 

Decreased appetite 95 (42.2) 21 (42.0) 

Neutropenia (grouped PT) 80 (35.6) 19 (38.0) 

Constipation 77 (34.2) 16 (32.0) 

Anemia (grouped PT) 75 (33.3) 15 (30.0) 

Fatigue 70 (31.1) 12 (24.0) 

Diarrhea 62 (27.6) 12 (24.0) 
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Vomiting 61 (27.1) 11 (22.0) 

Leukopenia (grouped PT) 59 (26.2) 10 (20.0) 

Alopecia 57 (25.3) 13 (26.0) 

Dyspnea 42 (18.7) 2 (4.0) 

Asthenia 42 (18.7) 7 (14.0) 

Aspartate aminotransferase increased 38 (16.9) 9 (18.0) 

Hypokalemia 38 (16.9) 6 (12.0) 

Cough 37 (16.4) 5 (10.0) 

Abdominal pain (grouped PT)j 36 (16.0) 8 (16.0) 

Headache 27 (12.0) 9 (18.0) 

Stomatitis (grouped PT)k 27 (12.0) 7 (14.0) 

Alanine aminotransferase increased 26 (11.6) 9 (18.0) 

Pyrexia 25 (11.1) 7 (14.0) 

Weight decreased 23 (10.2) 9 (18.0) 

Epistaxis 22 (9.8) 1 (2.0) 

COVID-19 22 (9.8) 3 (6.0) 

Back pain 21 (9.3) 7 (14.0) 

Blood alkaline phosphatase increased 21 (9.3) 1 (2.0) 

Arthralgia 20 (8.9) 4 (8.0) 

Edema peripheral 20 (8.9) 3 (6.0) 

Hypoalbuminemia 20 (8.9) 1 (2.0) 

Insomnia 17 (7.6) 5 (10.0) 

Malaise 16 (7.1) 6 (12.0) 

Hyperglycemia 16 (7.1) 2 (4.0) 

Hyponatremia 15 (6.7) 2 (4.0) 

Pneumonia 15 (6.7) 3 (6.0) 

Dysgeusia 14 (6.2) 1 (2.0) 

Dyspepsia 14 (6.2) 2 (4.0) 

Pneumonitis 14 (6.2) 1 (2.0) 

Blood lactate dehydrogenase increased 13 (5.8) 1 (2.0) 

Dizziness 13 (5.8) 4 (8.0) 

Pruritus 13 (5.8) 1 (2.0) 

Blood creatinine increased 12 (5.3) 3 (6.0) 
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Pleural effusion 12 (5.3) 2 (4.0) 

Treatment duration, median (range), months 5.5 (0.7-18.2) 5.3 (0.7-17.9) 

Dose intensity, median (range), mg/kg/cycle 5.5 (3.2-6.0) 4.5 (3.0-6.0) 

Relative dose intensity, median (range), % 97.7 (57.1-107.8) 95.4 (51.2-104.4) 

CTCAE, Common Terminology Criteria for Adverse Events; NSCLC, non-small cell lung cancer; PT, preferred 
term; TEAE, treatment-emergent adverse event. 
Primary data cutoff, November 21, 2022. 
a Disease progression (n=11); pneumonia (n=3); NSCLC (n=2); acute respiratory distress syndrome, dyspnea, 
gastrointestinal perforation, hypercapnia, cholestatic jaundice, pneumonitis, respiratory failure, sepsis (n=1 
each). 
b Disease progression (n=4), respiratory failure (n=1). 
c Pneumonitis (n=4); bilirubin increased (n=2); dyspnea (n=2); anemia, asthenia, duodenal perforation, fatigue, 
cholestatic jaundice, portal hypertension, urosepsis, white blood cell count decreased (n=1 each). 
d Cognitive disorder, interstitial lung disease, malaise, pneumonitis, weight decreased (n=1 each). 
e Pneumonitis, pneumonia, gastrointestinal perforation, respiratory failure (n=1 each). 
f Platelet count decreased, thrombocytopenia.  
g Neutropenia, neutrophil count decreased.  
h Anemia, hematocrit decreased, hemoglobin decreased, red blood cell count decreased.  
i Leukopenia, white blood cell count decreased.  
j Abdominal discomfort, abdominal pain, abdominal pain lower, abdominal pain upper. 
k Stomatitis, aphthous ulcer, mouth ulceration, oral mucosa erosion, oral mucosal blistering. 
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Supplemental Table S5. Antitumor Activity by Baseline EGFR TKI Resistance–Associated Genomic Alterations (Efficacy 
Population [n=225]a) 

 Type of EGFR TKI resistance mechanism 

 EGFR-dependent 
(only) 
n=34 

EGFR-
independent 
(only)  
n=81 

Both  
EGFR-dependent 
and -independent 
n=32 

None identified 
n=77 

Confirmed ORR (95% CI), % 32.4 (17.4-50.5) 27.2 (17.9-38.2) 37.5 (21.1-56.3) 27.3 (17.7-38.6) 

Disease control rate (95% CI), % 73.5 (55.6-87.1) 76.5 (65.8-85.2) 68.8 (50.0-83.9) 72.7 (61.4-82.3) 

Duration of response, median (95% CI), mo 8.3 (4.1-NE) 7.1 (4.2-13.6) 4.2 (2.9-6.9) 6.0 (4.4-14.1) 

Patients with duration of response ≥6 mo, n/N (%) 7/11 (63.6) 10/22 (45.5) 3/12 (25.0) 8/21 (38.1) 

Progression-free survival, median (95% CI), mo 5.5 (3.0-9.6) 5.4 (4.2-7.5) 4.7 (2.7-5.6) 5.6 (4.4-8.3) 

Overall survival, median (95% CI), mo 14.3 (6.8-NE) 11.6 (10.3-14.6) 9.5 (4.5-11.8) 13.1 (11.6-13.9) 

EGFR, epidermal growth factor receptor; NE, not evaluable; ORR, objective response rate; TKI, tyrosine kinase inhibitor. 
Snapshot data cutoff, May 18, 2023. 
a 224 patients had available baseline data for genomic alterations. 

  



HER3-DXd in EGFR-mutated NSCLC: HERTHENA-Lung01 Supplement 

12 

 Supplemental Table S6. Summary of Interstitial Lung Disease Adjudication  

 CTCAE grade by adjudication committee/investigator, n (%) 

 1 2 3 4 5 All grade 

HER3‑DXd 5.6 mg/kg, safety population (n=225)       

Patients with potential ILD events (investigator-reported grade) 8 (3.6) 2 (0.9) 3 (1.3) 3 (1.3) 3 (1.3) 19 (8.4) 

Not adjudicated as of reporting  0 0 0 0 0 0 

Adjudicated as not ILD (investigator-reported grade) 2 (0.9) 0 0 2 (0.9) 3 (1.3) 7 (3.1) 

Adjudicated as ILD (committee-adjudicated grade)a 1 (0.4) 8 (3.6) 2 (0.9) 0 1 (0.4)b 12 (5.3) 

Adjudicated as drug-related ILD 1 (0.4) 8 (3.6) 2 (0.9) 0  1 (0.4)  12 (5.3) 

Adjudicated as not drug-related ILD 0 0 0 0 0 0 

HER3‑DXd 3.2→4.8→6.4 mg/kg, uptitration arm (n=50)       

Patients with potential ILD events (investigator-reported grade) 0 1 (2.0) 1 (2.0) 0 1 (2.0) 3 (6.0) 

Not adjudicated as of reporting  0 0 0 0 0 0 

Adjudicated as not ILD (investigator-reported grade) 0 0 0 0 1 (2.0) 1 (2.0) 

Adjudicated as ILD (committee-adjudicated grade)c 0 2 (4.0) 0 0 0 2 (4.0) 

Adjudicated as drug-related ILD 0 2 (4.0) 0 0 0 2 (4.0) 

Adjudicated as not drug-related ILD 0 0 0 0 0 0 

CTCAE, Common Terminology Criteria for Adverse Events; IgA, immunoglobulin A; ILD, interstitial lung disease; PBC, platinum-based 
chemotherapy; PD-L1, programmed cell death 1 ligand 1. 
Primary data cutoff, November 21, 2022. 

a Median time to onset of adjudicated ILD (all drug related) was 53 (range, 9-230) days. 
b The patient died on day 166. Grade 4 pneumonitis had developed on day 146, after cycle 7, and the patient was treated with steroids 
(methylprednisolone), antibiotics (azithromycin, piperacillin-tazobactam), oxycodone, morphine, and furosemide. Prior to study entry, the patient had 
4 lines of treatment: 1) erlotinib, 2) osimertinib, 3) carboplatin and paclitaxel, and 4) anti–PD-L1 + PBC (the anti–PD-L1, atezolizumab, ended on 
day −76). The patient was a 60-year-old, White, female, former smoker (10 pack years), with a history of grade 1 IgA nephropathy. 
c Median time to onset of adjudicated ILD (both drug related) was 205 (range, 162-248) days.  
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Supplemental Table S7. Adverse Events by Prior Immunotherapy (Safety Population [n=225]) 

 HER3-DXd 5.6 mg/kg by prior immunotherapy 

 

None 
(n=135) 

Earlier prior 
regimen 
(n=38) 

Last prior 
regimen 
(n=52) 

Any TEAE, n (%)  134 (99.3) 38 (100) 52 (100) 

CTCAE grade ≥3 87 (64.4) 25 (65.8) 34 (65.4) 

CTCAE grade ≥4 37 (27.4) 12 (31.6) 16 (30.8) 

Serious TEAE  49 (36.3) 19 (50.0) 22 (42.3) 

Associated with death 13 (9.6) 5 (13.2) 6 (11.5) 

Associated with treatment discontinuation 9 (6.7) 3 (7.9) 4 (7.7) 

Associated with dose interruption 58 (43.0) 15 (39.5) 18 (34.6) 

Associated with dose reduction 28 (20.7) 8 (21.1) 12 (23.1) 

Study drug–related TEAE, n (%)  130 (96.3) 35 (92.1) 50 (96.2) 

CTCAE grade ≥3 58 (43.0) 19 (50.0) 25 (48.1) 

CTCAE grade ≥4 23 (17.0) 7 (18.4) 10 (19.2) 

Serious TEAE 15 (11.1) 9 (23.7) 10 (19.2) 

Associated with death 2 (1.5) 1 (2.6) 1 (1.9) 

CTCAE, Common Terminology Criteria for Adverse Events; TEAE, treatment-emergent adverse event. 
Primary data cutoff, November 21, 2022.  
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Supplemental Table S8. Interstitial Lung Disease by Prior Immunotherapy (Safety Population [n=225]) 

 CTCAE grade by adjudication committee/investigator, n (%)  

 1 2 3 4 5 All grade 

No prior immunotherapy (n=135)       

Patients with potential ILD events (investigator-reported grade) 4 (3.0) 1 (0.7) 2 (1.5) 1 (0.7) 1 (0.7) 9 (6.7) 

Not adjudicated as of reporting  0 0 0 0 0 0 

Adjudicated as not ILD (investigator-reported grade) 2 (1.5) 0 0 1 (0.7) 1 (0.7) 4 (3.0) 

Adjudicated as ILD (committee-adjudicated grade) 0 3 (2.2) 1 (0.7) 0 1 (0.7) 5 (3.7) 

Adjudicated as drug-related ILD 0 3 (2.2) 1 (0.7) 0 1 (0.7) 5 (3.7) 

Adjudicated as not drug-related ILD 0 0 0 0 0 0 

Immunotherapy as earlier prior regimen (n=38)       

Patients with potential ILD events (investigator-reported grade) 2 (5.3) 1 (2.6) 0 1 (2.6) 1 (2.6) 5 (13.2) 

Not adjudicated as of reporting  0 0 0 0 0 0 

Adjudicated as not ILD (investigator-reported grade) 0 0 0 1 (2.6) 1 (2.6) 2 (5.3) 

Adjudicated as ILD (committee-adjudicated grade) 0 3 (7.9) 0 0 0 3 (7.9) 

Adjudicated as drug-related ILD 0 3 (7.9) 0 0 0 3 (7.9) 

Adjudicated as not drug-related ILD 0 0 0 0 0 0 

Immunotherapy as last prior regimen (n=52)       

Patients with potential ILD events (investigator-reported grade) 2 (3.8) 0 1 (1.9) 1 (1.9) 1 (1.9) 5 (9.6) 

Not adjudicated as of reporting  0 0 0 0 0 0 

Adjudicated as not ILD (investigator-reported grade) 0 0 0 0 1 (1.9) 1 (1.9) 

Adjudicated as ILD (committee-adjudicated grade) 1 (1.9) 2 (3.8) 1 (1.9) 0 0 4 (7.7) 

Adjudicated as drug-related ILD 1 (1.9) 2 (3.8) 1 (1.9) 0 0 4 (7.7) 

Adjudicated as not drug-related ILD 0 0 0 0 0 0 

CTCAE, Common Terminology Criteria for Adverse Events; ILD, interstitial lung disease. 
Primary data cutoff, November 21, 2022.
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SUPPLEMENTAL FIGURES 

Supplemental Figure S1. Study Design 

 

BICR, blinded independent central review; C, cycle; cORR, confirmed objective response rate; D, day; DOR, 
duration of response; EGFR, epidermal growth factor receptor; IV, intravenous; NSCLC, non-small cell lung 
cancer; ORR, objective response rate; PD, progressive disease; Q3W, every 3 weeks; R, randomization; TKI, 
tyrosine kinase inhibitor. 
a Complete response or partial response confirmed ≥4 weeks after the initial response. 
b This was the upper bound of the exact 95% CI of the objective response rate (23%) observed in the 
ramucirumab plus docetaxel arm from the REVEL trial in patients with stage IV NSCLC whose disease had 
progressed on platinum-based chemotherapy. 
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Supplemental Figure S2. Forest Plot of Confirmed Objective Response Rate by Baseline 
Subgroups 

 

BICR, blinded independent central review; cORR, confirmed objective response rate; CR, compete response; 
ECOG, Eastern Cooperative Oncology Group; EGFR, epidermal growth factor receptor; PR, partial response; 
SOD, sum of diameters.  
Snapshot data cutoff, May 18, 2023. 
a Does not include 1 patient who had a tumor with both Ex19del and L858R (n=224). 
b The subgroup of 3 patients with ECOG performance status of 3 was too small to report (n=222). 
c 224 patients had evaluable target lesion measurements at baseline. 
d Does not include 2 patients who had 1 prior line for advanced disease (n=223).   
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Supplemental Figure S3. Association of Baseline HER3 Membrane H-Score (in Patients With 
Evaluable Tumor Samples) With Confirmed Best Response by BICR (n=225)a 

 

BICR, blinded independent central review; BOR, best overall response; CR, compete response; HER3, human 
epidermal growth factor receptor 3; NE, not evaluable; PD, progressive disease; PR, partial response; SD, 
stable disease. 
Medians are indicated by horizontal lines; means are indicated by X.  
a 193 baseline samples were evaluable for H-score. Baseline was the sample on or before the first dose date 
and not earlier than 90 days before the first dose date. Highest HER3 membrane H-score value was used if 
multiple records were available. Response data are for the snapshot data cutoff, May 18, 2023. 
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Supplemental Figure S4. EGFR TKI resistance–associated genomic alterations (efficacy 
population [n=225]a) 

 

EGFR, epidermal growth factor receptor; TKI, tyrosine kinase inhibitor. 
a Genomic alterations known to be associated with EGFR TKI resistance were detected in the tumors of 147 of 
224 patients in the efficacy population with available baseline data. 
b 32 patients had tumors with both EGFR-dependent and EGFR-independent mechanisms of EGFR TKI 
resistance.  
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