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Abstract

Introduction: Lung-MAP S1400K was designed to evaluate the response to telisotuzumab 

vedotin, an antibody-drug conjugate targeting c-MET, in patients with c-MET positive squamous 

cell carcinoma (SCC).

Methods: Patients with previously treated SCC with c-MET positive tumors (H score ≥150, 

Ventana SP44 assay) were enrolled into 2 cohorts: cohort 1 (immune checkpoint inhibitor naïve) 

and cohort 2 (immune checkpoint inhibitor refractory). Telisotuzumab vedotin 2.7 mg/kg was 

administered intravenously every 3 weeks until disease progression or unacceptable toxicity. 

Response assessments were performed every 6 weeks. The primary endpoint was response by 

RECIST 1.1. Secondary endpoints included progression-free survival (PFS), overall survival (OS), 

response within cohort, duration of response, and toxicities. Interim analysis was planned after 20 

evaluable patients, with ≥3 responses needed to continue enrollment.

Results: Forty-nine patients (14% of screened patients) were assigned to S1400K, 28 patients 

enrolled (15 in cohort 1 and 13 in cohort 2) and 23 were eligible. S1400K closed on 12/21/2018 

due to lack of efficacy. Two responses (response rate of 9%; 95% CI: 0–20%) were reported in 

cohort 1 (1 complete and 1 unconfirmed partial response), while 10 patients had stable disease 

with disease control rate of 52%. The median OS and PFS were 5.6 and 2.4 months. There were 3 

grade 5 events (2 pneumonitis, in cohort 2, and 1 bronchopulmonary hemorrhage, in cohort 1).

Conclusion: Telisotuzumab vedotin failed to meet the pre-specified response needed to justify 

continuing enrollment to S1400K. Pneumonitis was an unanticipated toxicity observed in patients 

with SCC.
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INTRODUCTION:

The original Lung Master Protocol (Lung-MAP), led by the SWOG Cancer Research 

Network, was developed as a cooperative effort by the National Cancer Institute (NCI) and 

the National Clinical Trials Network (NCTN) groups to efficiently evaluate biomarker-

driven therapies in previously-treated squamous cell lung cancer (SCC) using an umbrella 

master protocol design.1,2 The overarching goal was to establish a single infrastructure for 

genomic screening of previously treated SCC patients to expeditiously evaluate targeted 

therapies in biomarker-matched subpopulations (biomarker-driven sub-studies), as well as 

therapies with broad activity for patients not eligible for the biomarker-driven sub-studies 

(non-match sub-studies) and streamline the approval process of efficacious regimens.

The MET proto-oncogene, located on chromosome 7q21-q31, encodes a cell surface 

receptor tyrosine kinase called c-MET, that is activated by its ligand hepatocyte growth 

factor (HGF), also known as scatter factor.3,4 Binding of HGF to MET leads to 

homodimerization and activation of kinase activity.5 HGF/MET pathway activation plays a 

crucial role in normal development through mediating mesenchymal-epithelial interactions 

in epithelial cells and the liver, and also plays a role in skeletal muscle development and 

guiding motor neuron development.6 MET pathway activation in malignancies can occur 

through activating mutations or MET amplification.7,8 Using the commercially available 

Ventana Benchmark anti-total c-MET SP44 rabbit monoclonal primary antibody, and a 

threshold of at least 2+ staining in 50% of cells, approximately 25–29% of non-small cell 

lung cancer (NSCLC) tumors are noted to be positive.9,10 MET amplifications occur in 3% 

of squamous cell carcinomas, while MET mutations are noted in 2% of squamous cell 

carcinomas in The Cancer Genome Atlas.11,12

Several therapeutic strategies have been employed to target MET in NSCLC, using 

monoclonal antibodies directed against either HGF or MET or tyrosine kinase inhibitors, but 

none have shown efficacy in unselected patient populations or in patients with MET 

expressing tumors, as measured by immunohistochemistry (IHC).13–15 Telisotuzumab 

vedotin (formerly known as ABBV-399) is a first-in-class antibody-drug conjugate (ADC) 

comprised of ABT-700, an anti-c-MET monoclonal antibody, that is linked to monomethyl 

auristatin E (MMAE), a potent microtubule inhibitor.16 ABT-700 inhibits HGF-dependent 

and HGF-independent c-MET activation.17 It inhibits c-MET receptor dimerization and has 

shown anti-tumor activity in MET amplified NSCLC and gastric cancer.17,18 Telisotuzumab 

vedotin is cytotoxic to cancer cells with c-MET over-expression and demonstrated antitumor 

activity in human tumor xenografts. In a first in human phase 1 dose escalation and 

expansion clinical trial of telisotuzumab vedotin in solid tumors, the maximum tolerated 

dose was not formally identified, though the recommended phase 2 dose was defined is 2.7 

milligrams/kilogram on the basis of overall safety and tolerability.19 In the 16 patients with 

c-MET positive NSCLC, the overall response rate was 18.8% with 3/16 patients achieving a 

partial response (PR), all of whom had squamous histology. The most frequent grade 3 or 

higher adverse events related to telisotuzumab vedotin were fatigue, anemia, neutropenia, 

and hypoalbuminemia, each observed in 4.2% of patients.19
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SCC is a disease where there is a dire need for effective targeted therapies, and given the 

29% frequency of c-MET overexpression in squamous lung cancer, telisotuzumab vedotin 

addresses an unmet need.9 Here we report the results of SWOG S1400K, a phase 2 study 

evaluating telisotuzumab vedotin in patients with previously treated metastatic c-MET 

positive squamous cell carcinoma of the lung.

PATIENTS AND METHODS:

Eligible patients identified through the screening platform were required to have c-MET 

IHC positive SCC as defined by an H-score of ≥ 150 membrane staining using the Ventana 

SP44 assay. Tissue specimens collected for the S1400 biomarker profiling were used, which 

were shipped by sites to Foundation Medicine, Inc. (FMI). Two 4–5 micron unstained, 

charged and unbaked formalin fixed and paraffin embedded (FFPE) slides per patient were 

prepared by FMI and shipped to ARUP Laboratories for staining within 2 calendar days, 

which were then scored by Flagship Biosciences. Flagship then sent the c-MET IHC report 

back to FMI, where the results were compiled and sent to SWOG Statistical Center. Patients 

could be enrolled prior to disease progression (defined as prescreening) or at the time of 

disease progression (defined as screening). Sub-study specific eligibility criteria included 

presence of measurable disease, ECOG performance status of 0 or 1, adequate organ 

function, peripheral neuropathy ≤ grade 2, edema ≤ grade 2, albumin ≥3, hepatic 

involvement by tumor <50% (due to potential for hepatotoxicity from telisotuzumab 

vedotin), and patients with treated and stable brain metastases were allowed. Patients were 

enrolled into 2 cohorts: Cohort 1 (immune checkpoint inhibitor (ICI) naïve) and cohort 2 

(ICI refractory), which included patients with a history of prior ICI therapy at any point in 

the course of their treatment.

All patients had tissue that underwent next generation sequencing (NGS) testing by 

Foundation Medicine, Inc (FMI). Mutational analysis was performed on archival formalin-

fixed paraffin-embedded (FFPE) tumor specimens in a Clinical Laboratory Improvement 

Amendments (CLIA)-certified and College of American Pathologists (CAP)-accredited 

laboratory (Foundation Medicine, Cambridge, MA).

Telisotuzumab vedotin was administered intravenously at a dose of 2.7 mg/kg over 30 

minutes on day 1 of 21 day cycles. Disease response assessment occurred every two cycles 

(every 6 weeks), and treatment was continued until disease progression or untoward toxicity. 

Dose reductions and adjustments had to be discussed with the study chair and were followed 

as specified in the protocol (appendix).

Statistical Considerations

The primary objective was to evaluate the RECIST 1.1 response rate (RR; confirmed and 

unconfirmed, complete and partial) in patients with SCC treated with Telisotuzumab 

vedotin.20 The accrual goal was 40 response-evaluable patients, although accrual was 

stratified into two cohorts: 1) patients naïve to ICI and 2) patients previously-treated with 

ICI therapy. The sample size was based on a design with 91% power to rule out a RR of 

15% at the 1-sided 5% level, if the true rate were 35%. The observation of 10/40 (25% RR) 

would be considered evidence to rule out RR of 15% and evidence to pursue an independent 
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randomized phase III trial. The design included an interim analysis at 20 patients evaluable 

for response. If 2 or fewer responses were observed, accrual to the study would be 

terminated with the conclusion of insufficient evidence to continue. A key secondary 

objective was an assessment of investigator-assessed progression-free survival (IA-PFS). If 

the study continued to full accrual and the RR rate was less than 25% but the median IA-

PFS was at least 4.5 months, this could be considered sufficient evidence to continue to the 

follow-on Phase III. With 40 patients, this design had 90% power to rule out a median IA-

PFS of 3 months or less, if the true mPFS were 6 months, at the 0.05 1-sided level. The 

observation of a median IA-PFS of at least 4.5 months would be considered evidence to rule 

out a median IA-PFS of 3 months or less. Other objectives included an assessment of 

duration of response (DoR) among responders and evaluation of the frequency and severity 

of toxicities.

Binary proportions and associated 95% confidence intervals were estimated. Survival 

distributions were estimated using the method of Kaplan-Meier and the Brookmeyer-

Crowley method was used to estimate confidence intervals around median times.

RESULTS:

Demographics:

S1400K was activated on February 5, 2018 with the first patient enrolled on March 16, 2018. 

In total, c-MET testing was performed on samples from 364 patients, 68 of these sample 

were unevaluable (18.7% tissue fail rate), and 102 samples tested positive (34.5% of 

evaluable samples) and 194 tested negative. Of the 102 positive samples, 49 patients (32 

screened at progression and 17 pre-screened) were assigned to S1400K. S1400K was 

temporarily closed for safety concerns and for preplanned interim analysis on October 18, 

2018, and finally closed for futility on December 21, 2018. Of these 49 patients (Figure 1), 

28 patients were enrolled;(15 patients to cohort 1 (immunotherapy naïve), and 13 patients to 

cohort 2 (immunotherapy exposed). Of these 28 patients registered, 5 patients were not 

included in any analyses due to the following reasons: 2 patients were ineligible due to 

baseline scans performed outside of protocol specific window, 1 patient was ineligible due to 

extent of liver lesions and never started protocol treatment, 2 patients did not receive 

protocol treatment (1 of these patients died).

Of the 21 patients who did not register: 7 patients were not eligible, 4 patients had 

symptomatic deterioration, 1 patient passed away, 3 were not enrolled due to investigator 

decision, 3 patients refused, 2 patients were not eligible for the screening study and 1 

Canadian patient did not have study drug available.

Table 1 shows the demographics of the 23 eligible and analyzable patients of whom 11 were 

enrolled to Cohort 1 and 12 patients to Cohort 2. The median age of patients enrolled to the 

study was 65 years (range 58–82); 13/23 (57%) were males and 21/23 (91%) were white. 

Eighteen out of 23 patients (78%) had ECOG performance status of 1 and 17/23 (74%) had 

less than 5% weight loss in the past 6 months. Seven patients were current smokers (30%), 

15 former smokers (65%), while 1 patient was a never smoker (4%). Nine of 23 patients 

(39%) had received 2 or more prior lines of treatment for stage 4 disease.
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Table 2 describes the H-score values for the MET IHC assay among the 23 patients enrolled. 

The median score was 180 (range 150–260). This table also describes the gene alterations 

detected on the FMI NGS screening as required by the Lung-MAP protocol. Exon 14 c-

MET mutation was noted in one patient sample.

Treatment Summary:

Patients received a median of 3 cycles of telisotuzumab vedotin with a range of 1–21 cycles 

and interquartile range of 2–5 cycles. One patient remains on treatment with 22 patients off 

treatment for the following reasons:, 18 (82%) due to progressive disease, 3 (14%) due to 

side effects of the drug and 1 due to death.

Adverse events:

There were 3 deaths on study possibly attributed to treatment (Table 3): 1 patient in cohort 1 

died from a bronchopulmonary hemorrhage and 2 patients in cohort 2 died from 

pneumonitis. The patient in Cohort 1 had previous hemoptysis and a central tumor, and also 

had grade 3 anorexia. Both patients in Cohort 2 who died from pneumonitis experienced 

Grade 3 and 4 events prior to death. One patient had had grade 4 neutropenia, grade 4 

respiratory failure and several preceding grade 3 events reported including febrile 

neutropenia, lymphopenia, urinary tract infection, fatigue, nausea, vomiting, dehydration, 

increased bilirubin, increased AST, hypokalemia, hypocalcemia, and hypophosphatemia. 

The second patient had grade 3 fatigue, grade 4 cardiac arrest, with no prior cardiac history, 

and a history of pneumonitis that had resolved prior to initiating telisotuzumab vedotin. The 

pneumonitis developed after 3 doses of telisotuzumab vedotin. No additional patients 

experienced Grade 4 events. Four (17%) additional patients experienced Grade 3 events 

attributed to treatment, which included anemia (4%), hyponatremia (4%), hypophosphatemia 

(4%) and peripheral sensory neuropathy (4%).

Response to treatment:

Two patients in cohort 1 responded (Figure 2), 1 patient had a complete response while the 

2nd had unconfirmed partial response for a response rate of 9% (95% CI: 0–20%). The 

second patient had disease progression at the next assessment. The patient with complete 

response remains on treatment at 12.7+ months. The patient with unconfirmed partial 

response had a duration of response of 2.3 months. Ten patients had stable disease as their 

best response, and the disease control rate was 52% (95% CI: 32–73%). . MET 

amplifications were not observed. The 2 responders did not have met Exon 14 mutation on 

molecular testing of the tumor. The patient with MET exon 14 had progressive disease at 

first disease assessment.

Figure 3 depicts the Kaplan-Meier curves for OS and PFS. The median overall survival for 

all patients was 5.6 months (95% CI 3.9–9.5 months) and median IA-PFS was 2.4 months 

(95% CI 1.4–3.0 months). There was no correlation between H score (per 10 unit increase) 

and PFS (HR 1.04, 95% CI:0.92–1.18, p=0.53) or OS (HR 0.96, 95% CI : 0.84–1.09, 

p=0.51).
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DISCUSSION:

c-MET overexpression has been reported in NSCLC, with varying prevalence depending on 

method of evaluation and scoring. For example, MET positivity was has been reported in 

25% – 29% of patients with SCC.9,10,21 In LUNG MAP, increased c-MET expression 

occurred in 34.5% of those screened, consistent with prior observations. Though MET 

protein overexpression is common in NSCLC, strategies thus far to select patients based off 

this for treatment with anti-MET monoclonal antibodies and small molecule inhibitors of 

MET have failed to show clinical benefit in large randomized studies, possibly related to the 

failure of the companion diagnostic.22 Preliminary evidence from a phase I study 

demonstrating antitumor activity in a subset of lung cancer patients with squamous cell 

histology and an acceptable safety profile warranted further evaluation in this patient 

population. However, our study was closed due to futility based on interim analysis results. 

The response rate seen was lower than that described in the phase 1 clinical trial of 

telisotuzumab vedotin in c-MET positive NSCLC, where 3/16 c-MET positive patients with 

NSCLC treated with telisotuzumab vedotin at a dose of 2.4–3.0 mg per kg had a partial 

response; all patients with response had squamous histology. Despite not meeting threshold 

for continuation to stage II, telisotuzumab vedotin did show clinical activity with a disease 

control rate of 52%, which is a meaningful benefit in patients with refractory SCC, where 

there is an unmet need for improved therapeutic options.

Pneumonitis was an unanticipated toxicity observed in our study, and was not an expected 

off-target effect, as c-Met is expressed in epithelial cells of the organs including liver, 

pancreas, kidney muscle and prostate, but is not expressed in the lung tissue.23 Pneumonitis 

has been reported with additional antibody drug conjugates, including brentuximab vedotin, 

which shares the same cytotoxic drug MMAE to telisotuzumab vedotin.24,25

There were 2 deaths from pneumonitis in our study. The first patient received 2 doses of 

telisotuzumab vedotin and developed pneumonitis 27 days after starting treatment, while the 

second patient received 3 doses of telisotuzumab vedotin and developed pneumonitis 42 

days after starting treatment. Both patients had previously been exposed to immunotherapy, 

and 1 of them had a previous history of pneumonitis from immunotherapy requiring 

treatment with steroids 2–3 months prior to initiating study treatment, and one of them had 

prior thoracic radiation. While the relationship of these events to telisotuzumab vedotin was 

not clear, the study was placed on temporary closure for safety concerns and the protocol 

was amended to exclude patients with immune mediated pneumonitis or interstitial lung 

disease from prior immune checkpoint inhibitor and additional guidance on pneumonitis 

management was included. The baseline and on-study CT scans for these two patients were 

reviewed by the SWOG PI, co-PI and the radiology committee, who agreed that there was 

no evidence of pneumonitis on imaging at baseline, but emergent pneumonitis occurred after 

exposure to telisotuzumab vedotin. A detailed investigation into 217 patients who had 

previously received telisotuzumab vedotin on any study showed that only 1 immunotherapy 

naïve patient had grade 2 pneumonitis.

Despite closing for futility, S1400K provides valuable lessons. First, we demonstrated 

feasibility of adding additional biomarker tests to the existing Foundation One platform in a 
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nimble manner, without added delays in patient assignment to this substudy. Second, we 

showed in a large cohort that the frequency of c-MET positivity was consistent with known 

c-MET expression in NSCLC, and corroborated results from the phase 1 study of 

telisotuzumab vedotin, in which responses were associated with qualitative c-MET positivity 

as determined by H score greater than 150, rather than quantitative higher H-scores being 

associated with depth of response. However, several MET-IHC antibodies are available and 

whether SP-44 assay used in the present study is the most optimal remains to be discussed, 

as well as the applied cut-off value for “positive” versus “negative” tumors. Interobeserver 

variability in MET-IHC assessment was recently published.26 While IHC was chosen as the 

primary biomarker assay in this study, it was recently demonstrated that Met-IHC is a poor 

screen for Met-amplification or -mutations, which eventually could be more useful 

biomarkers in retrospect.27 Third, we demonstrated commitment to patient’s safety with 

immediate notification to regulatory bodies as determined by SWOG protocol, notification 

of investigators and treating sites of pneumonitis risk, with amendment of the protocol 

eligibility and guidance on management of pneumonitis, which has also impacted inclusion 

criteria for other protocols using this agent. Finally, despite not meeting criteria to progress 

to phase 2, telisotuzumab vedotin did show meaningful clinical activity in the study, and 

development of this agent is currently being pursued by AbbVie as part of an ongoing phase 

2 clinical trial (NCT03539536) in patients with platinum and immunotherapy exposed 

refractory metastatic NSCLC. This study has an estimated sample size enrollment of up to 

310 participants, and includes telisotuzumab vedotin monotherapy cohorts of patients with 

non-squamous EGFR wild-type, EGFR mutant and squamous NSCLC.

CONCLUSION:

Telisotuzumab vedotin failed to meet the pre-specified response needed to justify continuing 

enrollment to S1400K. Pneumonitis was an unanticipated toxicity observed in patients with 

SCC.

Supplementary Material

Refer to Web version on PubMed Central for supplementary material.
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CLINICAL PRACTICE POINTS:

Lung Master Protocol (Lung‐MAP) was developed as a public‐private partnership 

between the National Cancer Institute (NCI), Food and Drug Administration (FDA), and 

industry. Led by the SWOG cancer research network with the National Clinical Trials 

Network (NCTN) groups, the S1400 Lung‐MAP trial was opened in 2014 to evaluate 

biomarker‐driven therapies in previously treated squamous cell lung cancer (SCC) using 

an umbrella design. Lung-MAP Sub-study S1400K is an example of how a master 

protocol trial design allowed for rapid accrual to evaluate response to telisotuzumab 

vedotin, an antibody drug conjugate targeting c‐MET, in patients with c‐MET positive 

squamous cell carcinoma. Interim analysis was planned after 20 evaluable patients, with 

≥3 responses needed to continue enrollment. This study was closed on 12/21/2018 due to 

lack of efficacy. Telisotuzumab vedotin failed to meet the pre-specified response needed 

to justify continuing enrollment to S1400K. Pneumonitis was an unanticipated toxicity 

observed in patients with SCC.
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Figure 1: 
Flow diagram showing patients screened and enrolled to S1400K
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Figure 2. 
Waterfall Plot with Annotations for Individual Alterations

All patients who received at least one dose of telisotuzumab vedotin are represented in this 

plot.

From left to right, best change in tumor measurements included in the plot are displayed as:

• IA: Measurements for patients who did not have any follow-up tumor disease 

assessments are are labeled with “IA” and displayed as a 20% increase, the 

threshold for progressive disease.

• SD: Measurements for patients who had symptomatic deterioration at first 

disease assessment are labeled as “SD” and displayed as a 20% increase, the 

threshold for progressive disease.

• NL: Measurements for patients who had progressive disease at their first 

assessment based on new lesions are labeled by “NL”. Their best percent 

decrease in tumor burden is displayed.

• UP: Measurements for patients who had unequivocal progression in non-target 

lesions at their first follow-up assessment are labeled as “UP”. Their best percent 

decrease in tumor burden is displayed.

• Unlabeled bars: To the right of the labeled bars are bars representing the change 

in measurements for patients not coded as SD, NL, or UP with at least one 

follow-up disease assessment.

Bars extending above the dashed line at +20% or labeled as IA, SD, NL, or UP are coded as 

progressive disease. Unlabeled bars between the dashed lines (+20% to −30%) are coded as 
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best response of stable disease and unlabeled bars extending below the −30% line are coded 

as best response of partial or complete response.
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Figure 3. 
PFS and OS for Eligible Patients
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Table 1.

Patient Demographics

N = 23

Age median(range) 65.3 (57.7–81.6)

Male gender 13 (57%)

Race/Ethnicity

 White 21 (91%)

 Asian 2 (9%)

 Hispanic 0 (0%)

Prior anti-PD-(L)1 Therapy 12 (52%)

Number of lines of prior therapy for Stage IV SCC

 0 7 (30%)

 1 7 (30%)

 2 5 (22%)

 3 3 (13%)

 4 1 (4%)

ECOG Performance Status

 0 5 (22%)

 1 18 (78%)

Weight Loss in the last 6 months

 < 5% 17 (74%)

 5 – < 10% 3 (13%)

 10 – < 20% 3 (13%)

Smoking Status

 Current 7 (30%)

 Former 15 (65%)

 Never smoker 1 (4%)

Brain metastases at baseline 2 (9%)
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Table 2.

Study Biomarker and Gene Alterations Detected on FMI NGS Screening

H-score (S1400K biomarker) N = 23

Median 180

Range 150–260

Interquartile Range 160–230

Frequency of detection of other Concomitant Gene Alterations (N=22)* N %

Short Variants

 TP53 21 95.5%

 MLL2, NF1 4 18.2%

 CDKN2A, PARP4, RB1 3 13.6%

 AKT1, KEAP1, KRAS, NFE2L2,
2 9.1%

 SETD2

 MET EXON 14 1 4.5%

 ALK, APC, ARID1A, CDH1,

1 4.5%

 DNMT3A, EPHA3, FANCC,

 LRP1B, NCOR1, NF2,

 NOTCH3, NOTCH4, NUP93,

 PBRM1, PIK3CA, PIK3CG,

 PIK3R1, PTCH1, PTEN, SH2B3,

 SMAD4, SMARCA4, SMO,

 STAG2, TET2, TSC1, WT1

Copy Number Alterations

 CDKN2A, CDKN2B 5 22.7%

 FGFR1 4 18.2%

 MDM2 2 9.1%

 AKT1, BAP1, CCND1, CDK4,

1 4.5%

 CRKL, EPHA3, ERBB4, FGF12,

 FGF19, FGF3, FGF4, HGF,

 KDM6A, LRP1B, MCL1, MYC,

 MYST3, NOTCH3, PIK3CA, PTEN,

 RAF1, REL, SMARCA4, SOX2,

 ZNF703

Rearrangements

 CDKN2A, MLH1, RAF1 1 4.5%

*
One patient had unsuccessful NGS testing, but was still found to be c-MET positive, thus this patient has no additional biomarker data. Variants 

with same frequency are grouped together for ease of reporting (e.g. “MLL2, NF1” indicates that 4 patients were found to have the MLL2 
alteration and 4 patients had the NF1 alteration).

Clin Lung Cancer. Author manuscript; available in PMC 2022 May 01.



A
uthor M

anuscript
A

uthor M
anuscript

A
uthor M

anuscript
A

uthor M
anuscript

Waqar et al. Page 18

Table 3.

Grade 3 or higher Adverse Events Attributable to Treatment

Adverse Event Grade

3 4 5

Anemia 1(4%)

Anorexia 1(4%)

AST increased 1(4%)

Blood bilirubin increased 1(4%)

Bronchopulmonary hemorrhage 1(4%)

Cardiac arrest 1(4%)

Dehydration 1(4%)

Fatigue 2(9%)

Febrile neutropenia 1(4%)

Hypocalcemia 1(4%)

Hypokalemia 1(4%)

Hyponatremia 1(4%)

Hypophosphatemia 2(9%)

Lymphocyte count decreased 1(4%)

Nausea 1(4%)

Neutrophil count decreased 1(4%)

Peripheral sensory neuropathy 1(4%)

Pneumonitis 2(9%)

Respiratory failure 1(4%)

Urinary tract infection 1(4%)

Vomiting 1(4%)

Maximum Grade of any adverse event 4(17%) 0 3(13%)
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