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ARTICLE INFO ABSTRACT

Keywords: Objectives: Rovalpituzumab tesirine (Rova-T™) is an antibody-drug conjugate that targets delta-like protein 3

Small cell lung cancer (DLL3) on small cell lung cancer (SCLC) tumors, is internalized and releases the toxin pyrrolobenzodiazepine to

Japanese induce cell death. This open label phase I study was the first study of Rova-T in Japanese patients. The aim of this

DLL3 study was to evaluate, safety, pharmacokinetics, and preliminary efficacy of Rova-T in Japanese patients with

Antibody drug conjugate advanced recurrent SCLC.

Phase I Materials and methods: Patients received Rova-T (0.2 or 0.3 mg/kg) by intravenous infusion on Day (D) 1 of each
6-week cycle for 2 doses and dexamethasone (8 mg BID oral) on D-1, D1, and D2 of each 6-week cycle.
Retreatment with Rova-T was permitted for patients who tolerated their initial doses and then progressed after
disease control (defined as stable disease or better) was observed for at least 12 weeks after their last dose of
Rova-T.
Results: Rova-T exhibited toxicity that was generally manageable in Japanese patients (N = 29). No dose-lim-
iting toxicities were experienced. The most common treatment-related adverse events (=25% of patients, all
grades) were platelet count decreased, pleural effusion, peripheral edema, aspartate aminotransferase increased,
white blood cell count decreased, neutrophil count decreased, alanine aminotransferase increased, hypoalbu-
minaemia, anemia and decreased appetite. Safety and pharmacokinetics exposures were similar to previous
observations in non-Japanese populations. Per investigator assessment of DLL3 high patients, 17% (3/18) had
confirmed partial responses, and the disease control rate was 56%, mPFS was 2.9 months, and mOS was 7.4
months.
Conclusions: These preliminary data support further exploration of Rova-T treatment in Japanese patients with
SCLC in global studies. This trial was registered with ClinicalTrials.gov as NCT03086239.

1. Introduction related death globally [1,2]. Although SCLC shows high response rates
to first-line platinum-based therapy, disease rapidly recurs [3,4], and

Small cell lung cancer (SCLC) accounts for more than 15% of all patients with extensive disease have a median overall survival time of
lung cancers worldwide, and it is one of the leading causes of cancer- approximately 10 months [5]. The Japanese treatment guidelines for
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SCLC recommend the use of irinotecan or etoposide in combination
with platinum as first-line treatment, and recommends amrubicin, no-
gitecan, topotecan, or a re-challenge with platinum-based therapy for
recurrent SCLC treatment [6]. There is currently no third-line treatment
for SCLC approved in Japan [7]. The reported historical response rates
with third-line therapy for ED-SCLC are low (approximately 18%), with
a median progression-free survival of 2 months and a median overall
survival of 4.7-5.1 months [8,9].

Delta-like protein 3 (DLL3) is an atypical Notch receptor ligand
implicated in regulating cell fate determination during development
[10], and is highly expressed on the surface of SCLC and other neu-
roendocrine tumors, with little to no expression in normal tissue [11].
Rovalpituzumab tesirine (Rova-T™) is an antibody-drug conjugate
(ADC) that targets DLL3, comprised of a humanized DLL3-specific IgG1
monoclonal antibody tethered to a toxic DNA cross-linking agent pyr-
rolobenzodiazepine (PBD) by a protease-cleavable linker. Rova-T binds
DLL3 on target-expressing cells, is internalized, and the PBD toxin is
released via proteolytic cleavage of the linker in late endosomes to
induce cell death by interstrand crosslinking of cellular DNA [11-13].

A first-in-human (FIH) study of Rova-T in patients with SCLC de-
monstrated antitumor activity in DLL3-high patients and a manageable
safety profile [14]. Given the need for improved treatment options in
Japan [15], we conducted a phase I study of Rova-T in Japanese pa-
tients with SCLC. The aim of this study was to evaluate the safety,
tolerability, pharmacokinetics, and preliminary anti-tumor activity of
Rova-T in Japanese patients with advanced, recurrent SCLC.

2. Methods
2.1. Study design

This phase I, open-label, dose escalation study was conducted at five
sites in Japan (NCT03086239). Enrollment began on May 10, 2017, and
the trial was completed on August 20, 2018. Up to 78 patients were
planned to participate in this trial, which was comprised of Part A dose
escalation and Part B dose expansion.

For Part A, three cohorts were planned at dose levels of 0.2 mg/kg,
0.3 mg/kg, and 0.4 mg/kg, escalating with a standard 3 + 3 design. For
Part B dose expansion, up to approximately 20 patients were planned to
be enrolled at one or more dose regimens not to exceed the maximum
tolerated dose (MTD).

The study enrolled adult Japanese patients with advanced, recurrent
SCLC who had disease progression after =2 prior systemic regimens,
including at least one platinum-based regimen. Additional key elig-
ibility criteria included an Eastern Cooperative Oncology Group
(ECOG) performance status of 0-1, absence of Grade =2 pleural or
pericardial effusion within 2 weeks prior to first dose of Rova-T, mea-
surable disease per Response Evaluation Criteria for Solid Tumors
(RECIST) version 1.1, a minimum life expectancy of 12 weeks, adequate
renal and hepatic function, and stable CNS metastases.

Patients received Rova-T (0.2 or 0.3 mg/kg) by intravenous infusion
on Day (D) 1 of each 6-week cycle for 2 doses and dexamethasone (8 mg
BID oral) on D-1, D1, and D2 of each 6-week cycle. Retreatment with
Rova-T was permitted for patients who tolerated their initial doses and
then progressed after disease control (defined as stable disease or
better) was observed for at least 12 weeks after their last dose of Rova-
T.

This study was conducted in accordance with the protocol,
International Conference on Harmonization Good Clinical Practice
guidelines, applicable regulations and guidelines governing clinical
study conduct, and ethical principles that have their origin in the
Declaration of Helsinki. The human investigations were performed after
approval by an institutional review board. All patients provided written
informed consent before participation in the trial.
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2.2. Assessments

The primary objective was to assess safety and tolerability. Safety
assessments included adverse events (AEs), lab tests, physical exam,
vital signs, electrocardiogram, echocardiograms, and ECOG perfor-
mance status.

Dose-limiting toxicities (DLTs) and AEs were reported according to
the U.S. National Cancer Institute Common Terminology Criteria for
Adverse Events version 4.03 and were evaluated during the first 3
weeks of treatment. Adverse events were assessed until 70 days after
final administration of Rova-T. DLTs were defined as any of the fol-
lowing events: thrombocytopenia requiring platelet transfusion or
Grade 4 thrombocytopenia lasting more than 7 days; neutropenia re-
quiring hematopoietic growth factor rescue; Grade 4 neutropenia
lasting more than 7 days, or any febrile neutropenia; anemia requiring
transfusion or Grade 4 anemia unrelated to underlying disease; clini-
cally significant Grade 3 or 4 non-hematologic laboratory abnormality
that did not resolve to Grade 0/1 within 7 days; Grade 3 or 4 non-
laboratory adverse event (except fatigue, asthenia, nausea, manageable
symptoms); and discontinuation of treatment due to toxicity.

The secondary objectives were pharmacokinetics and preliminary
efficacy. The pharmacokinetics parameters analyzed included max-
imum observed plasma concentration (Cpax), area under the plasma
concentration-time curve (AUC), and elimination half-life (t; ). Blood
samples for Rova-T concentrations were collected throughout the study.
Noncompartmental pharmacokinetics parameters were calculated for
Rova-T ADC and for Rova-T total antibody following administration of
Rova-T at 0.2 mg/kg or 0.3 mg/kg in Cycle 1. The development of anti-
therapeutic antibodies against Rova-T was monitored throughout the
study. Radiographic tumor response per RECIST v1.1 was evaluated by
the investigator and central reader every 6 weeks for 6 months, then
every 12 weeks thereafter. Efficacy endpoints included objective re-
sponse rate (ORR), disease control rate (DCR), duration of response
(DOR), progression-free survival (PFS), and overall survival (OS).

Expression of DLL3 in SCLC tissue and its relationship to clinical
outcome was evaluated as an exploratory objective. Tumor tissue,
consisting of a representative archived specimen or fresh tumor biopsy
collected prior to treatment with Rova-T, was assessed retrospectively
for expression of DLL3 by immunohistochemistry of formalin-fixed
paraffin-embedded samples. DLL3 expression was measured retro-
spectively with the VENTANA DLL3 (SP347) rabbit monoclonal anti-
body (Ventana Medical Systems, Tucson, AZ, USA). DLL3 expression
was categorized as high (=75%), positive (=25%), or negative
(< 25%).

2.3. Statistical analysis

The safety analysis included all patients who received at least one
dose of Rova-T. The DLT-evaluable set included all patients who were
followed for the entire DLT evaluation period as well as those who
experienced a DLT prior to the completion of the DLT window. The
pharmacokinetics-evaluable set was all patients who received at least
one dose of Rova-T and for whom a baseline measurement and at least
one blood sample following a dose of study treatment were available.
Tumor responses were evaluated in all patients who had at least one
post-dose tumor assessment. Duration of response, progression-free
survival, and overall survival were estimated using the Kaplan-Meier
method. The OS by Kaplan-Meier method includes follow-up time, as it
is one of the Life table method analyses (SAS Proc lifetest) that con-
siders death or cut-off date. Efficacy was analyzed by DLL3 high
(=75%), DLL3 not high (< 75%), and all patients. A log-rank test was
used to compare DLL3 high versus DLL3 not high patients for PFS and
OsS.
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Table 1
Baseline characteristics of patients.

n, % All patients
(N =29)

Age, years, median (range) 68 (47-86)
Age

< 75 years 27 (93)

=75 years 2(7)
Gender

Male 22 (76)

Female 7 (24)
ECOG Performance Status

0 10 (35)

1 19 (65)
History of CNS metastasis

Yes 7 (24)

No 22 (76)
Response to first-line treatment

Sensitive 13 (45)

Resistant” 8 (28)

Refractory’ 8 (28)
Prior lines of therapy

2 9 (31)

3 13 (45)

>4 7 (24)
Prior systemic treatments

Amrubicin 29 (100)

Cisplatin 21 (72)

Carboplatin 15 (52)

Etoposide 22 (76)

Irinotecan 17 (59)

Topotecan 4 (14)

PD-1 inhibitor 13

Others 13 (45)
Tumor DLL3 expression®

High (=75%) 18 (64)

Positive (=25%) 24 (86)

Negative (< 25%) 4 (14)

Unknown 1

ECOG, Eastern Cooperative Oncology Group.

Total number of patients across the tumor DLL3 expression ca-
tegories does not add up to N = 29 because there are two over-
lapping categories. The DLL3 Positive category includes all pa-
tients with =25% DLL3 expression. The DLL3 High category
includes all patients with =75% DLL3 expression (a subset of
which are also counted in the DLL3 Positive category).

@ Assessed retrospectively.

* Best response of stable disease (SD) or better to first-line (1 L)
treatment, and treatment-free interval =90 days between 1 L and
second-line (2 L) treatment.

™ Best response of SD or better to 1L treatment, and a treat-
ment-free interval of < 90 days between 1L and 2L treatment.

* Defined as a best response of progressive disease (PD) to 1L
treatment.

3. Results
3.1. Participants

Between May 10, 2017 and August 20, 2018, 29 patients were en-
rolled, six patients were in the 0.2 mg/kg cohort and 23 patients were in
the 0.3 mg/kg cohort (Fig. S1A). The median age of patients was 68
years (range: 47-86), 76% were male, and 69% had =3 prior lines of
treatment (Table 1). Patients’ tumor DLL3 expression overall was high
(=75%) in 64% of patients, and positive (=25%) in 86% of patients.

3.2. DLT and safety

Allocation of patients to treatment during the study is summarized
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in Fig. S1A. Patients received Rova-T (0.2 or 0.3 mg/kg) by intravenous
infusion on Day (D) 1 of each 6-week cycle for a total of 2 doses. In
addition, retreatment was allowed if a patient met the criteria outlined
in Fig. S1B. DLTs were not observed in the first three patients treated at
the dose levels of 0.2 and 0.3 mg/kg. No MTD was determined; dose
escalation was stopped at 0.3mg/kg dose, same as utilized in global
pivotal studies. The decision not to proceed with the enrollment of the
0.4 mg/kg dose cohort was made by the study sponsor since the RPTD
was already established in prior clinical trials and the emerging phar-
macokinetics and safety profiles for Japanese patients in the current
study indicated similarity to these parameters in non-Japanese patients.
Three patients were enrolled and received 0.2 mg/kg Rova-T treatment
during the 0.3mg/kg DLT evaluation period. After confirmation of
tolerability at 0.3 mg/kg, 20 patients were enrolled in the 0.3 mg/kg
expansion cohort. All 29 enrolled patients received at least one dose of
Rova-T during the primary treatment period (prior to retreatment).
Twelve patients (41%) received 2 cycles of Rova-T. One patient was
retreated with Rova-T. Discontinuation of Rova-T treatment occurred in
17 patients (59%) with a primary reason for discontinuation due to
progressive disease by RECIST v1.1 (11 patients [38%]), clinical pro-
gressive disease (2 patients [7%]), adverse events (2 patient [7%]), or
other reasons (2 patients [7%]: 1 each: investigator decision and de-
layed administration more than 21 days).

All patients experienced =1 treatment-emergent AE (TEAE) of any
grade. The most frequent hematological adverse events (any grade)
related to Rova-T occurring in =30% of patients were platelet count
decreased in 22 patients (76%), white blood cell count decreased in 10
patients (35%), and neutrophil count decreased in 9 patients (31%).
Non-hematological adverse events related to Rova-T occurring in
>10% of patients included pleural effusion in 15 patients (52%),
pericardial effusion in 7 patients (24%), edema in 13 patients (45%),
peripheral edema in 12 patients (41%), aspartate aminotransferase
(AST) increased in 12 patients (42%), alanine aminotransferase (ALT)
increased in 9 patients (31%), hypoalbuminaemia in 9 patients (31%),
and decreased appetite in 8 patients (27%) (Table 2). The most frequent
Grade 3 or 4 treatment-related adverse events in > 10% of patients
were platelet count decreased in 9 patients (31%) and neutrophil count
decreased in 5 patients (17%), increased AST and hypoalbuminaemia in
4 patients (14% each) (Table 2). Three patients (10%) experienced
Grade 4 platelet count decreased and concomitant Grade 1 epistaxis
and received platelet transfusions. One of these patients also experi-
enced Grade 1 hematuria and Grade 1 gastrointestinal hemorrhage.
Serious adverse events occurred in 13 patients (45%), and in 5 patients
(17%) were related to Rova-T treatment (Table S1).

Adverse events leading to Rova-T dose delay occurred in 5 patients
(17%). The most frequent adverse event leading to Rova-T dose delay
was Grade 2 pleural effusion in 3 patients (10%). Adverse events
leading to Rova-T dose reduction occurred in 3 patients (10%); two
patients had neutropenia (one patient each: Grade 3 and Grade 4) one
of which also had Grade 3 AST increased, and one patient had Grade 3
platelet count decreased. Adverse events leading to Rova-T dis-
continuation, including secondary reasons where multiple reasons were
provided for discontinuation, occurred in 4 patients in the primary
treatment period (14%) whose adverse events were pleural effusion in
two patients (one patient each: Grade 2 and Grade 3), Grade 2 anemia,
and Grade 2 malaise.

3.3. Pharmacokinetics

Maximum Rova-T total antibody serum concentrations were ob-
served approximately 30 min after the end of Rova-T infusion in most
patients. The pharmacokinetic parameters such as Cpax, AUC; and
AUC;,¢ for ADC and total antibody were dose-proportional from 0.2 mg/
kg to 0.3 mg/kg. The harmonic mean terminal elimination half-life in
Cycle 1 was 11.3 and 15.2 days for 0.3 and 0.2mg/kg doses respec-
tively for ADC (Table 3). Total antibody C,.x Was similar to that of ADC
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Table 4
ORR, DCR, DOR, PFS, and OS by Investigator Assessment.

Table 2
Treatment-emergent adverse events related to Rova-T (in =10% of patients).
n, % Grade 1-2 Grade 3 Grade 4
Any AE related to Rova-T 14 (48) 11 (38) 4 (14)
Hematological AEs
Platelet count decreased® 13 (45) 6 (21) 3(10)
White blood cell count decreased 7 (24) 3(10) 0
Anemia” 6 (21) 3 (10) 0
Neutrophil count decreased 4 (14) 4 (14) 103
Lymphocyte count decreased 13 3(10) 0
Non Hematological AEs:
Respiratory/thoracic/cardiac AEs
Pleural effusion 12 (41) 3(10) 0
Pericardial effusion 7 (24) 0 0
General disorders
Edema 11 (38) 2(7) 0
Peripheral edema 11 (38) 113 0
Fatigue 3 (10) 1(3) 0
Metabolism and nutrition disorders
Hypoalbuminaemia 5(17) 4(14) 0
Malaise 5@17) 0 0
Decreased appetite 7 (24) 103 0
Gastrointestinal disorders
Nausea 4 (14) 0 0
Constipation 3(10) 0 0
Skin disorders
Maculopapular rash 4 (14) 0 0
Photosensitivity reaction 3(10) 0 0
Investigations
AST increased 8 (28) 4 (14) 0
ALT increased 7 (24) 2(7) 0
ALP increased 4 (14) 113 0
Lipase increased 2(7) 103 0

* By MedDRA 20.1 preferred term.

2 Includes thrombocytopenia.

b Includes hemoglobin decreased. ALP, alkaline phosphatase; ALT, alanine
aminotransferase; AST, aspartate aminotransferase.

species, t;,, was slightly longer at 12.8 and 18.5 days for 0.3 and
0.2mg/kg dose levels, respectively, and AUC;,s was higher as well
(Table 3). No anti-therapeutic antibodies were detected against Rova-T
in any patient in the present study.

3.4. Efficacy

Among 29 patients, confirmed partial responses (PR) were observed
in 3 patients (10%) and stable disease (SD) occurred in 12 patients
(41%) by investigator assessment regardless of DLL3 expression
(Table 4). One patient who achieved a confirmed objective response
(PR) and subsequently progressed was retreated with one dose of Rova-
T and achieved a second partial response prior to study discontinuation
without confirmatory scans. Disease control rate was 55% (95% CI 36,

Table 3

n, (%) DLL3 high® DLL3 not high” All patients®
patients patients (N=29)
(N=18) (N=10)
Objective Response 3 (17%) 0 3 (10%)
Rate’
Disease Control Rate® 10 (56%) 6 (60%) 16 (55%)
DOR, median (months) 3.0 - 3.0
[95% CI] [2.9, 4.1] [2.9, 4.1]
PFS, median (months) 29 2.0 2.2
[95% CI] [1.2, 3.6] [0.7, 2.7] [1.2, 3.0]
0S, median (months) 7.4 5.1 5.8
[95% CI] [4.1, 11.9] [1.8,7.8] [4.1,9.2]

DCR, disease control rate; DOR, duration of objective response; ORR, objective
response rate; OS, overall survival; PFS, progression-free survival.

@ DLL3 high expression was =75%.

® DLL3 not high includes patients with positive (25-74%) and negative
(< 25%) tumor DLL3 expression.

¢ One of the 29 patients had unknown tumor DLL3 expression.

4 Confirmed complete response plus confirmed partial response per
RECISTv1.1.

¢ CR + PR + SD.

74) for all patients. Among 18 DLL3 high patients, confirmed PR and SD
were observed in 3 patients (17%) and 7 patients (39%), respectively.
Disease control rate was 56% (95% CI 31, 79) in DLL3 high patients. Of
the 27 patients with measurable target lesions post-baseline, 16 patients
(59%) had a reduction from baseline in the sum diameter of their target
lesions, including 11 of 18 (61%) DLL3 high patients (Fig. 1). Central
assessment of response is summarized in Table S2. By central assess-
ment of all 29 patients regardless of DLL3 expression, a confirmed
objective response (PR) was observed in one patient (3%), and the
disease control rate was 62% (95% CI 42, 79). Among 18 DLL3 high
patients with central assessment, one patient (6%) had a confirmed PR.

Median duration of response (95% CI) was 3.0 months (2.9, 4.1) for
all patients. Median progression-free survival (mPFS) (95% CI) was 2.2
months (1.2, 3.0) for all patients and 2.9 months (1.2, 3.6) for DLL3
high patients (Fig. 2A). Median overall survival (mOS) (95% CI) was
5.8 months (4.1, 9.2) for all patients and 7.4 months (4.1, 11.9) for
DLL3 high patients (Fig. 2B). Per protocol, mOS time is equal to median
follow-up time.

By central assessment, the median duration of response (95% CI)
was 4.1 months for all patients, and the mPFS (95% CI) was 2.7 months
(1.2, 3.6) for all patients and was 3.2 months (1.2, 4.2) for DLL3 high
patients (Fig. S2). The difference in PFS for DLL3 high versus DLL3 not
high was P = 0.082 per Investigator, and P = 0.157 by central review
(Log-Rank test). The difference in OS for DLL3 high versus DLL3 not
high was P = 0.346.

Geometric Mean (Mean, CV%) Pharmacokinetic Parameters of Rova-T ADC and Total Antibody in Cycle 1.

Pharmacokinetic Parameters (units) ADC

Total Antibody

0.2mg/kg (N = 6)

0.3mg/kg (N = 23)

0.2mg/kg (N = 6) 0.3mg/kg (N = 23)

Crax (ug/mL)
Tmax (hour)”
AUC; (ug d/mL)
AUCin¢ (ng d/mL)
ty,o (days)”

4.58 (4.61, 14)
0.5 (0.5 - 2.0)
32.4 (32.5, 10)
44.0 (44.5, 17)
17.63 (35.29)

7.08 (7.16, 15)
0.5 (0.5 - 4.0)
49.1 (51.1, 29)
62.0 (65.8, 36)
13.58 (36.15)

4.24 (4.25,7)
1.3 (0.5-2.0)
36.0 (36.2, 11)
54.9 (56.0, 22)
26.45 (71.09)

7.08 (7.17, 15)
0.5 (0.5 - 2.0)
54.7 (57.0, 29)
73.8 (78.7. 37)
16.83 (42.69)

Abbreviations: Cp,.y, maximum observed plasma concentration; Ty,,y, time to maximum observed plasma concentration; AUC,, area under the plasma concentration-
time curve over the dosing interval; AUC,s, AUC from time O to infinity; t; », elimination half-life.

2 Median (minimum — maximum).
b Arithmetic mean (CV%).
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Fig. 2. (A) PFS by Investigator Assessment and (B) OS for DLL3 High and Not
High Patients.
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DLL3 High (275%)
DLL3 Positive (26-74%)
DLL3 Negative (<25%)
Unknown

4. Discussion

Rova-T has demonstrated promising efficacy and tolerability in both
second-line and third-line SCLC patients in the FIH study [14]. The
recommended phase II dose and schedule was established as 0.3 mg/kg
every 6 weeks, and Rova-T was subsequently investigated in the phase
II TRINITY study as a potentially important therapeutic option in pa-
tients with DLL3-expressing SCLC after progression following at least 2
prior systemic regimens [16]. However, Japanese patients were not
enrolled in these studies. Therefore, this was the first study to explore
the safety, tolerability, pharmacokinetics, and antitumor activity of
Rova-T in Japanese SCLC patients.

Compared to the FIH study [14], where patients received doses of
Rova-T ranging from 0.05 mg/kg to 0.8 mg/kg every three or six weeks,
similar types of treatment-associated adverse events were seen in this
study of Japanese patients.

Platelet count decreased/thrombocytopenia was the most frequent
hematological adverse event, with a median time to onset of 15.5 days
and a median duration of 8 days. These decreases were not associated
with any significant clinical adverse events of bleeding. Decreased
neutrophil count was observed less frequently, did not require treat-
ment with growth factors, and was not associated with fever.

Pleural and pericardial effusions were frequently observed events,
with median times to onset of 56 days and 43 days after first dose,
respectively. Most patients with pleural effusions were managed with
drainage and/or systemic corticosteroids. No Grade =3 pericardial
effusions were observed in this study, and none of the patients required
drainage procedures. No cases of cardiac tamponade were observed,
and none of the effusion events were fatal. Peripheral edema events had
a median time to onset of 66 days and were managed by treatment with
diuretics, with or without the addition of a systemic corticosteroid.
Overall, these effusion-related adverse events were manageable.

The pharmacokinetic parameters assessed for both ADC and total
antibody species inJapanese patients were similar to previous ob-
servations in non-Japanese patients with SCLC at both the 0.2 mg/kg
and 0.3 mg/kg dose levels [14].

We examined DLL3 expression in SCLC samples from Japanese pa-
tients. Eighty-six percent were positive for DLL3 expression, with 64%
expressing high levels of DLL3. In the FIH study, 88% of patients’ tu-
mors were DLL3 positive, with 67% expressing high levels of DLL3.
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Tanaka et al. have reported DLL3 positive expression in 83% of
Japanese SCLC patients and 32% DLL3 high expression using the same
mouse monoclonal antibody as the FIH study [17]. In contrast, our
study used a rabbit monoclonal antibody to analyse DLL3 expression.
Although different antibodies were used, the DLL3 expression dis-
tribution in this study was consistent with the FIH study.

Rova-T demonstrated anti-tumor activity in Japanese patients with
relapsed SCLC who received at least two prior lines of chemotherapy;
17% of DLL3 high patients had an objective response and 56% achieved
disease control per investigator assessment. All responders received
0.3 mg/kg Rova-T and had tumors with high DLL3 expression. In ad-
dition, mOS increased by more than two months in DLL3 high patients
(7.4 months) compared to DLL3 not high patients (5.1 months).
Similarly, Rova-T appeared to be more active in DLL3 high patients in
the significantly larger TRINITY study [16]. However, this trend thus
far observed should be confirmed in larger studies (phase III MERU and
TAHOE).

Currently two randomized Rova-T phase III studies are ongoing:
TAHOE, evaluating Rova-T vs. topotecan in second-line SCLC patients,
and MERU evaluating Rova-T in maintenance following 4 cycles of
platinum doublet front-line chemotherapy. The enrollment into the
TAHOE (NCT03061812) study has been discontinued following The
Independent Data Monitoring Committee recommendation based on
the shorter overall survival in the Rova-T arm compared with the to-
potecan control arm.

In conclusion, data from this study of Rova-T in Japanese patients
with SCLC was generally consistent with data reported in studies of
non-Japanese patients. Given the significant unmet medical need and
limited treatment options, Rova-T provides patients with DLL3-ex-
pressing relapsed SCLC a meaningful clinical benefit and a manageable
safety profile that supports further investigation and inclusion of
Japanese patients in an ongoing phase III MERU study (NCT03033511).
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