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Background: CD44v6 is an isoform of the CD44 family of transmembrane glycopro-
teins. High CD44v6 expression in epithelial cancer correlates with tumor growth, inva-
sion, metastasis, and recurrence. CD44v6 is a co-receptor of the receptor tyrosine
kinases c-Met, RON and VEGFR-2. Inhibition of CD44v6 blocks RTK activation and
intracellular signaling processes. AMC303 is a highly selective inhibitor of CD44v6 with
strong in vivo and in vitro anti-tumor activity.

Methods: This is a Phase I/Ib open label, non-randomized, multi-center study for
patients with resistant advanced cancer (NCT03009214) with dose escalation based on
a 3þ 3 design for all-comers (Part 1) and tumor type specific expansion cohorts at the
Recommended Phase 2 Dose (RP2D) (Part 2). AMC303 was given IV, 0.1-20 mg/kg, in
30-60min. Tumor assessment (RECIST1.1) was performed every 6 weeks. A compre-
hensive biomarker program with paired tumor biopsies and plasma samples was
established.

Results: 26 patients with a total of 11 different cancer types were treated in 6 dose levels
with colorectal cancer as most frequent type. AMC303 infusions were very well toler-
ated, most drug-related AEs were grade 1 and 2 (in 46% of patients). No related SAEs
were reported. Most frequently reported related events were infusion related reactions
and hypersensitivity (grade 1-2, in 22% of patients), followed by nausea, diarrhoe and
fatigue. MTD was not achieved. PK analysis revealed a linear dose-exposure relation-
ship, t1/2 of 4-7h, CL of 40-60 mL/h/kg. 81% of patients received at least 6 weeks of ther-
apy. No objective responses were observed in this unselected patient population during
the dose escalation phase. More than 70% of tumors were CD44v6 positive by IHC,
and 50% exhibited strong to moderate expression with no change after 3 weeks.
Biomarker analyses by IHC (Ki67, S6, c-Met, Akt, MAPK), protein profiling of tumor
lysates and plasma revealed up- and down-regulation of several biomarkers at 3 weeks.
The optimal biological dose was established as 10 mg/kg based on PK/PD data.

Conclusions: AMC303 was demonstrated to be well-tolerated with a favorable PK pro-
file. Part 2 is designed to test anti-tumor activity, including patients with high expres-
sion of CD44v6 in specific tumor types.
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Background: Tumor cells harboring select genetic abnormalities (eg, BRD3/4-NUT)
have shown sensitivity to BET inhibition. BMS-986158, a potent, selective and orally
bioavailable BET inhibitor (BETi) was active in several established and pt-derived
tumor xenograft models (Gavai AV, et al. AACR 2018; Wee S, et al. AACR 2018). Here
we present initial data for BMS-986158 monotherapy from a phase 1/2a trial in previ-
ously treated pts with advanced cancer (NCT02419417).

Methods: During dose escalation, pts received BMS-986158 (0.75, 1.25, 2.0, 3.0, or
4.5 mg) once daily across 3 schedules: A (5 days on/2 days off), B (14 days on/7 days
off), or C (7 days on/14 days off). Pharmacokinetics (PK), pharmacodynamics, and
safety were evaluated.

Results: As of March 20, 2018, 68 pts (median age, 59) received BMS-986158 (A
[n¼ 31], B [n¼ 8], or C [n¼ 29]); 43% of pts had� 4 prior therapies. Initial PK

analysis of BMS-986158 showed dose-proportional and linear increase in exposure,
with fast absorption (Tmax 2-4 h), long half-life (T1/2 33-82 h), and dose-dependent
AUC. Treatment(tx)-related AEs (TRAEs) occurred in 63% of pts (Gr 3-4, 22%).
TRAEs (any Gr; Gr 3-4) reported in� 15% of pts were mild diarrhea (34%; 0%),
thrombocytopenia (28%; 15%), and fatigue (16%; 1.5%). No tx-related deaths or dis-
continuations due to a TRAE occurred. The dose-limiting toxicity (DLT) was Gr 3-4
thrombocytopenia. Effects of BMS-986158 on gene transcription for biomarkers of
BET activity (eg, CCR2 and HEXIM1) in peripheral blood cells were dose dependent
and reversible with the 4.5-mg dose resulting in the highest change in gene expression.
Of 4 pts with NUT midline carcinoma, an aggressive and fatal disease, 1 pt with a
BRD3-NUT fusion received BMS-986158 (2.0 mg, schedule A) for 279 days, with best
overall response of stable disease and 16% reduction in tumor burden, providing fur-
ther evidence of target-mediated effects.

Conclusions: BMS-986158 was well tolerated, with reversible thrombocytopenia as the
only DLT. This safety profile together with initial PK findings and effect on target gene
expression support the ongoing evaluation of BMS-986158 in pts with select advanced
cancers.
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Background: High-dose IL-2 is approved for patients with metastatic melanoma and
renal cell carcinoma but is associated with significant toxicity, frequently requiring
intensive care. RO6874281 carries an engineered IL2v moiety with abolished binding to
IL-2Ra. Affinity to IL-2Rbc is retained, resulting in activation of immune effector CD8
T and NK lymphocytes, but reduced activity on regulatory T cells (Tregs). The antibody
part of RO6874281 binds with high affinity to FAP, which is strongly expressed on
tumor-associated fibroblasts, and mediates retention and accumulation in malignant
lesions.

Methods: Study BP29842 investigates safety, PK/PD and anti-tumor activity of
RO6874281, administered i.v. once per week in an outpatient setting to patients with
metastatic solid tumors. The dose escalation part enrolled 28 patients with metastatic
solid tumors and identified a recommended dose (RD) of 20mg, using one-step intra-
patient escalation (15mg followed by 20mg). Patients with treatment refractory mela-
noma and squamous cell carcinomas are enrolled to an extension cohort to confirm
safety and further explore PK/PD and activity of the RD. So far, 16 patients were
enrolled to this cohort including 6 with melanoma.

Results: To date, most frequent adverse events (>30%) were pyrexia, infusion related
reactions, fatigue/asthenia, nausea, diarrhea, decreased appetite and elevated aspartate
and/or alanine transaminase. The majority of events were mild or moderate (Grade 1/
2). At RD, RO6874281 rapidly expands CD8 and NK cells but not Tregs, both in
peripheral blood and sequential tumor biopsies. Objective long-lasting (> 6 months)
responses were observed in one patient each with head and neck cancer, penile squa-
mous cell carcinoma and checkpoint inhibitor resistant malignant melanoma across
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the escalation dose range. Further, tumor shrinkage was observed in 4 melanoma
patients, including 1 uveal and 1 mucosal.

Conclusions: RO6874281 is the first targeted IL-2 variant with acceptable outpatient
safety to display monotherapy activity, including in tumor types not previously
reported to respond to IL-2. Ph1b/Ph2 studies in combination with atezolizumab and
other agents are currently underway.
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Background: AZD6738 is a potent oral selective inhibitor of ATR (ataxia telangiectasia
Rad3-related). The ongoing dose escalation Phase I study D5330C00004
(NCT02264678) combines AZD6738 with Durvalumab (Durva) to exploit ATR-
dependent cycle arrest and DNA damage-induced immune responses.

Methods: Five cohorts with 1-2 weeks monotherapy run-in, followed by Durva
1500 mg on D1þ AZD6738 80-240 mg od or bd for 1 (D22-28) or 2 (D15-28) weeks
have completed (cohort 6 is ongoing), with concurrent translational blood borne and
biomarker assessment.

Results: Twenty-five pts have been treated to date with either NSCLC, or HNSCC can-
cer. Toxicities that occurred in� 20% subjects included: anemia (�G3 in 1 pt), fatigue,
nausea, decreased appetite, cough, vomiting, dizziness, pruritus, constipation, diar-
rhea, musculoskeletal chest pain and dyspnea. One DLT of thrombocytopenia was
observed, an on-target AZD6738 effect. Of 21 pts, 1 RECIST CR, 2 PRs and 1 uPR were
observed in advanced NSCLC (3 pts) and HNSCC (1 pt) with no clear correlation with
tumor PD-L1 or ATM expression. Expansion of the final cohort 6 is ongoing with one
reported DLT in the initial 3 of the planned 6 pts. Preliminary PK data showed rapid
absorption of AZD6738 with peak plasma concentration�1.5h post dose, a biphasic
decline with an elimination half-life of 11h. Despite�45% variability in clearance, there
was dose proportionality and no evidence of drug-drug interaction with Durva.

Peripheral monocytes and proliferating T-cells were suppressed during the AZD6738
dosing interval; both rebounding to levels� baseline during the off-drug interval; the
immunostimulatory cytokine IL-12 behaved similarly. These cyclical changes were
observed across multiple treatment cycles. GM-CSF increased reciprocally to on-target
decreases in monocytes. Durvalumab was dosed to saturation and therefore these
changes are attributable to AZD6738. AZD6738 consistently increased pRAD50 in post
treatment tumour biopsies.

Conclusions: The combination of AZD6738 with Durva was tolerated in dose escala-
tion with signals of antitumor activity and pharmacodynamic evidence of AZD6738
target engagement.
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Background: Targeting CTLA-4 and PD-1/L1 has been shown to be effective in selec-
tive solid tumors. MK-1308 is a novel humanized monoclonal antibody that binds
CTLA-4 and blocks interaction with its ligands.

Methods: This ongoing, multicenter, multi-arm, open-label, phase 1b study will evalu-
ate the safety, tolerability, PK/PD, and preliminary efficacy of MK-1308 in combination
with pembrolizumab in patients (pts) with solid tumors (NCT03179436). In dose esca-
lation, MK-1308 was given at either 25 mg or 75 mg (cohorts 1, 2) IV Q3W as mono-
therapy�1 cycle, in combination with pembrolizumab 200 mg Q3W�4 cycles,
followed by pembrolizumab monotherapy. In dose confirmation, pts with first-line
(1L) advanced NSCLC were treated with MK-1308 at 25 mg Q3W (arm A), 25 mg
Q6W (arm B) or 75 mg Q6W (arm C), in combination with pembrolizumab 200 mg
Q3W. Response was assessed Q9W.

Results: A total of 47 pts were enrolled by Dec 31, 2017: 24 in dose escalation (cohort 1:
14; cohort 2: 11) and 22 in dose confirmation (arm A: 8; arm B: 9; arm C: 5). Median
age was 61 years; 53% were male. MTD was not reached at any dose tested. Five DLTs
were observed: 2 in cohort 2 (grade 3 rash), 1 in arm A (grade 4 hepatitis), 1 in arm B
(grade 3 pneumonitis), and 1 in arm C (grade 3 enterocolitis). Treatment-related
adverse events (TRAEs) were observed in 74% of pts. Most common (�10%) were pru-
ritus (23%), fatigue (17%), rash (17%), diarrhea (11%), and hyperthyroidism (11%),
Grade 3/4 TRAEs were observed in 6 pts (12%). Discontinuation due to TRAE was
observed in 5 pts. No pts had grade 5 TRAEs. Pharmacokinetics of MK-1308 were com-
parable to that of an approved CTLA-4 compound. Of the 21 evaluable 1L advanced
NSCLC pts in dose confirmation who received at least 1 on-treatment assessment, there
were 1 CR, 8 PR, 6 SD, and 6 PD. More mature data, inclusive of 140 pts (90 1L
NSCLC) for ORR, DOR, and relationships between PD-L1, tumor mutation burden,
and T-cell proliferation with ORR will be presented.

Conclusions: Preliminary results suggest that the combination of MK-1308 and pem-
brolizumab shows promising responses in a 1L advanced NSCLC population and man-
ageable toxicity in most tumor types evaluated. Enrollment is ongoing.

Clinical trial identification: NCT03179436; trial initiation: June 7, 2017.
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