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Background: HRAS is a proto-oncogene overexpressed and mutated in head and neck
squamous cell carcinomas (HNSCC), bladder, thyroid and salivary gland tumors,
among others. Although discovered over 40 years ago, no therapies are yet approved
targeting mutant HRAS. Tipifarnib is a potent and highly selective inhibitor of farnesyl-
transferase, a critical enzyme required for the proper function of HRAS. This Phase 2
study (NCT02383927) was conducted to test the hypothesis that inhibition of HRAS
oncogenic activity could translate to objective responses in solid tumors.

Methods: The study was designed to enroll patients (pts) into 2 single-arm study
cohorts: Cohort 1 (thyroid cancer) and Cohort 2 (other solid tumors), each one with a
2-stage design to determine overall response rate (ORR) as the primary objective. This
design has 80% power to detect a difference between 10% and 30% ORR at one-sided
significance level of 0.087. A study cohort was to be considered positive if at least 4
responses were observed (N¼ 36, 18 evaluable subjects/cohort). For enrollment, pts
must have an HRAS mutation, locally advanced/unresectable and/or metastatic, and
RECIST v1.1 measurable disease. Tipifarnib was dosed at 900 mg orally twice daily on
days 1-7 and 15-21 of 28-day cycles.

Results: As of May 1, 2018, 37 pts have been treated, including 11 pts with HRAS mutated
HNSCC and 2 pts with HRAS mutated SCC. Tipifarnib was generally well tolerated, with
fatigue, myelosuppression, nausea and vomiting constituting the most common adverse
events (all grades). 7 HNSCC pts are currently evaluable for efficacy; 5 (71%) achieved a
confirmed partial response with a median duration of response of 14.1 months (95% CI:
1.4-17.3 mo), exceeding the pre-specified null hypothesis. Importantly, no HRAS mutated
HNSCC pt experienced an objective response on their last therapy prior to receiving tipifar-
nib (including platinum, immunotherapy and cetuximabþ/- chemotherapy regimens).

Conclusions: Encouraging activity of tipifarnib was observed in pts with HRAS mutant
HNSCCs. The study met its predefined success criteria and has been amended to con-
tinue enrolling HRAS mutant HNSCC pts, as well as pts with SCC, other than HNSCC,
with HRAS mutations into a new Cohort 3.
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Background: The TGF-b pathway promotes tumor immunosuppression, and its inhib-
ition may enhance the antitumor activity of PD-(L)1 mAbs. M7824 is an innovative
first-in-class bifunctional fusion protein composed of an anti–PD-L1 mAb fused with

the extracellular domain of TGF-bRII (a TGF-b “trap”). We report results in pts with
Stage III/IV�2L SCCHN not amenable to local therapy with curative intent that pro-
gressed/recurred<6 months since last platinum dose.

Methods: In the phase 1 trial NCT02517398, pts with SCCHN received M7824
1200 mg q2w until confirmed PD, unacceptable toxicity, or trial withdrawal; continua-
tion of M7824 beyond PD was permitted if AEs were manageable, PS maintained and
no new treatment indicated. Biomarkers include tumor cell PD-L1 level (antibody
clone 73-10) and HPV status (by RNAseq). The primary endpoint is BOR per RECIST;
secondary endpoints include safety/tolerability.

Results: As of 12 March 2018, 32 pts (75% had�2 prior lines of therapy) received
M7824 for a median duration of 12.1 (range, 2–74) weeks. 5 pts had a confirmed PR by
investigator read (RECIST v1.1 ORR 15.6%). 2 additional pts developed delayed PRs
after initial increase in index lesions per RECIST (total ORR 21.9%). 6 pts had SD (total
DCR 40.6%). 4/5 pts with PR (DOR 4.1–12.5þmonths) and both pts with PD!PR
remain on treatment. The ORR (including pts with PD!PR) in HPVþwas 50% (4/8;
HPV- ORR 13.6% [3/22]). PD-L1 expression was not predictive for ORR (20% [5/25
pts)] in PD-L1�1%; 33% [2/6] in PD-L1<1%). 12-month OS rate was 51.2%. 10 pts
(31.3%) had grade 3 TRAEs (increased liver enzymes [3 pts], hyperglycemia, maculo-
papular rash [2 pts each], anemia, hyperthyroidism, diabetic ketoacidosisþ hypothyr-
oidism, keratoacanthomaþ folliculitis, skin SCC [1 pt each]); there were no grade 4
TRAEs and no treatment-related discontinuations or deaths.

Conclusions: M7824 showed promising early clinical activity and a manageable safety
profile in pts with refractory/metastatic� 2L SCCHN. A total ORR of 21.9% was
observed (including 2 pts with initial tumor growth), with a possible trend toward
higher activity in HPVþ (ORR 50%) and evidence of clinical activity irrespective of
PD-L1 status.
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Universitaires Saint-Luc and Université Catholique de Louvain, Brussels, Belgium,
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Background: In the phase 3, randomized, open-label KEYNOTE-040 study
(NCT02252042), pembrolizumab (pembro), compared with standard of care (SOC),
prolonged survival in patients (pts) with recurrent and/or metastatic HNSCC that pro-
gressed during or after platinum-based therapy. Post hoc analyses were conducted to
evaluate pembro vs SOC by (1) each of 3 SOC choices, (2) prior cetuximab, and (3) sec-
ond PFS (PFS2; time from randomization to disease progression after initiation of new
anticancer therapy).

Methods: Eligible pts (N¼ 495) randomly assigned (1:1) to receive pembro
(200 mg every 3 weeks) or investigator choice of methotrexate (40 mg/m2 weekly),
docetaxel (75 mg/m2 every 3 weeks), or cetuximab (400 mg/m2 loading dose
then 250 mg/m2 weekly). Primary end point: OS; PFS and ORR were secondary
end points.

Results: Outcomes for pembro vs each SOC choice are in the table. Regardless of prior
cetuximab exposure, survival benefit with pembro was observed. There was a trend
toward improved PFS and ORR in those with no prior cetuximab. In pts (N¼ 210)
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