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Patients with stage 1–3 non-small cell lung cancer (NSCLC) given a combination
immunotherapy prior to surgery (neoadjuvant) had a better major pathological
response (10% or less residual cancer) when the cancer was removed than those
who took a single immunotherapy agent alone, according to results of a novel
multicenter phase 2 NeoCOAST platform trial that included two investigators from
the Johns Hopkins Kimmel Cancer Center and its Bloomberg-Kimmel Institute for
Cancer Immunotherapy. The results were published online Sept. 14 in Cancer
Discovery, a journal of the American Association for Cancer Research.

In the trial, 84 patients with stage 1–3 NSCLC at 17 study centers across seven
countries received a single infusion of the anti-PD-L1 immunotherapy durvalumab 
either alone or in combination with one of three other immunotherapy agents in
development that may further augment the anti-tumor response: oleclumab,
monalizumab and danvatirsen. Durvalumab is a drug already approved for more
advanced-stage NSCLC that stimulates the immune response to cancer.

Among participants, 27 patients received durvalumab alone, 21 received
durvalumab plus oleclumab, 20 received durvalumab plus monalizumab, and 16
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received durvalumab plus danvatirsen. Treatment was administered over a four-
week period prior to surgery. Major pathological response rates were seen in
11.1% of patients receiving durvalumab alone (3 of 27 patients); in 19% of patients
receiving durvalumab plus oleclumab (4 of 21 patients); and in 30% of patients
receiving durvalumab plus monalizumab (6 of 20 patients).

Overall, the results from this trial, the first platform trial examining cutting-edge
therapies prior to surgery for lung cancer, illustrate that targeting multiple cancer
pathways through therapy may be superior to a single therapy, the authors say.
They also support the evaluation of other immune-modulating agents with different
mechanisms of action in combination with anti-PD-L1 therapy for operable lung
cancer.

“There’s a whole host of novel immunotherapy agents being developed in lung
cancer and other tumor types for advanced disease, but the evaluation of those
drugs for treatment of earlier-stage disease has been very slow,” says senior study
author Patrick Forde, M.B.B.Ch., co-director of the upper aerodigestive
malignancies division at the Johns Hopkins Kimmel Cancer Center, associate
member of its Bloomberg~Kimmel Institute for Cancer Immunotherapy, and
associate professor of oncology. “The trial was successful, and demonstrated that
patients who received the novel combinations of durvalumab with monalizumab
and durvalumab with oleclumab had higher levels of response, where the tumor
had regressed by the time of surgery. We’re hopeful that these types of trials will
allow us to expedite development of new treatments for earlier-stage lung cancer.”

Based on these results, the investigators have started another study called
NeoCOAST-2 that involves a longer course of neoadjuvant chemo-immunotherapy
and additional treatments after surgery.

Forde and study co-author Valsamo “Elsa” Anagnostou, M.D., Ph.D., director of
the thoracic oncology biorepository, co-leader of the Johns Hopkins Molecular
Tumor Board, and co-director of the Lung Cancer Precision Medicine Center of
Excellence, are available for comment. To schedule an interview, contact Valerie
Mehl at mehlva@jhmi.edu or Amy Mone at amone1@jh.edu.

 ###

Johns Hopkins Medicine is a $9.7 billion integrated global health enterprise and one of the leading academic health care
systems in the United States. It unites the physicians and scientists of the Johns Hopkins University School of Medicine
with the organizations, health professionals and facilities of the Johns Hopkins Health System. Diverse and inclusive,
Johns Hopkins educates medical students, scientists, health care professionals and the public; conducts biomedical
research; and provides patient-centered medicine to prevent, diagnose and treat human illness. Johns Hopkins Medicine
has six academic and community hospitals in Maryland, the Washington, D.C., metropolitan region and Florida, including
The Johns Hopkins Hospital, which opened in 1889. The organization operates four health care and surgery centers,
more than six ambulatory surgery centers, and more than 50 primary and specialty care outpatient sites under Johns
Hopkins Community Physicians. Johns Hopkins Medicine extends health care into the community through Johns Hopkins
Home Care Group and Johns Hopkins HealthCare, and around the world through Johns Hopkins Medicine International.
For information about the enterprise and its research, education and clinical programs, and for the latest health, science
and research news, visit hopkinsmedicine.org.
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