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20a. How does the Committee accomplish its purpose?

The Committee reviews and evaluates data concerning the safety and effectiveness of
marketed and investigational human drug products for use in the treatment of cancer and
makes appropriate recommendations to the Commissioner of Food and Drugs. The Office
of Oncology Drug Products also uses committee members as subject matter experts, on
an as needed basis.

20b. How does the Committee balance its membership?

Members are selected from academic and practice settings and include practitioners
knowledgeable in the field of general oncology, pediatric oncology, hematological
oncology, immunology oncology, biostatistics, and other related professions. The
Committee includes one technically qualified voting member who is identified with
consumer interests. The Committee may also include one non-voting member who is
identified with industry interests.

20c. How frequent and relevant are the Committee Meetings?

The Committee met six times in FY-20. On December 17, 2019, during the morning
session, the Committee discussed supplemental new drug application (SNDA)
208558/010 for LYNPARZA (olaparib) tablets, submitted by AstraZeneca Pharmaceuticals
LP. The proposed indication (use) for this product is for the maintenance treatment of
adult patients with deleterious or suspected deleterious gBRCAmM metastatic
adenocarcinoma of the pancreas whose disease has not progressed on first-line
platinum-based chemotherapy. The majority of the Committee (7 to 5) agreed that the
risk-benefit assessment for olaparib as a maintenance therapy in patients with gBRCAm
pancreatic cancer is favorable. These members noted the convenience of providing a
treatment option that permits a delay in the initiation of cytotoxic chemotherapy with its
associated toxicity profile, the challenges with conducting a study to demonstrate OS in a
rare biomarker selected population, and the high unmet medical need of patients with
gBRCAmM metastatic pancreatic adenocarcinoma, as important considerations in the
recommendation for approval. The five Committee members who voted "No"
acknowledged that having an oral medication may provide a more convenient treatment
option to patients, and stated that treatment with olaparib appeared to confer benefit in a
subset of patients with gBRCAmM metastatic pancreatic cancer; however, these members
viewed the absence of a demonstrated benefit in OS or improvement in quality of life, to
be a significant limitation. Agency Action: On December 27, 2019, the Agency approved
Lynparza (olaparib, AstraZeneca Pharmaceuticals LP) for the maintenance treatment of
adult patients with deleterious or suspected deleterious germline BRCA-mutated
(gBRCAmM) metastatic pancreatic adenocarcinoma, as detected by an FDA-approved test,
whose disease has not progressed on at least 16 weeks of a first-line platinum-based



chemotherapy regimen. On December 17, 2019, during the afternoon session, the
Committee discussed supplemental biologics license application (sBLA) 125514/066 for
KEYTRUDA (pembrolizumab) for injection, submitted by Merck Sharpe & Dohme Corp.
The proposed indication (use) for this product is for the treatment of patients with bacillus
Calmette-Guérin-unresponsive, high-risk, non-muscle invasive bladder cancer with
carcinoma in-situ with or without papillary tumors who are ineligible for or have elected not
to undergo cystectomy. The majority of the Committee (9 to 4) agreed that the observed
complete response rate and duration represent a favorable risk/benefit profile in patients
with BCG-unresponsive high-risk NMIBC with CIS treated with pembrolizumab. These
members noted that the response data presented, although immature, seemed to be
clinically meaningful in patients who want to delay cystectomy and have another option for
treatment. The four Committee members who voted "No" stated that data presented by
the Applicant was immature and that the subset of patients who experienced prolonged
benefit may be too small for approval in the setting of a systemic therapy. Some
Committee members were concerned that deferring cystectomy may result in a higher-risk
operation if and when cystectomy is subsequently required. Agency Action: On January 8,
2020, the Agency granted accelerated approval to pembrolizumab (KEYTRUDA, Merck &
Co. Inc.) for the treatment of patients with Bacillus Calmette-Guerin (BCG)-unresponsive,
high-risk, non-muscle invasive bladder cancer (NMIBC) with carcinoma in situ (CIS) with
or without papillary tumors who are ineligible for or have elected not to undergo
cystectomy. On December 18, 2019, the Committee discussed new drug application
(NDA) 211723 for tazemetostat tablets, submitted by Epizyme, Inc. The proposed
indication (use) for this product is for the treatment of patients with metastatic or locally
advanced epithelioid sarcoma not eligible for curative surgery. The Committee members
first discussed the evidence from Cohorts 5 and 6 of the EZH-202 study and generally
agreed that the data were sufficient to establish a benefit of tazemetostat in patients with
epithelioid sarcoma (ES). In addition, there was discussion and agreement that the
response rate of 11-15% was considered clinically meaningful for this extremely rare
subtype of sarcoma which Committee members stated differed from other soft tissue
sarcoma subtypes and conferred a very poor prognosis in the metastatic setting with
unrelenting progression. The Committee members placed this into context that they
generally believed tazemetostat had a favorable tolerability profile and that benefits of
standard therapies including doxorubicin or pazopanib were marginal for patients with ES.
Finally, the Committee unanimously agreed that the demonstrated benefit of tazemetostat
outweighs the risk of the drug in the proposed indication. Agency Action: On January 23,
2020, the Agency granted accelerated approval to tazemetostat (TAZVERIK, Epizyme,
Inc.) for adults and pediatric patients aged 16 years and older with metastatic or locally
advanced epithelioid sarcoma not eligible for complete resection. On February 26, 2020,
during the morning session, the Committee discussed new drug application 212578 for



padeliporfin di-potassium powder for solution for injection, submitted by STEBA Biotech,
S.A. The proposed indication (use) for this product is for the treatment of patients with
localized prostate cancer, meeting the following criteria: Stage T1-T2a and prostate
specific antigen less than or equal to 10 ng/mL and Gleason Grade Group 1 based on
transrectal ultrasound guided biopsy or unilateral Gleason Grade Group 2 based on
multiparametric magnetic resonance imaging-targeted biopsy with less than 50 percent of
cores positive. The majority of the Committee members (13 to 2) did not agree that the
results of PCM301 trial represent a favorable benefit/risk profile for TOOKAD in patients
with low-risk early stage prostate cancer. However, the Committee agreed with the
general concept of using progression in a manner that resulted in a delay of morbidity
from definitive therapy. There was concern about the flawed study trial design, the low risk
population studied in which active surveillance is an accepted management option, short
study duration, missing biopsy data, and trial conduct. Members also questioned if the
study population could be generalized to the US population due to differences in low risk
classification versus the classification used for study enroliment at the time of trial
conduct, and were apprehensive of lack of long term safety data. The two Committee
members that voted “Yes” noted that the trial met its co-primary endpoints, and that an
“in-between” option is needed for patients who would otherwise receive active
surveillance versus definitive therapy. Please see the transcript for details of the
Committee discussion. Agency Action: The Agency is currently evaluating
recommendations made during the morning session of the advisory Committee meeting.
On February 26, 2020, during the afternoon session, the Committee discussed
supplemental biologics license application 125477/S-034, for CYRAMZA (ramucirumab)
injection for intravenous use, submitted by Eli Lilly and Company. The proposed indication
(use) for this product is in combination with erlotinib, for first-line treatment of patients with
metastatic non-small cell lung cancer whose tumors have epidermal growth factor
receptor exon 19 deletions or exon 21 (L858R) substitution mutations. The Committee
first discussed whether the results of the RELAY trial, with a demonstrated improvement
in progression free survival (PFS), support a positive benefit/risk assessment given the
uncertain effect on overall survival (OS) and the increased toxicity associated with the
addition of ramucirumab to erlotinib. One member noted that PFS as a primary endpoint is
clinically meaningful especially when using OS as a primary endpoint is difficult to obtain
or will take a very long time to study. Some members mentioned that it is unknown if there
is a detriment in OS if a PFS proven regimen is used before an OS proven regimen (in
this case, osimertinib) in the treatment cascade of a patient. Members also questioned the
role of the combination in the current treatment landscape for non-small cell lung cancer
(e.g. first-line or otherwise), and whether this combination would be of benefit to patients
seeking additional options. Finally, the majority of the Committee members (6 to 5) agreed
that the benefit/risk profile of ramucirumab plus erlotinib is favorable for patients with



untreated metastatic EGFR-positive non-small cell lung cancer, and noted it should be
available as a treatment options for patients. Members also noted that the RELAY trial
met its primary PFS endpoint. The five Committee members that voted “No” were
concerned that impact on OS was uncertain, and that the trial did not demonstrate
evidence of improved quality of life, and increased adverse events. Agency Action: On
May 29, 2020, the Agency approved ramucirumab (CYRAMZA, Eli Lilly and Company) in
combination with erlotinib for first-line treatment of metastatic non-small cell lung cancer
(NSCLC) with epidermal growth factor receptor (EGFR) exon 19 deletions or exon 21
(L858R) mutations. On June 17, 2020, the Pediatric Subcommittee of the Oncologic
Drugs Advisory Committee met and were presented with information regarding pediatric
development plans for two products that are in development for an oncology indication.
The Subcommittee considered and discussed issues relating to the development of each
product for pediatric use and provided guidance to facilitate the formulation of written
requests for pediatric studies, if appropriate. The two products under consideration were:
(1) SP 2577 presentation by Salarius Pharmaceuticals, Inc. and (2) Marizomib,
presentation by Celgene International Il Sarl, a wholly owned subsidiary of Bristol-Myers
Squibb. During the morning session, Product (1) SP 2577 was presented by Salarius
Pharmaceuticals, Inc.: The Subcommittee was unclear on whether increased protein
expression of Lysine Specific Demethylase 1 (LSD1) will predict any kind of response;
additional studies including functional genomics are highly recommended. The
Subcommittee agreed that more studies are needed to be conducted to explore larger
data associated with other tumor types in addition to Ewing Sarcoma and probable
combination therapy with the LSD1 inhibitor. According to the discussion, combination
therapy with LSD1 inhibitors may produce synergistic effects, but this information was not
captured in the preclinical data shown. The majority of the Subcommittee emphasized that
it would be difficult to justify combination therapy with the product at issue, for the
treatment of Erwing Sarcoma or similar, without the evidence of single agent activity. Most
of the Subcommittee members commented that the data should include patients over 12
years of age because the vast majority of patients with Ewing Sarcoma falls in that age
group. They also agreed that there should be a better understanding in dose tolerability
and weight distribution before expanding the enrollment to patients under the age of 12.
However, some members supported enrollment of patients under the age of 12
specifically for other histology, like relapsed rhabdomyosarcoma. They emphasized that
enrolling groups under the age of 12, would grant investigators the opportunity to examine
pharmacokinetics safety and formulations for this population. Some members suggested
that with the expansion of enrollment, there should be other formulations planned for
patient under 12 years of age for aggressive disease (the cold tumor). Agency Action: The
Agency is currently evaluating recommendations made at this meeting. During the
afternoon session of June 17, 2020, Product (2) Marizomib was presented by Celgene



International Il Sarl, a wholly owned subsidiary of Bristol-Myers Squibb: The
Subcommittee expressed relief to know that after the first cycle in the trial, the regimen
proceeded to a combination therapy trial, which is significant in this trial as the population
of interest is rather ill. However, the Subcommittee members cautioned the investigators
on their strategy for administering the product of issue, for a potential to abandon a
valuable product due to significant toxicity (cardiac toxicity). The data shown, failed to
provide information concerning which neoplastic agent(s) should be combined with
marizomib in the study. The Subcommittee members expressed their awareness of the
drug profile and targeted disease. Their major concern was the the ability for the
investigators to designate attributions to the progression of the disease from the agent
(MRZ). So, the Subcommittee advised that there should be specific guidelines on how to
mitigate the side effects, how to make attributions of the drugs to the side effects, and
how to identify side effects from the agent (safety profile) in the younger population. The
overall consensus of the Subcommittee, did not favor further studies incorporating the use
of this agent to the population of interest, due to the raised concerns of neurotoxicity. The
Subcommittee acknowledges that the drug class of the agent at issue, proteasome
inhibitors, is well studied for leukemias and lymphomas, and they don't see this agent
superseding it's predecessors in this population. One member emphasized the need to
approach these studies non-traditionally, by studying the content with a written request
versus a trial. Agency Action: The Agency is currently evaluating recommendations made
at this meeting. On June 18, 2020, the Pediatric Subcommittee of the Oncologic Drugs
Advisory Committee met and were presented with information regarding pediatric
development plans for two products that are in development for an oncology indication.
The Subcommittee considered and discussed issues relating to the development of each
product for pediatric use and provided guidance to facilitate the formulation of written
requests for pediatric studies, if appropriate. The two products under consideration were:
(1) CD30.CAR-T, presentation by Tessa Therapeutics and (2) SNDX-5613, presentation
by Syndax Pharmaceuticals, Inc. During the morning session, Product (1) CD30.CAR-T
was presented by Tessa Therapeutics: The Subcommittee members expressed
reluctance to establish a cut-off age range as an enrollment requirement, when a weight
base dose criteria is used for enrollment. Most of the Committee agreed that the study
should broaden the spectrum to include younger patients who might benefit from this
therapy. On the other hand, some members expressed uncertainty of the inclusion of
younger patients due to the low mortality rate (2 deaths per year) in this population
compared to the mortality rate (7 deaths per year) of patients over the age of 15 years
with Relapsed or Refractory Hodgkin Lymphoma. One member suggested for the study to
re-evaluate the idea for CD30.CAR-T as a frontline agent until more information is
received from other clinical trials who have incorporated immune checkpoint inhibitors as
frontline agents, minimizing radiation exposure and ameliorating long-term effects.



Collectively, the Subcommittee agreed that patients with anaplastic large cell lymphoma
should be included in this study. Concerning preparatory lymphodepletion therapies, the
Subcommittee members stressed no knowledge of current studies using fludarabine or
bendamustine as a single agent or in combination in this population. Members urged that
a large site which encompasses a robust medicinal pediatric and oncology center will be
efficacious in this study. The members expressed that centers with combined adult and
pediatric programs are well equipped to facilitate the Institutional Review Boards
procedures (IRB) mandated by the FDA (lowering the impact of operational challenges).
The Subcommittee emphasized that base on the experience from the CD19.CAR-T cell
manufacturing program for pediatric patients, in particular with ALL and recently diffuse
B-cell lymphoma, has provided insight to support procedures proposed for this study.
Therefore, manufacturing procedures for assessment and evaluation should not propose
any more significant challenges than what was shown in adult population studies. Agency
Action: The Agency is currently evaluating recommendations made at this meeting.
During the afternoon session of June 18, 2020, Product (2) SNDX-5613 was presented by
Syndax Pharmaceuticals, Inc.: The Subcommittee expressed overwhelming enthusiasm
for this ideal agent, SNDX-5613. Data has shown that SNDX-5613 demonstrates a
favorable safety profile, it targeted a specific driver for MLL rearranged leukemia, and
there is a strong preclinical and functional genomics that further validates its activity. At
this point, it has not been determined on how to issue this agent, either as monotherapy,
follow-up with chemotherapy or in combination with chemotherapy, but the Subcommittee
agreed that this agent is promising and warns fast tracking evaluation in children with MLL
rearrange leukemia. The Subcommittee stressed the need to simplify the study design to
achieve efficacy rapidly for the affected pediatric population and raised the issue of
real-time Pharmacokinetics (PK) often throughout the discussion. The Subcommittee
recommended to limit the use of Azoles, which could address the issues associated with
CYP 3A4 interactions. Given the variation of CYP3A pathway maturation in pediatrics, the
optimal age cut-off, whether 1 month or great than 1 year of age, was found to be
debatable amongst the panel. The Subcommittee also recommended considering
intra-patient dose escalation to optimize and achieve the dosing level necessary to inhibit
mixed-lineage leukemia (MLL) and menin. The Subcommittee acknowledged the
challenges of providing therapy for this subset of rare diseases and argues that a
randomized design for this study will only stagnate clinical assessment. Collectively, the
members advised the sponsors to structure the study as a single arm trial with an
effective “backbone” therapy to control an aggressive disease. Regardless of reduction
(agent activity), the Subcommittee conveyed that the next step for this population is
transplant. Members further urged that it is imperative to also consider post-transplant
administration to assess safety. Members agreed that the survival rate of this small
population is the ultimate goal and a meaningful endpoint, and recommended considering



a short window for treatment and response for this trial since the agent demonstrated
early response in adult studies. Agency Action: The Agency is currently evaluating
recommendations made at this meeting. On July 14, 2020, the Committee discussed
biologic license application (BLA) 761158, for belantamab mafodotin, submitted by
GlaxoSmithKline Intellectual Property Development Ltd. England. The proposed indication
(use) for this product is for the treatment of adults with relapsed or refractory multiple
myeloma who have received at least four prior therapies including an anti-CD38
monoclonal antibody, a proteasome inhibitor, and an immunomodulatory agent. The
members first discussed whether the risk of ocular toxicity has been adequately
characterized in Study 205678 (DREAMM-2) to allow for an assessment of the benefit-risk
profile; however, there was not a consensus. Overall, the Committee members agreed
that the impact of ocular toxicity on the benefit-risk profile of belantamab mafodotin is
reasonable and likely be tolerated by patients considering the limited options. The
members further commented that the Risk Evaluation and Mitigation Strategy (REMS)
including ophthalmic exams would help identify ocular adverse events early. Two
concerns were stated: 1) the feasibility of access to ocular specialists in a community
setting who are knowledgeable in the drug and its adverse events (due to the need of
consistent monitoring); 2) the level of reversibility in patients with an ocular adverse event.
With the exception of two members not in attendance, the Committee unanimously
agreed that the demonstrated benefit of belantamab mafodotin outweigh the risks in the
proposed patient population with relapsed or refractory multiple myeloma. In regards to
the concern of ocular toxicity, the Committee noted the importance of the REMS and the
collaboration between oncologists and ophthalmologists for early identification and/or
management of the adverse event. Agency Action: On August 5, 2020, the Agency
granted accelerated approval to belantamab mafodotin-bimf (Blenrep, GlaxoSmithKline)
for adult patients with relapsed or refractory multiple myeloma who have received at least
4 prior therapies, including an anti-CD38 monoclonal antibody, a proteasome inhibitor,
and an immunomodulatory agent. On August 13, 2020, the Committee discussed
biologics license application (BLA) 125706, for remestemcel-L (ex-vivo culture-expanded
adult human mesenchymal stromal cells suspension for intravenous infusion), submitted
by Mesoblast, Inc. The proposed indication (use) for this product is for the treatment of
steroid-refractory acute graft-versus-host disease in pediatric patients. The morning
session discussed issues related to the characterization and critical quality attributes of
remestemcel-L as they relate to clinical effectiveness. The afternoon session discussed
results from clinical trials included in BLA 125706. The Committee first discussed the
adequacy of the potency assay established by the Applicant for remestemcel-L. Overall,
members commented that it was difficult to propose other product quality attributes due to
the unclear and complex mechanism of remestemcel-L. There was a broader discussion
on the use of TNFR-1 expression as a potential quality attribute. Committee members



generally agreed that the strengths of Study MSB-GVHDOOL1 included potentially
interesting biomarker data and a high overall response rate. The weaknesses of the trial
were noted to be the single-arm design and reliance on historical data. Members debated
the feasibility of conducting a randomized controlled trial in pediatric patients with
SR-aGVHD and commented a placebo-controlled trial would not be ethical. Members
generally supported that Mesoblast conducts an additional clinical trial including further
testing of the product in adults and/or children with an adequate and well-controlled trial to
confirm the efficacy signal, etc. Some members noted Studies 265 and 280 were relevant
to the effectiveness of remestemcel-L, but considered factors such as changes in product
manufacturing over time and differences in patient population to be significant. Majority of
the Committee (8 to 2) agreed that the available data supports the efficacy of
remestemcel-L in SR-aGVHD. Two members who voted “No”, noted that a single-arm trial
may not be sufficient to demonstrate efficacy and that further trials are needed. Agency
Action: The Agency is currently evaluating recommendations made at this meeting. It is
expected that this Committee will meet six times during FY-21.

20d. Why can't the advice or information this committee provides be obtained
elsewhere?

Members of the Committee are drawn from academia, research and/or clinical practice.
Their advice and input lends credibility to FDA regulatory decisions. The alternate means
of obtaining this advice would involve the recruitment of large numbers of scientist on a
full-time basis at a maximum rate of compensation.

20e. Why is it necessary to close and/or partially closed committee meetings?
The Committee held no closed meetings during FY-20.

21. Remarks
There were no reports required for this Committee in FY-20.
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Narrative Description

FDA's strategic priorities in responding to the public health challenges of the 21st century
are to advance regulatory science and innovation; strengthen the safety and integrity of
the global supply chain; strengthen compliance and enforcement activities to support
public health; expand efforts to meet the needs of special populations; advance medical
countermeasures and emergency preparedness; advance food safety and nutrition;
promote public health by advancing the safety and effectiveness of medical products;
establish an effective tobacco regulation, prevention, and control program; and manage
for organizational excellence and accountability. The Oncologic Drugs Advisory
Committee supports FDA's strategic priorities by reviewing and evaluating available data
concerning the safety and effectiveness of marketed and investigational human drug
products for use in the treatment of cancer and makes appropriate recommendations to
the Commissioner of Food and Drugs. This supports the development of safe and
effective new medical technologies, and advances the status of the Agency as a
science-based and science-led regulatory agency, providing global leadership in the



protection of public health.

What are the most significant program outcomes associated with this committee?
Checked if Applies

Improvements to health or safety

Trust in government

Major policy changes

Advance in scientific research

Effective grant making

Improved service delivery

Increased customer satisfaction

Implementation of laws or regulatory requirements
Other

Outcome Comments
N/A

What are the cost savings associated with this committee?

None

Unable to Determine
Under $100,000
$100,000 - $500,000
$500,001 - $1,000,000
$1,000,001 - $5,000,000
$5,000,001 - $10,000,000
Over $10,000,000

Cost Savings Other

Cost Savings Comments

v

NN

<

Checked if Applies

v

The utilization of the Oncologic Drugs Advisory Committee enabled the Agency to obtain

required and frequently scarce professional services from medical and scientific experts

not otherwise available to the Agency; and to obtain the services of these experts only on
an as needed basis rather than on a full time basis. The service of the Committee resulted

in advice for the improvement of public health, for which it is difficult to assign a financial

value.

What is the approximate Number of recommendations produced by this committee

for the life of the committee?



171

Number of Recommendations Comments
The Committee made 171 recommendations from FY-03 through FY-20. See section
Recommendation/Justifications of the annual report for specific accomplishments.

What is the approximate Percentage of these recommendations that have been or
will be Fully implemented by the agency?
84%

% of Recommendations Fully Implemented Comments

The function of an advisory committee is purely advisory in nature. Although the FDA
most often accepts the recommendations from its committees, the advice is purely
advisory in nature, therefore, the Agency has the option of not implementing the advice.
This number represents an approximation of the percentage of recommendations that the
agency has fully implemented or plans to fully implement.

What is the approximate Percentage of these recommendations that have been or
will be Partially implemented by the agency?
10%

% of Recommendations Partially Implemented Comments

The function of an advisory committee is purely advisory in nature. Although the FDA
most often accepts the recommendations from its committees, the advice is purely
advisory in nature, the Agency has the option of not implementing the advice.

Does the agency provide the committee with feedback regarding actions taken to
implement recommendations or advice offered?
Yes ¥ No Not Applicable

Agency Feedback Comments
When appropriate, information is made available to the public. Actions related to guidance
documents or other general matters or issues are available publicly when implemented.

What other actions has the agency taken as a result of the committee's advice or
recommendation?

Checked if Applies
Reorganized Priorities v
Reallocated resources v



Issued new regulation v

Proposed legislation v
Approved grants or other payments
Other o

Action Comments
FDA approves or chooses not to approve an investigational new medical product.

Is the Committee engaged in the review of applications for grants?
No

Grant Review Comments
N/A

How is access provided to the information for the Committee's documentation?
Checked if Applies
Contact DFO v
Online Agency Web Site
Online Committee Web Site
Online GSA FACA Web Site
Publications
Other

NENE RN

Access Comments
N/A



