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Summary
G-CSF Comparative Safety and Effectiveness BBCIC Productivity
Background and Purpose: Granulocyte colony stimulating factors (G-
CSFs), including filgrastim and pegfilgrastim originator and biosimilar
products, are used as primary prophylaxis of febrile neutropenia (FN), a
potentially fatal side effect associated with myelosuppressive
chemotherapy. BBCIC is conducting a descriptive and exploratory
comparative safety and effectiveness study of G-CSF use in breast,
lung, colon, ovarian, pancreatic, testicular, cervical, uterine, or non-
Hodgkin lymphoma cancers.

Current Project Status: A scoping review of the observational literature
and a manuscript describing the study protocol are undergoing peer-
review. We knew this study would be complex and have encountered
several challenges in cohort and chemotherapy regimen identifications
due to some known and some unexpected limitations of claims data and
of our algorithms. A manuscript is in preparation to describe these
challenges and solutions identified and implemented to overcome them.
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The draft report of the analysis is still anticipated for late 2021 as
planned. This was expected to be a 24-month project in total.

Data Fitness and Capabilities

Background and Purpose: In anticipation of future BBCIC research
questions, a workgroup surveyed and assessed the availability, fithess,
and completeness of data from several sources not currently in the
existing BBCIC network of partners. The goal was to identify
opportunities to enrich current BBCIC data to better answer research
questions around clinical outcomes that may not be readily available in
administrative claims.

Current Project Status: A final report describing the findings of the
workgroup and recommended next steps for BBCIC has been prepared.
Next-steps underway include a deeper dive into existing network partner
data resources that extend beyond the Sentinel Common Data Model,
and follow-up evaluation of the external data sources who responded to
the initial workgroup questionnaire.

Utilization Analyses

Background and Purpose: To provide a landscape of patient
characteristics and treatment patterns using biologic products of interest,
including biosimilars, BBCIC conducts periodic analyses of utilization in
our distributed research network. This initiative provides informative data
on trends over time in a large patient population in the BBCIC network
and is essential for planning future descriptive and comparative
analyses.

Current Project Status:

Trastuzumab — a preliminary analysis has been completed describing
utilization patterns of HER2-inhibitor products and two abstracts have
been submitted for presentation at ASCO Quality Care 2021 and AMCP
Nexus 2021. This analysis will be repeated in late 2021 or early 2022
with updated data available through mid-2020. A manuscript will be
prepared with the updated analysis.

Insulins — code has been updated to include a modified algorithm
(Klompas, et al. 2013) to classify people with diagnoses for both Type 1
and Type 2 diabetes in their record. This analysis will be compared to
prior analyses without the algorithm in which patients with both
diagnoses were excluded.

Treatment and Switching Patterns in Rheumatoid Arthritis

Background and Purpose: Building on prior BBCIC work describing the
methods and recommended approaches to conducting observational




studies to evaluate clinical outcomes in the context of product switching, a
workgroup has begun designing a descriptive analysis of treatment and
switching patterns in patients with rheumatoid arthritis treated with biologic
or targeted immunomodulating drugs. It is essential to fully understand our
current data and treatment trajectories of patients to inform future
comparative safety and effectiveness studies.

Utilization Analyses
In Progress:

Bevacizumab — a workgroup has begun designing a study of utilization
patterns and characteristics of patients treated with bevacizumab for both
cancer (on-label) and ophthalmology (off-label) indications.

Anti-Inflammatory Agents — a workgroup will be convened to redesign

our past utilization analysis to better define patient cohorts and treatment
patterns. All available tumor necrosis factor-alpha inhibitors (TNFi), non-

TNFi, and Janus Kinase (JAK) inhibitors will be included.

Rituximab — a workgroup will be convened to design an analysis of
utilization patterns and characteristics of patients treated with rituximab for
cancer, multiple sclerosis, and rheumatoid arthritis.
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As usual we had an extremely interesting and engaging meeting, even
though we were unable to gather in-person! BBCIC Participants met
virtually on June 16-17 for two half-days filled with a variety of topics and
guest speakers. While it is impossible to capture the richness of
presentations and discussion in a brief newsletter summary, hopefully this
gives a sense of the exciting work we have underway.

G-CSF Exploratory Comparative Safety and Effectiveness — Update

We were expecting this very complex, 24-month project to come with
some challenges, and we have not been disappointed! A de novo program
has been prepared to extract person-level data according to the protocol.
During initial testing at the Lead Partner site (HealthPartners Institute) we
observed surprisingly low numbers in each cancer cohort. Upon closer
investigation it appeared that we were excluding far too many patients who
should have been in the cohort. The Research Team identified some
changes expected to improve cohort identification: Revise the order of
some inclusion criteria to optimize patient identification, relax
chemotherapy regimen algorithm requirements, and eliminate some
baseline exclusion criteria to account for treatment variability. The program
has been modified with these changes and further testing is underway. It is
very important that we get it right! A manuscript is in preparation
describing this adventure as the research community will undoubtedly
appreciate learning from our insights.

Strategic Planning

The group discussed current progress and status of the BBCIC Strategic
Action Plan, and we have already accomplished a lot toward expanding
our operational infrastructure, standardizing our processes to improve the
efficiency of conducting our research, and identifying opportunities to drive
the overall strategy and direction of BBCIC as an established research
organization.

Switching Descriptive Analysis

A Workgroup has been busy preparing for the next phase of our quest to
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understand treatment and switching patterns among rheumatoid arthritis
patients treated with biologic or targeted immunomodulating products. This
descriptive analysis is an essential next step to gain detailed
understanding of the data available in the BBCIC network and will inform
the design of a future comparative study.

BBCIC and IMEDS Synergy

Guest speaker Carla Rodriguez-Watson, PhD (Director of Research,
IMEDS) shared an initiative launched by IMEDS to develop and validate
algorithms to identify certain diseases and outcomes of interest using
administrative claims. BBCIC has a similar interest as part of our research
priorities, so we invited Carla to speak with us and explore potential
collaboration opportunities and synergy in our mutual interests. Stay tuned
for next steps!

The Italian VALORE Project

Guest speaker Gianluca Trifird, MD, PhD, FISPE joined us from Italy
where he is a Professor of Pharmacology at the University of Verona. He
and colleagues are developing a distributed data network across Italy. The
goal of this VALORE project is to establish a multiregional network through
integration of data from various regional claims databases as well as
clinical registries and prospectively collected data via active surveillance.
The ultimate objective is to build a national system for real-world evidence
generation on biologic drugs. He described their approach to generating
analytical data sets from across all partners, using study-specific common
data models, rather than a universal common data model that we work
with in leveraging the Sentinel System. This flexible approach to data
aggregation is of interest at BBCIC to further explore novel ways to answer
research questions of interest. We are exploring an international
collaboration to pilot the VALORE approach and compare data as well as
clinical outcomes and results between Italy and the U.S.

Patient Engagement Strategy

BBCIC is excited to begin developing a strategy to engage patients
throughout all aspects of our research! With guidance from two of our
patient advocacy representatives, a team of BBCIC volunteers will begin
preparing a plan to build our network of patients and patient groups and
identify opportunities to include those important voices in our work. Current
BBCIC Participants: stay tuned for a call for volunteers to join this
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CONGRATULATIONS to all on the amazing effort and hard work that has driven an incredibly productive
2021 so farl!!
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