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Post‐market Examination of Biosimilars & Novel  Biologics: 

The BBCIC 2016 Surveillance Plan

Biologics and Biosimilars 
Collective Intelligence Consortium (BBCIC)
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Agenda
 Managed Care and Advancing Surveillance Science for the 

Public Good:  The BBCIC strategy
• Why the BBCIC Is Needed. Active Surveillance

• Progress to Date

• 2016 Research Scope

• Governance structure & participants

 BBCIC Foundations: Distributed Research Networks (DRN)
• DRN Surveillance Examples

• DRN Research Methods

• DRN Processes (Mini‐Sentinel Example)

With thanks to the founding Participants of the BBCIC:
AbbVie • Amgen • Anthem-Healthcore • Boehringer Ingelheim Pharmaceuticals, Inc. •

Express Scripts • Group Health Cooperative • Harvard Pilgrim Health Plan • 
HealthPartners •Hematology Oncology Pharmacy Association (HOPA) • 

Henry Ford Health Systems • Merck • Momenta Pharmaceuticals, Inc • Pfizer Inc.
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Introducing Our Oldest & Newest BBCIC Members

Paul Miller, Senior Director of Medical 
Affairs and Communications
Momenta Pharmaceuticals, Inc.

Sarah Scarpace, PharmD, MPH,  BCOP
President Elect, HOPA

Jerry Clewell, Pharm.D. MBA
US Scientific Director, Biotherapeutics 
Strategy, AbbVie
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BBCIC Purpose: Why the BBCIC is Needed
 Biosimilars represent an important scientific advancement

 Currently there is no Active post‐approval evidence generation 
system in the US for monitoring biologics and biosimilars. 

 Physicians, patients and other stakeholders will have questions 
about the safety and effectiveness of biosimilars, similar to what 
was experienced with the introduction of generics more than a 
generation ago. Anecdotal reporting is often the public’s only 
source of information and can misinform.

 This is an important public health need that managed care 
stakeholders have the capacity and infrastructure to address.

 Our managed care data infrastructure allows the BBCIC to  
actively monitor biosimilars and their innovator products, using 
anonymous data across more than 100 million patients.
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BBCIC Overview
 BBCIC is the neutral convener of managed care organizations (MCOs), 

integrated delivery networks (IDNs), pharmacy benefit managers 
(PBMs), biopharmaceutical companies, researchers, physicians and 
patient advocates, and non‐profit membership organizations.

 The BBCIC will use data and analytic methods that have been well 
tested to help ensure we have the ability to evaluate any issues 
concerning biologics and biosimilars.  This improves the efficiency and 
cost‐effectiveness of post‐marketed RWE.

 The BBCIC will use a transparent organized process to characterize 
patient populations and generate evidence for biologics in a manner 
that promotes robust relevant scientific research and exchange.

 This multi‐stakeholder consortium model allows for a larger voice with 
more credibility.  By bringing together a broad coalition of 
stakeholders, the consortium also will be able to prioritize and address 
data challenges.
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BBCIC Progress To Date
 An AMCP task force recommended establishing a multi‐stakeholder 

consortium for biologics & biosimilars post‐approval evidence generation.

• The task force included MCOs, IDNs, PBMs, Pharma & Research 
Institutions

 Feasibility study and business plan completed in 2014

 BBCIC officially kicked off in April 2015

• 15 founding participants including managed care and integrated 
delivery organizations, PBMs, research institutions and 
pharmaceutical companies

• 6 month organizing phase finished December 2015 (charter, policy & 
research plan, signed contracts)

• Research protocol development started January 2016

 Research commences Q2 2016
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2016 Research Scope
In 2016, the BBCIC will focus on biologics for which biosimilars 
are anticipated in the 2016‐2018 timeframe
 Descriptive Analyses

• G‐CSFs, Infliximab, Epoetin Alfa, Insulin glargine and lispro, 
rituximab, adalimumab, abciximab, cetuximab, palivizumab, 
trastuzumab

 Comparative Safety and Effectiveness Research
• G‐CSF Agents (Including Neupogen, Neulasta, TBO‐filgrastim, 
filgrastim and pegfilgrastim biosimilars)

 Process:
• BBCIC Participants submit topics (i.e., key questions of interest) for 
the Annual Research Plan

• Quarterly update process for Annual Research Plan
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Draft 2016 Research Scope—Another View
Biologic/Biosimilar Product Disease Indications
G-CSF Agents (Neupogen, Neulasta, TBO-filgrastim, 
Zarxio)

Febrile Neutropenia risk reduction in non-myeloid 
malignancies treated with myelosuppressive anti-
cancer drugs associated with a febrile 
neutropenia. 

Adalimumab (Humira), infliximab (Remicade), rituximab 
(Rituxan), and optional tocilizumab (Actemra), abatacept 
(Orencia), etanercept (Enbrel), certolizumab (Cimzia), 
golimumab (Simponi), ustekinumab (Stelara), 
secukinumab (Cosentyx), tofacitinib (Xeljanz)

RA, JRA, Psoriasis, PsA, Ankylosing Spond, 
SJIA, PJIA

Adalimumab (Humira), infliximab (Remicade), and 
optional: certolizumab (Cimzia), natalizumab (Tysabri), 
golimumab (Simponi)

Ulcerative Colitis, Crohn's Disease

Insulin glargine (Lantus, Toujeo), insulin lispro (Humalog), 
and optional: insulin determir (Levemir), insulin degludec 
(Ryzodec, Tresiba), insulin degludec+liraglutide (Xultophy)

Diabetes Mellitus 1 and 2

Epoetin alfa (Epogen, Procrit) and optional darbepoetin 
alfa (Aranesp), methoxy polyethylene glycol-epoetin beta 
(Mircera)

Anemia (CKD)

Palivizumab (Synagis) Respiratory Syncytial Virus  (RSV)
Rituximab (Rituxan) NHL, CLL, WG/MPA
Abciximab (Reopro) adjunct PCI (percutaneous coronary 

intervention), unstable angina
Trastuzumab (Herceptin) Adjuvant HER2-Breast Cancer; Metastatic 

HER2-Breast Cancer; Metastatic HER2- Gastric 
Cancer
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2016 Research Scope: G‐CSFs Research Team
We propose a descriptive analysis to characterize first‐
cycle high neutropenia risk chemotherapy in patients 
with breast or lung cancer or lymphoma treated with 
use of G‐CSFs 

 Completing this assessment phase‐‐describing key 
clinical data elements, relevant populations and 
potential confounders will lead us into the next 
research protocol where we will launch a RWE 
comparative safety and effectiveness study of G‐CSFs

Vanita Pindolia, PharmD, VP, Ambulatory Clinical Pharmacy 
Programs, Henry Ford Health System
Co-Principal Investigator, BBCIC G-CSF Research Team
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2016 Research Scope: Insulins Research Team
 Our Insulins descriptive analysis will characterize the 
patient factors predictive of diabetes response (i.e., 
reduction in A1C levels) and hypoglycemic episodes in 
diabetic adults.

 This analysis will inform the subsequent development of 
an observational comparative safety and effectiveness 
study of insulin biosimilars and innovators in diabetics. 

 The analyses focus on determining the availability of key 
data elements, describing relevant populations, and 
identifying potential confounders. 

Cheryl N. McMahill-Walraven, PhD, Informatics Manager Aetna,
Principal Investigator, BBCIC Insulins Research Team
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2016 Research Scope: Anti‐Inflammatories
 We will study hospitalized infection rates for the anti‐
inflammatories in patients with rheumatoid arthritis , psoriatic and 
GI conditions. 

 This will allow us to build a test case within the AMCP‐BBCIC data 
environment that will be transferable to biosimilars when they hit 
the market. 

 We will focus on describing key data elements, relevant 
populations and confounders.

 We will consider whether existing algorithms to capture serious 
infections and other covariates need adjustment. 

Kevin Haynes, PharmD, MSCE, Director of Clinical 
Epidemiology, Healthcore
Principal Investigator, BBCIC Anti-Inflammatory Research Team
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2016 Research Scope: ESAs Research Team
 The Erythropoietin Stimulating Agents (ESA) research team will 

conduct a descriptive analysis of ESA treatment patterns across 
the US dialysis centers.

 The specific research questions of interest for this descriptive 
study include understanding facility characteristics, patient 
clinical characteristic, and dosing patterns and associated 
haemoglobin response

 This analysis is to prepare for a comparative effectiveness study 

of innovator and biosimilar ESAs.
Cathy Panozzo, MPH, PhD, Instructor, Harvard Medical 
School/Harvard Pilgrim Health Care Institute
Co-Principal Investigator, BBCIC ESA Research Team

Pam Pawloski, PharmD, Research Investigator, 
HealthPartners Institute for Education and Research
Co-Principal Investigator, BBCIC ESA Research Team
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BBCIC Governance Overview
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Speaker
Jeffrey Brown, PhD

Associate Professor, Department of 
Population Medicine (DPM) at Harvard 
Medical School and the Harvard Pilgrim 
Health Care Institute

 BBCIC Foundations: Distributed Research Networks (DRN)

• DRN Surveillance Examples

• DRN Research Methods

• DRN Processes (Mini‐Sentinel Example)
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BBCIC: Capitalizing on Investments

Some distributed networks

• CDC’s Vaccine Safety Datalink (VSD)

• HMO Research Network

• Cancer Research Network

• Meningococcal Vaccine Safety Study

• EU‐ADR

• FDA Mini‐Sentinel

• NIH Health Care Systems Collaboratory

• PCORI National Clinical Research Network (PCORnet)
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BBCIC –FDA’s Next Generation Surveillance

At the 2015 Sentinel Public Workshop, FDA signaled:

Janet Woodcock, FDA Director CDER: 
 “Through Mini-Sentinel we’ve shown we can obtain rapid responses to 

[safety] signals – these questions that arise after marketing and get 
everyone in a twist …”

 We’re going to transfer Sentinel to our safety office so we can 
institutionalize the use of Sentinel as part of our safety tool kit. As we 
see a problem – and the OSE is dealing with a myriad of safety signals at 
any given time – this is one of the tools they can easily reach for.”

Michael Nguyen, FDA Center for Biologics Evaluation & Research

 BBCIC-type effort “Substantially expands postmarket safety monitoring 
options to allow more strategic and tailored surveillance of new drugs and 
biologics”

 FDA Advisory Committees are likely to look favorably on surveillance plans 
that include Sentinel level (e.g., BBCIC) active prospective surveillance.

 FDA Post-Approval Committees (PAC)s will be looking for “near real-time 
active surveillance for prespecified outcomes”

 FDA is “Working to apply Sentinel to all classes of CBER-regulated products

http://www.brookings.edu/events/2015/02/05‐fda‐sentinel‐initiative‐workshop
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DRNs: Assessing Risk

18

Observed and expected events for rofecoxib versus 
naproxen users: 2000‐2005

Signal after 28 events (16 expected) among new users of drug 
Brown et al. (2007) PDS; Adjusted for age, sex, health plan. Outcome: AMI.
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Negative control;6 observed and 6.1 expected. > 5 million exposed days.

DRNs: Assessing Risk
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Dabigatran and Post-Marketing Reports of Bleeding

DRNs: Assessing Risk
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DRNs: Assessing Risk
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Distributed Research Networks: Methods



12

23

Purpose: Practical considerations for implementation of real-time drug safety surveillance 
using safety of generic versus branded divalproex as use case

Methods: Near real time surveillance at 4 health plans; monthly data extracts

Results: Data quality review process for each extract at each site is crucial. Data lags 
exists but can be accounted for.

Conclusions: Near real-time sequential safety surveillance is feasible, but several 
barriers warrant attention. …differential accrual between exposure and outcomes 
could bias risk estimates towards the null, causing failure to detect a signal.

Distributed Research Networks: Methods

24

…alternative specifications tend to result in earlier 
signal detection by 10–16 months, a likely consequence 
of more exposures and events entering the analysis.

Distributed Research Networks: Methods
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Scientific and technical infrastructure

Cross functional staff of programmers, research associates, analysts, research 
assistants and vendors support the Data Group and workgroups 

Modular program 
development and 
maintenance

Infrastructure

Secure portal 
and networking

Programming 
and quality 

control process

Systems 
development  and 
vendor  oversight

Common data model 
management and 

expansion

Distributed 
Database

Data updates 
and quality 
review

Clinical data 
elements 
workgroup

Data 
characterization 
and reporting

Modular programs 
and summary tables

Production

Query tracking
Workgroup  
support

PROMPT 
(planned)

SAS 
programming

Programming

Program quality 
review

Workgroup 
support

System 
architecture

DRN Process: Mini‐Sentinel Coordinating Center
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DRN : Mini‐Sentinel’s Common Data Model

www.minisentinel.org/data_activities/distributed_db_and_data/details.aspx?ID=105
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Questions?

Email comments and questions to Bernadette Eichelberger, beichelberger@BBCIC.org

With thanks to the founding participants of the BBCIC:
AbbVie •  Amgen • Anthem-Healthcore • Boehringer Ingelheim Pharmaceuticals, Inc. •

Express Scripts • Group Health Cooperative • Harvard Pilgrim Health Plan • 
HealthPartners •Hematology Oncology Pharmacy Association (HOPA) • 

Henry Ford Health Systems • Merck • Momenta Pharmaceuticals, Inc. • Pfizer Inc.
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 Bernadette Eichelberger, Pharm.D.

• beichelberger@BBCIC.org

• (703) 684‐2646

BBCIC Contacts
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Appendix: DRN Processes
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DRN Process : Data QA and Characterization

Program 
Development 

Team

Technical 
Analyst

Research 
Assistant

Reviewer 1

Reviewer 2

QA Manager

1. Develop QA 
Package*

2. Execute QA 
Package

3. Review Output & 
Submit to MSOC

4. Track 
Receipt & 
Metadata

5. Execute 
Internal 
Programs

6. Review 
Output

7. Create 
Report

11. Review 
Report & 
Finalize

8. Execute 
Internal 
Programs

9. Review 
Output

10. Annotate 
Report

12. Review Report & 
Investigate Issues

13. Comment 
on Report  

14. Review 
Report & 
Comment

16. Track 
Approval & 
Metadata

15. Approve 
ETL

*Program Development Team Follows MS SAS Program Development SOP to Create QA Package
Data Partner MSOC
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DRN Process : New Program Development 

32

DRN Process: Query Fulfillment 


