European Immuno-Oncology Clinic Companion
Grant ID 34704573

Eugene Pozniak, Managing Director & CEO
Siyemi Learning

University of Manchester Innovation Centre
Arch 29 North Campus Incubator

Sackville Street, Manchester M60 1QD
United Kingdom

Abstract

Siyemi Learning proposes the European Immuno-Oncology Clinic Companion (EIOCC), a needs-
based, multicomponent initiative designed to support and facilitate increased knowledge,
competence, confidence, and performance among the target population of European medical
oncologists and other members of the cancer care team involved in the use of immuno-
oncology therapies. The European IOCC initiative aligns with the mission of Siyemi Learning by
focusing on three key components: needs-based design, collaboration, and interprofessional
learning. First, the project begins with a learner self-assessment activity to refine and validate
the educational goals and intended results of the overall initiative. In the development of
individual activities, the EIOCC initiative leverages Siyemi Learning’s relationships with
ONCOassist, a technology partner, as well as the European Society of Medical Oncology (ESMO)
and European Oncology Nursing Society (EONS) for broad learner recruitment. Together, the
mix of activities selected for the EIOCC initiative will address the needs of the interprofessional
cancer team, including medical oncologists, oncology nurses, and other healthcare
professionals involved in the emerging field of immuno-oncology. Lastly, a comprehensive plan
for outcomes assessment and dissemination, including publication in the continuing medical
education (CME) literature, ensures that the lessons learned from this initiative can continue to
propel the fields of CME and learning science forward.

Keywords: Inmuno-oncology, clinical pathways, case-based learning, immune-related adverse
events, audit and feedback
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Overall Goal & Objectives
Siyemi Learning proposes the European Immuno-Oncology Clinic Companion (EIOCC), a needs-
based, multicomponent initiative designed to support and facilitate increased knowledge,
competence, confidence, and performance among medical oncologists and other members of
the cancer care team involved in the use of immuno-oncology therapies. The European IOCC
initiative aligns with the mission of Siyemi Learning by focusing on:
e Needs-based design: the project begins with a learner self-assessment activity to refine
and validate the educational goals and intended results of the overall initiative
e Collaboration: the initiative leverages Siyemi Learning’s relationships with ONCOassist,
a technology partner, as well as the European Society of Medical Oncology (ESMO) and
European Oncology Nursing Society (EONS) for broad learner recruitment
¢ Interprofessional learning: activities will address the needs of the interprofessional
cancer team, including medical oncologists, oncology nurses, and other healthcare
professionals involved in the emerging field of immuno-oncology

Based on our preliminary needs assessment, we have identified key learning objectives for the
overall EIOCC initiative: assess the role of the immune system in regulating antitumor activity;
evaluate the mechanisms of action (MOAs) of immuno-oncology agents and their role in cancer
treatment; apply the latest clinical research to the selection and sequencing of immuno-
oncology therapies in appropriate patients using case-based examples; and collaborate with
team members to identify opportunities to manage immune-related adverse events (irAEs) and
reduce symptom burden during treatment with immuno-oncology agents.

Current Assessment of Need

Siyemi Learning will be employing a two-fold strategy for needs assessment to guide the
European IOCC. First, we reviewed published oncologist survey data to identify needs in three
areas: foundational knowledge of immuno-oncology, complexity of immunotherapy selection
and sequencing, and management of irAEs. This broad analysis incorporates the full target
audience of European oncologists to reflect all potential EIOCC learners. The Target Audience
section summarizes additional needs and opportunities in the UK, Spain, and Italy. Second, the
EIOCC initiative will begin with a learner self-assessment activity designed to validate
knowledge, competence, and performance gaps related to immuno-oncology (see Project
Design and Methods, Phase 0). Findings from the learner self-assessment will define the
educational goals of additional EIOCC activities (Phases 1a and 1b).

I. Preliminary Needs Assessment Findings

Gap Area #1: Foundational Knowledge of Immuno-Oncology

What Should Be: Oncologists make treatment decisions for patients with cancer based on a
solid understanding, and confidence in knowledge, of the immune system, the MOAs of
immuno-oncology therapies, and the evidence-based role of these agents in cancer care.™?
What Is: European oncologists demonstrate substantial gaps in foundational knowledge
necessary to support treatment decisions around immuno-oncology.? In a survey of 169
medical oncologists from six European countries, only 35% described themselves as “well-
informed” on the topics of cancer immunotherapy and immuno-oncology.? Self-reported



knowledge gaps were consistent across regions and subtopics: basic pathophysiology of the
immune system, use of biomarkers to guide the selection of immunotherapy; MOAs of immune
checkpoint inhibitors; and the unique response kinetics and toxicities of immuno-oncology
agents. Gaps in knowledge can impede the selection of evidence-based therapy. In another
survey of medical oncologists, 57% reported that it was unlikely that they would use a new
immunotherapeutic agent without understanding its MOA.* Oncologists’ knowledge gaps also
interfere with effective patient communication. In a global survey of 895 oncologists, only 23%
felt that their patients were fully informed about their cancer and its treatment.’ Oncologists
who lack foundational knowledge in immuno-oncology are not able to provide the necessary
education to patients and their families to support shared decision-making (SDM).

Educational Need: To deliver evidence-based care, oncologists require updates on new insights
on immune system pathophysiology as it relates to cancer treatment, relevant tumor
pathophysiology, expected antitumor response of new immuno-oncology agents, and other
topics necessary to support clinical decision-making in routine oncology practice.®®

Gap Area #2: Complexity of Immunotherapy Selection and Sequencing

What Should Be: As ongoing clinical trials mature and knowledge about immuno-oncology
agents advances, oncologists are able to absorb, process, and apply new evidence to decisions
about biomarker testing, first-line therapy, and subsequent-line treatment selection.

What Is: Advances in immuno-oncology are developing at a rapid pace, leaving oncologists to
decipher the best treatment approach for each individual patient. Clinical trials are
incorporating new endpoints to reflect the unique response kinetics of immunotherapies
relative to chemotherapeutic agents, making the practical interpretation of new research
results especially challenging.'®! Further, as immunotherapy treatment decisions grow in
complexity, SDM remains a central component of quality cancer care.'? In a survey of 5,315
patients with colorectal or lung cancer, those who perceived their oncologists to be in control
of treatment decisions (versus SDM) were significantly less likely to report excellent quality of
care or excellent physician communication.*” Models to support SDM in oncology practice are
emerging, but challenges remain."> Communication between patients and oncologists can be
hampered by patients’ misconceptions regarding treatment expectations, with many patients
believing immunotherapy offers a “cure” despite being treated in a non-curative setting.'*
Educational Need: Oncologists need practical guidance on how to apply the latest clinical
evidence regarding the optimal use of immuno-oncology agents across the spectrum of cancer
therapy, given the real-world context of multidisciplinary care and SDM.

Gap Area #3: Management of Imnmune-Related Adverse Events

What Should Be: Oncologists apply a clear understanding of the unique toxicity profiles of
immuno-oncology agents to the management of patients receiving these therapies.

What Is: Inadequate management of immune-mediated toxicities can interfere with optimal
dosing, adherence, and treatment effectiveness.™*® Until recently, oncologists have not had
clear guidance on the management of irAEs. The availability of new guidelines, however,
presents an opportunity to elevate the standards of care for patients undergoing treatment
with immuno-oncology agents. The European Society of Medical Oncology (ESMO) published
new guidelines on the management of immunotherapy toxicities in July 2017,"” and joint



guidelines from the American Society of Clinical Oncology (ASCO) and the National
Comprehensive Cancer Network (NCCN) are expected later this year.™® Although new guidelines
are welcome tools for facilitating evidence-based care, oncologists will be challenged to
incorporate new and detailed algorithms on side effect monitoring and management.
Educational Need: Oncologists will need practical case-based guidance on implementing new
recommendations in the context of other clinical decision-making around immunotherapy.
Managing patient expectations around immune-related events through education and
counseling is essential for successful treatment.™®

Il. Rationale for Learner Self-Assessment—Although published survey data are critical for
understanding clinical gaps related to immuno-oncology, surveys conducted even two to three
years ago may no longer reflect current levels of knowledge. Given the rapid pace of advances
in this field, as well as the accompanying flood of information after each major oncology
congress, it is reasonable to expect some gains in basic immuno-oncology knowledge. Yet some
oncologists who are challenged to stay up-to-date with the latest advances may show
persistent gaps in knowledge and competence. The EIOCC Learner Self-Assessment (Phase 0)
will validate and quantify current gaps. ,

Target Audience

For the EIOCC Learner Self-Assessment (Phase 0) and EIOCC Immuno-

Oncology Clinic in a Box (Phase 1a), the target audience includes

European medical oncologists and other members of the multidisciplinary

and interprofessional cancer care team. Learner recruitment plans are

described at the end of this section. Oncologists in the UK, Italy, and

Spain were selected as the target audience for the EIOCC Clinic Mentor

Pilot Program (Phase 1b) based on: 1) the availability of robust baseline

data documenting current needs in oncology care; and 2) the presence

of national academic centers and/or medical societies focused on immuno-oncology,
demonstrating the availability of nationally recognized faculty champions and an established
framework for collaboration.
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@ EIOCC Phase 1a @ EIOCC Phase 1b

Italy: Current Challenges—In the European survey of immunotherapy knowledge and practice
gaps, Italian oncologists (n = 30) demonstrated a need for education across a range of topics.’
In particular, only a minority of Italian oncologists described themselves as well-informed on
topics such as the immune system and carcinogenesis (40%), the role of biomarkers in
predicting response to immunotherapy (43%), and the mechanisms of action of agents
targeting the CTLA-4 and PD-1 signaling pathways (37% and 34%, respectively).? Barriers to
effective communication appears to be a challenge in the Italian oncology setting. In a survey of
341 Italian patients with breast, lung, or colorectal cancer, patients rated their levels of
satisfaction on 19 domains of cancer care.?’ Of these, “treatment information” and
“information on symptoms and lifestyle” received the lowest ratings, suggesting persistent
communication gaps with patients around treatment expectations.20



Italy: Emerging Opportunities—At the Veneto Institute Oncologico Veneto (I0V) in Padova,
Italy, researchers launched a pilot program of innovative cost-containment strategies, including
centralized drug-day compounding, to address barriers to ipilimumab treatment among
patients with metastatic melanoma.?* Findings from the 10V program highlight the importance
of multidisciplinary collaboration among oncologists, pharmacists, nurses, and technicians, in
improving access to new immuno-oncology therapies.”* In another Northern Italian pilot
program, researchers from cancer centers in Trento, Meldola, and Bergamo are assessing the
feasibility of mobile platform (Onco-TreC) designed to support treatment adherence, symptom
reporting, and toxicity management in patients receiving oral anticancer therapies such as
sunitinib.’? As a complement to these research projects, several Italian organizations are
becoming prominent voices in immuno-oncology. In 2016, the Italian Association of Thoracic
Oncology published general guidance on the use of immunotherapy in non-small cell lung
cancer (NSCLC), as well as a specific update on the role of nivolumab in second-line NSCLC
treatment.?®?* The Italian Network for Tumor Biotherapy (Network Italiano per la Bioterapia dei
Tumori; NIBIT) is a nonprofit consortium of more than 40 academic, regulatory, and industrial
groups focused on advances in tumor immunology and immuno-oncology therapies.?>*®

Spain: Current Challenges—In the European survey of immunotherapy knowledge and practice
patterns, Spanish oncologists (n = 30) demonstrated especially low rates of self-reported
knowledge.? Only 20% felt well-informed on the topic of the immune system and
carcinogenesis; 30% felt well-informed about anti-CTLA-4 therapies; and 0% described
themselves as well-informed about agents targeting the PD-1 pathway.’ These findings
demonstrate a pronounced deficit in foundational knowledge necessary to incorporate
immuno-oncology agents into routine clinical practice.

Spain: Emerging Opportunities—The Spanish Group for Cancer Immuno-Biotherapy (Grupo
Espafiol de Terapias Inmuno-Biologicas en Cancer; GETICA) is a nonprofit society focused on
immunotherapy development and clinician education.?” GETICA’s growing contributions to the
field of immuno-oncology include hosting annual scientific meetings and developing guidelines
for endocrine-related AE management in patients receiving immune checkpoint inhibitors.? In
2017, the Spanish Society of Medical Oncology (Sociedad Espafiola de Oncologia Médica;
SEOM) outlined the current and future needs of Spanish oncologists.” Based on a survey of 176
oncologists and findings from an expert advisory board, the SEOM identified 29 key priorities
for the Spanish oncology community to meet the growing demand and complexity of oncology
services.” Several SEOM recommendations align with the goals and methods of the proposed
EIOCC initiative: advance the definition of agreed protocols/therapy guidelines and promote
their implementation; define, establish and measure useful indicators for the assessment of
care delivery quality and the impact of innovation incorporation; increase the use of
information and communication technologies for promoting inter/multidisciplinary work; and
promote research in biomarkers, immunotherapy and combined therapies.

United Kingdom: Current Challenges—Survival outcomes among patients diagnosed with
cancer in the UK are falling behind those is the rest of Europe.*® In a recent analysis of cancer
mortality in 30 countries (28 member states of the EU plus Norway and Switzerland), the UK



had the worst survival rates for ovarian cancer and the second lowest survival rates for lung and
pancreatic cancers.’® Health-system barriers such as poor medication access contribute to
these discrepancies in treatment outcomes. In the UK, the incorporation of newer cancer
therapies into oncology practice is generally slower than in other G5 member countries (France,
Germany, Italy, Spain). This is particularly true of newer targeted therapies and checkpoint
inhibitors. To date, the UK has had the lowest usage rates of bevacizumab, imatinib, and
erlotinib among G5 countries, and is in the middle of the group for ipilimumab usage.*® Poor
knowledge of immunotherapies may contribute to suboptimal cancer treatment outcomes. In
the European immunotherapy survey, the subgroup of UK oncologists (n = 30) were unlikely to
describe themselves as well-informed on the role of biomarkers as predictors of response to
immunotherapy (33%), the mechanisms of action of agents targeting CTLA-4 (33%) or PD-1
(20%), or the management of immunotherapy-related AEs (37%).>

United Kingdom: Emerging Opportunities—The Cancer Immunology and Immunotherapy
Centre (CIIC) (www.qgehb.org/ciic) is a collaborative of approximately 30 academic and clinical
research centers based at the University of Birmingham and the Queen Elizabeth Hospital
Birmingham.*! The CIIC member organizations are “focused on developing internationally
outstanding basic tumor immunology research and translating key discoveries into
improvements in cancer treatment.” A new Centre for Cancer Immunology at the University of
Southampton will expand the immuno-oncology infrastructure within the UK.*

Learner Recruitment—Through our collaboration with ONCOassist, Siyemi Learning will engage
with other ONCOassist partners for robust learner recruitment. Recruitment campaigns will
target the ESMO member list of more than 13,000 European oncology professionals, as well as
the EONS member list of 20,000 oncology nurses working in Europe.

Project Design and Methods

The overall strategy for the EIOCC initiative includes 4 phases: learner self-assessment (Phase
0), two rounds of educational interventions (Phase la and Ib), and outcomes evaluation and
reporting (Phase 2). The educational activities were selected based on their combination of
feasibility, proven effectiveness, and expected impact on clinical practice. The rationale for
individual components is explored below. All activities and tools developed through the EIOCC
will be made available publically at no cost.

Activity Description

Phase 0: EIOCC Learner Self-Assessment

One (1) case- The initiative will begin with a case-based self-assessment e-learning
based self- activity designed to: 1) assess alignment of current clinical practice with
assessment guidelines and evidence, 2) identify additional clinical gaps and educational
1.0 credit needs, and 3) validate the educational goals, learning objectives, and

desired results for the overall initiative. Learners will be recruited via
ESMO/EONS mailing lists, The Christie, and other ESMO Designated
Centres of Integrated Oncology and Palliative Care across Europe. Findings
from a minimum of 100 learners will be used to shape Phase I/Il content.




Phase la: EIOCC Immuno-Oncology Clinic in a Box

Four (4) Learners will be invited to an “Assess Your Knowledge” Quiz, and filtered
knowledge- to participate in up to 4 knowledge-building modules focused on: 1) a
building review of the immune system in cancer therapy; 2) MOAs of immuno-
modules oncology agents; 3) immune-response kinetics; and 4) irAEs. Additional
0.25 credits resources to include a forum for case discussion, clinical guidelines, sample
each institutional protocols/order sets, and patient education materials

Three (3) live Webcasts will provide learners with practical strategies for implementing
webcasts immuno-oncology clinics in their centres, with faculty Q&A.

1.0 hours each

Web-based A new web-based tool powered by ONCOassist and designed to put the

clinical pathway | 2017 ESMO guidelines (and possibly the expected ASCO/NCCN joint
(non-certified guidelines) for irAE management and other relevant team-based

companion algorithms.
tool)
Four (4) case- Each case will address a specific clinical challenge identified in the learner

based activities | self-assessment activity and during webcast Q&As. Cases will demonstrate
0.5 hours each | the point-of-care use of the ONCOassist app to support clinical decision-
making and reflect latest clinical evidence, including updates presented at
the 2018 ASCO, ESMO, and other annual meetings.

Phase Ib: EIOCC Clinic Mentor Pilot Program

Three (3) A&F The EIOCC faculty mentors from the UK, Spain, and Italy will identify

sessions at partner facilities to host on-site faculty visits that incorporate an electronic
partner clinics A&F intervention customized to the needs of each setting. Electronic data
in the UK, will be collected and evaluated prior to the visit (‘audit’), allowing time for
Spain, Italy ‘feedback’ during the clinic visit itself. Additional follow-up feedback will

2.0 hours each | include emails from the faculty reinforcing the original feedback messages,
and addressing new questions that arise during the onsite visit.
Phase II: EIOCC Impact Assessment and Dissemination

Meeting Impact assessment and dissemination via meeting abstracts (e.g.,
abstracts and ASCO/ESMO 2018 and 2019) and JECME manuscripts. Additional details in
JECME the Evaluation Design section.

manuscripts
A&F, audit and feedback; EIOCC, European Immuno-Oncology Clinic Companion; ESMO, European
Society of Medical Oncology; irAE, immune-related adverse events; JECME, Journal of European CME;
NCCN, National Comprehensive Cancer Network.

Web-Based Toolkits: Rationale for the Immuno-Oncology Clinic in a Box

Clinicians worldwide increasingly rely on web-based learning for continuing professional
development.®® According to the 2016 ACCME Data Report, online enduring activities now
account for more than 50% of all learner interactions with ACCME-accredited providers.> In a
study of 383 physicians in Scotland, 94.3% reported using internet resources on three or more
working days per week, and 87.4% rated ‘completing online learning modules’ among the most
valued online activities.>* In a 2017, the European Cancer Patient Coalition endorsed the wider
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use of information communication technologies, including mobile health (mHealth) tools, to
deliver more personalized cancer care.®® Siyemi Learning has applied the latest evidence in
adult learning science to shape the web-based phase of this multi-modal, multi-exposure
initiative.**® Compared with single interventions, multifaceted educational programs are more
likely to achieve significant improvements in knowledge and self-reported intention to change
practice behavior. *>*! Siyemi Learning will develop a dedicated EIOCC portal to host all
components of the Immuno-Oncology Clinic in Box, a multicomponent framework designed for
medical oncologists across Europe to adopt, customize, and implement to address their unique
institutional needs.

Clinical Pathways: Rationale for the EIOCC Pathway for irAE Management

Clinical pathways are detailed protocols that translate complex guidelines into clear algorithms
for patients undergoing specific types of treatment.*? When used at the point of care, clinical
oncology pathways are effective tools for improving patient-provider communication about
complex treatment options.** Oncology pathways are increasingly being incorporated into
routine practice, with individual cancer centers, hospital networks, payors, and other
stakeholders developing pathways.** Many success stories are also emerging. At the Dana-
Farber Cancer Institute (DFCI) in Boston, MA, the implementation of the DFCI Pathway for stage
IV NSCLC significantly reduced the cost of NSCLC care while preserving clinical outcomes,
including overall survival.* In the United States, an estimated 25% of cancer patients are now
treated under clinical oncology pathways, up from 15% in 2010.*

In 2017, ASCO published criteria for developing high-quality oncology pathway programs, with
an emphasis on programs that are expert-driven, transparent, patient-focused, up-to-date, and
evidence-based.” ASCO also recommends cost-effective technology, integrated decision-
support tools (e.g., links to order sets), and achievable outcomes (e.g., expectations regarding
pathway adherence).”? Siyemi Learning will integrate these criteria into the development of a
web-based EIOCC pathway for irAE management in collaboration with ONCOassist, a point-of-
care mobile app designed by oncology professionals to facilitate evidence-based clinical
decision-making.*> Unlike other point-of-care apps, ONCOassist is the only app that is classified
as a medical device and CE-approved for use in European Economic Area countries to aid in
clinical decisions. Siyemi Learning has obtained guidance from the ACCME to ensure that the
EIOCC web-based tool will be developed in compliance with all ACCME standards.

Case-Based Learning: Rationale for the EIOCC Case Series

Case-based activities and simulations of clinical decision making also enhanced educational
effectiveness.*® Point-of-care feedback, which involves prompting learners with relevant
guideline recommendations at the time of clinical decision-making, improves knowledge
transfer and facilitates the adoption of clinical practice guidelines.*’ Each case in the EIOCC
series will feature at least one clinical decision point designed to instruct learners on the
appropriate use of the web-based EIOCC irAE Management Pathway. The cases will also model
SDM techniques that support the discussion of immuno-oncology treatment decisions.



Audit & Feedback: Rationale for the EIOCC Clinic Mentor Pilot Program

Healthcare professionals can overestimate their compliance with performance standards by
20% to 30%.% Audit and feedback (A&F) is the practice of providing objective clinical
performance summaries to healthcare professionals with the goal of supporting an evidence-
based change in practice behavior.*® In traditional A&F programs, the ‘audit’ portion involves
the direct observation of a physician’s clinical performance, followed by face-to-face ‘feedback’
regarding any aspects of his or her practice that is inconsistent with the desired standards of
care.*® A recent meta-analysis of 140 A&F studies identified several features that increase the
likelihood of achieving a significant effect on professional clinical behavior: the person
conducting the audit is a supervisor or colleague; feedback is given both verbally and in writing,
is provided more than once, and includes clear targets and an action plan; and the A&F focuses
on aspects of clinical behavior with low baseline performance®®

With the increasing availability of health data in electronic format, electronic A&F is emerging
as another option for supporting behavior change.* Compared with standard individual-based
A&F, electronic A&F facilitates feedback to entire care teams, departments, and facilities. This
approach may have more relevance for team-based care, where multiple healthcare
professionals (oncologists, oncology nurses, technicians) are responsible for patient outcomes,
and care is highly coordinated.*® Two recent randomized trials of A&F interventions in the UK
demonstrated the feasibility of improving safe prescribing behaviors among healthcare
professionals using electronic prescribing data compared with national safety benchmarks as
the focus of the A&F.>**!

As part of the EIOCC Clinic Mentor Pilot Program, Siyemi Learning and the EIOCC faculty
mentors will collaborate with each partner facility in the UK, Spain, and Italy to develop an
approach to A&F that is most suitable to each setting. The A&F will include elements that
increase the likelihood of improving professional practice: a focus on practices with low
baseline performance levels; use of verbal and written feedback; multiple occurrences of
feedback; and feedback that includes clear targets and an action plan.*®

Evaluation Design

Siyemi Learning looked beyond the CME/CPD literature to examine current best practices in
evaluating both the implementation and impact of health programs.>® Educational
interventions that are not implemented appropriately will not have the desired educational
impact.>® Therefore, at each initiative phase, we will collect data to assess implementation
(process measures) and measure the educational impact (outcomes measures).

The outcomes assessment plan will: 1) determine whether learning goals have been met; and 2)
guantify the magnitude of educational effect. Effect sizes for each activity will be reported
within the context of Moore’s expanded outcomes framework, up to knowledge, competence,
and performance, where applicable.>® Further, the impact analysis will consider threats to
internal validity of the pretest/posttest design, including history and maturation.® Finally, we
will measure the clinical impact of these initiatives by calculating the number of cancer lives
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reached (i.e., number of patients treated by each participant) relative to the magnitude of
increase in treatment decisions that align with the standards of care.

Intervention

Learner self-
assessment
activity

Knowledge-
building
modules

Live
webcasts

Case-based
activities

Process
Measures

Target
audience
reach:
learner
participation

Evaluation
feedback:
content
appropriate
to practice

Target
audience
reach:
learner
participation

Evaluation
feedback:
content
appropriate
to practice

Assessment and Reporting of Educational Impact

Outcomes Measures

Phase 0: EIOCC Learner Self-Assessment

Knowledge: Recognition of
key signaling pathways
(e.g., checkpoint
inhibition); MOAs of
immuno-oncology agents;
immunotherapy response
kinetics; prevalence and
pathophysiology of irAEs.

Effect Size

None; goal is to
validate
presumed gaps
and identify
additional gaps

Knowledge: Recognition of | 40-60%

key signaling pathways increase in

(e.g., checkpoint knowledge

inhibition); MOAs of

immuno-oncology agents;

immunotherapy response

kinetics; prevalence and

pathophysiology of irAEs.

Knowledge: Recognition of | 20-40%

the place of immuno- increase in

oncology agents in current | knowledge

clinical pathways;

recognition of 20-40%

opportunities for team- increase in

based care. confidence

Confidence: self-reported

confidence in immuno-

oncology treatment

selection and irAE

management

Competence: Selection of 20-40%

evidence-based treatment | increase in
competence

Use &
Dissemination

Outcomes to
validate gaps
and guide the
development
of EIOCC

Phase la & Ib
content

Phase la: EIOCC Immuno-Oncology Clinic in a Box

Individual
activity
outcomes to
be reported as
meeting
abstracts (e.g.,
ESMO 2018
and 2019);
outcomes
from the full
Immuno-
Oncology
Clinic in a Box
portion of the
EIOCC
initiative to be
submitted to
JECME

Additional
findings will
inform focus
of 2018 EIOCC
interventions




choices in case-based

clinical vignettes. 20-40%
Confidence: self-reported increase in
confidence in immuno- confidence

oncology treatment
selection and irAE

management
Phase Ib: EIOCC Clinic Mentor Pilot Program
Faculty Target Performance: compliance 10-15% in rates | Outcomes
expert visit audience with defined standards of | of compliance from the full
with reach: care (referral for PD-L1 to outcomes EIOCC Clinic
electronic facility and testing; treatment measures Mentor Pilot
A&F individual selection consistent with Program to be
learner guidelines; documentation submitted to
participation | of irAE severity; irAE JECME

monitoring and
Evaluation management consistent
feedback: with ESMO guidelines.
content
appropriate
to practice

Phase la: EIOCC Immuno-Oncology Clinic in a Box—Estimates of effect sizes for internet-based
CME activities vary considerably, although effect sizes of 0.2, 0.5, and 0.8 are recognized
thresholds for small, medium, and large effects, respectively.**® In one meta-analysis of 48
internet-based CME activities, the mean effect size was 0.75, with an increase of 45% in
evidence-based decision-making in response to clinical case vignettes.>® Phase Ib: EIOCC Clinic
Mentor Pilot Program—Traditional and electronic A&F can result in modest but clinically
meaningful changes in practice behavior.*®*° In the meta-analysis of traditional A&F studies,
the median change was a 4.3% absolute increase in compliance with desired practice
(interquartile range, 0.5% to 16%).*® In another meta-analysis of electronic A&F, the weighted
odds ratio of compliance with desired practice was 1.93 (95% Cl, 1.36-2.73) when comparing
electronic A&F versus no intervention. *° Absolute differences in the rates of compliance ranged
from 9.4% to 14.9% between the electronic A&F intervention and control groups.*® Based on
these findings, Siyemi Learning will identify appropriate dichotomous process measures to
assess whether the care provided is in compliance with specific standards (outcomes: yes/no).
The expected effect size is an increase of 10% to 15% in the observed rate of compliance with
specific standards related to immuno-oncology treatment following the A&F intervention.

Detailed Workplan

Siyemi Learning will commence work starting October 2017 with completion in December 2018.
The milestones for each phase are described in the Deliverables schedule. Based on the success
of the 2018 activities, the EIOCC project may expand to include a growing library of additional
resources, and extended into other regions in 2019 and beyond.

12



References

1.

10.

11.

12.

13.

14.

15.

Pandya PH, Murray ME, Pollok KE, Renbarger JL. The immune system in cancer
pathogenesis: potential therapeutic approaches. J Immunol Res. 2016;2016:4273943.
Whiteside TL, Demaria S, Rodriguez-Ruiz ME, Zarour HM, Melero I. Emerging opportunities
and challenges in cancer immunotherapy. Clin Cancer Res. 2016;22:1845-1855.

Borrello IM, Schaffer MM, Roehrl E, Marshall JF. Identification of differences in
immunotherapy knowledge and practice patterns among oncologists from six European
countries. Mol Clin Oncol. 2014;2:269-274.

Mortimer J, Bowser A, Obholz K. Use of cross-platform outcomes to document
improvements and ongoing gaps in cancer immunotherapy knowledge. Alliance for
Continuing Education in the Health Professions (ACEhp) 2016 Annual Meeting. January 13-
16, 2016; Washington, DC.

Ciardiello F, Adams R, Tabernero J, et al. Awareness, understanding, and adoption of
precision medicine to deliver personalized treatment for patients with cancer: a
multinational survey comparison of physicians and patients. Oncologist. 2016;21:292-300.
Burstein HJ, Krilov L, Aragon-Ching JB, et al. Clinical Cancer Advances 2017: Annual report
on progress against cancer from the American Society of Clinical Oncology. J Clin Oncol.
2017:Jc02016715292.

Chiou VL, Burotto M. Pseudoprogression and immune-related response in solid tumors. J
Clin Oncol. 2015;33:3541-3543.

Nishino M. Immune-related response evaluations during immune-checkpoint inhibitor
therapy: establishing a “common language” for the new arena of cancer treatment. J
Immunother Cancer. 2016;4:30.

Sharma P, Hu-Lieskovan S, Wargo JA, Ribas A. Primary, adaptive, and acquired resistance to
cancer immunotherapy. Cell. 2017;168:707-723.

Seymour L, Bogaerts J, Perrone A, et al. iRECIST: guidelines for response criteria for use in
trials testing immunotherapeutics. The Lancet Oncology.18:e143-e152.

Pavlovic M. Challenges for relative effectiveness assessment and early access of cancer
immunotherapies in Europe. Front Med. 2016;3:56.

Kehl KL, Landrum MB, Arora NK, et al. Association of actual and preferred decision roles
with patient-reported quality of care: shared decision making in cancer care. JAMA Oncol.
2015;1:50-58.

D'Ambruoso SF, Coscarelli A, Hurvitz S, et al. Use of a shared mental model by a team
composed of oncology, palliative care, and supportive care clinicians to facilitate shared
decision making in a patient with advanced cancer. J Oncol Pract. 2016;12:1039-1045.
Gillespy K, Dixon MD, Pentz RD. Communication about immunotherapy: barriers and
information to discuss. American Society of Clinical Oncology (ASCO) 2017 Annual Meeting.
June 2-6, 2017; Chicago, IL. Abstract 6543.

Kroschinsky F, Stolzel F, von Bonin S, et al. New drugs, new toxicities: severe side effects of
modern targeted and immunotherapy of cancer and their management. Crit Care.
2017;21:89.

13



16.

17.

18.

19.

20.

21.

22.

23.

24.

25.
26.
27.
28.

29.

30.

31.

32.
33.

Byun DJ, Wolchok JD, Rosenberg LM, Girotra M. Cancer immunotherapy - immune
checkpoint blockade and associated endocrinopathies. Nat Rev Endocrinol. 2017;13:195-
207.

Haanen JBAG, Carbonnel F, Robert C, et al. Management of toxicities from immunotherapy:
ESMO Clinical Practice Guidelines for diagnosis, treatment and follow-up. Ann Oncol.
2017;28:119-142.

American Society of Clinical Oncology (ASCO) Press Release. Guidelines planned on
management of immunotherapy side effects: ASCO and NCCN to collaborate on
development. February 17, 2017.

Weber JS, Postow M, Lao CD, Schadendorf D. Management of adverse events following
treatment with anti-programmed death-1 agents. Oncologist. 2016;21:1230-1240.
Carradori T, Bravi F, Butera DS, et al. Continuity of care in oncology. Quantitative analysis of
data from patients treated in two different settings in Emilia--Romagna. Recenti Prog Med
2017;108:288-293.

Russi A, Chiarion-Sileni V, Damuzzo V, et al. Case study on an ipilimumab cost-containment
strategy in an Italian hospital. Int J Technol Assess Health Care. 2017; Epub ahead of print.
Passardi A, Rizzo M, Maines F, et al. Optimisation and validation of a remote monitoring
system (Onco-TreC) for home-based management of oral anticancer therapies: an Italian
multicentre feasibility study. BMJ Open. 2017;7:1-7.

Gridelli C, Ascierto PA, Barberis MC, et al. Immunotherapy of non-small cell lung cancer:
report from an international experts panel meeting of the Italian Association of Thoracic
Oncology. Expert Opin Biol Ther. 2016;16:1479-1489.

Gridelli C, Besse B, Brahmer JR, Crino L, Felip E, de Marinis F. The evolving role of nivolumab
in non-small-cell lung cancer for second-line treatment: a new cornerstone for our
treatment algorithms. Results from an international experts panel meeting of the Italian
Association of Thoracic Oncology. Clin Lung Cancer. 2016;17:161-168.

Russo V, Amadori A, Bregni M, et al. Goals and objectives of the Italian Network for Tumor
Biotherapy (NIBIT). Cytokine Growth Factor Rev. 2017: Epub ahead of print.

Network Italiano per la Bioterapia dei Tumori. About NIBIT. www.nibit.org.

Grupo Espafiol de Terapias Inmuno-Biologicas en Cancer. About GETICA. www.getica.org.
Gonzalez-Rodriguez E, Rodriguez-Abreu D. Immune checkpoint inhibitors: review and
management of endocrine adverse events. Oncologist. 2016;21:804-816.

Rivera F, Andres R, Felip E, et al. Medical oncology future plan of the Spanish Society of
Medical Oncology: challenges and future needs of the Spanish oncologists. Clin Transl
Oncol. 2017;19:508-518.

Jonsson B, Hofmarcher T, Lindgren P, Moen F & Wilking N. Comparator report on patient
access to cancer medicines in Europe revisited — A UK perspective. Institute for Health
Economics (IHE) Report 2017:1. IHE: Lund, Sweden.

Queen Elizabeth Hospital Birmingham (QEHB) Cancer Immunology and Immunotherapy
Centre. www.qehb.org/ciic.

University of Southampton Centre for Cancer Immunology. www.southampton.ac.uk/youreit.
Accreditation Council for Continuing Medical Education (ACCME). ACCME Annual Report --
2016. http://www.accme.org/news-publications/publications/annual-report-data/accme-2016-
data-report. Updated July 12, 2017.

14



34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44,

45.
46.

47.

48.

49.

50.

MacWalter G, McKay J, Bowie P. Utilisation of internet resources for continuing professional
development: a cross-sectional survey of general practitioners in Scotland. BMC Med Educ.
2016;16:24-33.

European Cancer Patient Coalition. Value of Innovation in Oncology. Brussels, Belgium:
European Cancer Patient Coalition, 2017. www.ecpc.org/innovation.

Davis SW, Oakley-Girvan |. mHealth Education Applications Along the Cancer Continuum. J
Cancer Educ. 2015;30:388-394.

Sanaiey NZ. The comparative study of the effectiveness of using e-learning, blended
learning and presence learning in continuous medical education. World J Med Sci.
2014;10:488-493.

Cervero RM, Gaines JK. The impact of CME on physician performance and patient health
outcomes: an updated synthesis of systematic reviews. J Contin Educ Heal Prof.
2015;35:131-138.

Grimshaw JM, Eccles MP, Lavis JN, Hill SJ, Squires JE. Knowledge translation of research
findings. Implementation Science. 2012;7:50.

Yamada J, Shorkey A, Barwick M, Widger K, Stevens BJ. The effectiveness of toolkits as
knowledge translation strategies for integrating evidence into clinical care: a systematic
review. BMJ Open. 2015;5:1-10.

De Angelis G, Davies B, King J, et al. Information and communication technologies for the
dissemination of clinical practice guidelines to health professionals: a systematic review.
JMIR Medical Education. 2016;2:e16.

Zon RT, Frame JN, Neuss MN, et al. American Society of Clinical Oncology policy statement
on clinical pathways in oncology. J Oncol Pract. 2016;12:261-266.

Zon RT, Edge SB, Page RD, et al. American Society of Clinical Oncology criteria for high-
quality clinical pathways in oncology. J Oncol Pract. 2017;13:207-210.

Jackman DM, Zhang Y, Dalby C, et al. Cost and survival analysis before and after
implementation of Dana-Farber Clinical Pathways for patients with stage IV non—small-cell
lung cancer. J Oncol Pract. 2017;13:e346-e352.

ONCOassist Oncology Decision Support System. www.oncoassist.com.

Cervero RM, Gaines JK. The impact of CME on physician performance and patient health
outcomes: an updated synthesis of systematic reviews. J Contin Educ Health Prof.
2015;35:131-138.

Menzies S, Duz J, Kinch R. Knowledge transfer at point of care: investigating new strategies
for implementing guideline recommendations. J Contin Educ Heal Prof. 2015;35 Suppl
1:522-S23.

Ivers N, Jamtvedt G, Flottorp S, et al. Audit and feedback: effects on professional practice
and healthcare outcomes. Cochrane Database Syst Rev. 2012:Cd000259.

Tuti T, Nzinga J, Njoroge M, et al. A systematic review of electronic audit and feedback:
intervention effectiveness and use of behaviour change theory. Implement Sci. 2017;12:61.
Guthrie B, Kavanagh K, Robertson C, et al. Data feedback and behavioural change
intervention to improve primary care prescribing safety (EFIPPS): multicentre, three arm,
cluster randomised controlled trial. BMJ. 2016;354.

15



51.

52.

53.

54.

55.

Elouafkaoui P, Young L, Newlands R, et al. An audit and feedback intervention for reducing
antibiotic prescribing in general dental practice: the RAPiD cluster randomised controlled
trial. PLOS Medicine. 2016;13:e1002115.

The Angiogenesis Foundation. Critical pathways forward in the treatment of renal cell
carcinoma: report from an Expert Summit on renal cell carcinoma. July 30-31, 2012;
Washington, DC. The Angiogenesis Foundation; Cambridge, MA.

Grembowski D. The Practice of Health Program Evaluation; 2nd Edition. Sage Publications
Inc. 2016.

Converse L, Barrett K, Rich E, Reschovsky J. Methods of observing variations in physicians'
decisions: the opportunities of clinical vignettes. ] Gen Intern Med. 2015;30 Suppl 3:5586-
594.

Casebeer L, Engler S, Bennett N, et al. A controlled trial of the effectiveness of internet
continuing medical education. BMC Medicine. 2008;6:37-37.

16



Appendix: Deliverables Schedule

Deliverable

Case-based self-assessment

Planning

October 2017

Launch

December 2017

Completion

Phase 0: EIOCC Learner Self-Assessment

February 2018

Phase la: EIOCC Immuno-Oncology Clinic in a Box

Phase Ib: EIOCC Clinic Mentor Pilot Program

Knowledge-building modules | January 2018 April 2018 June 2018
Live webcasts February 2018 May 2018 July 2018
Web-based irAE tool November 2018 March 2018 NA
Case-based activities January 2018 April 2018 July 2018

Clinic visits with A&F May 2018 June 2018 August 2018

Phase II: EIOCC Impact Assessment and Dissemination

Meeting abstracts and JECME
manuscripts

April 2018

July 2018

December 2018
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