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What are Early Access Programs?

or patients with serious or life-threatening diseases who
Fhave exhausted all treatment options and who are not

eligible for trial participation, early access programs
can provide them with investigational treatments (pre-
launch and/or prior to country approval).”® Definitions
and nomenclature of early access programs vary by
country and many pathways exist for patients to gain
early access to medicines. Each pathway is governed by
different regulatory bodies; therefore, several guidelines
exist around the approval, set-up, conduct, and structure
of these programs. Early access programs may be
implemented at different stages of the product life
cycle, including prior to, during, and after the regulatory
submission process for market authorization (Figure 1).

Since many countries have lengthy periods between

initial marketing authorization and country approvals and
reimbursement,’# the number of early access programs
being initiated by pharmaceutical companies are increasing
to bridge the treatment availability gap between clinical
trials and market-uptake. Through early access programs,
patients who have either already benefitted from clinical
trial agents or patients who demonstrate unmet need can
receive promising new treatments.

In addition to providing early access to treatment, these
programs also offer a unique opportunity to evaluate
clinical and safety outcomes outside of the clinical trial
setting, without the constraints of strict inclusion and
exclusion criteria. Data collected in these studies are
viewed by some as proxies for real-world use because
there is an opportunity to observe the potential benefits
of an investigational treatment in a wider range of
populations or for other indications.

Data Collection within Early Access Programs

Guidelines for Data Collection Provided by
Program Regulators

Data collection guidelines within early access programs
tend to vary by country, and within the European Union
(EV), they also vary by member state (Table 1). Across most
types of early access programs, safety data collection is
required, however, guidance on acceptable effectiveness
data collection is limited.> While the U.S. Food and Drug
Administration (FDA) and European Medicines Agency
(EMA) do not prohibit data collection beyond safety
outcomes within their guidelines, they do state that data
collected within these programs should not be a substitute
for data collected in the trial setting.®®
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Figure 1. Early Access Programs Throughout the Product Life Cycle (U.S. and Europe)
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More recently, the Early Access to Medicines Scheme
(EAMS) in the United Kingdom (UK), governed by the
Medicines and Healthcare Products Regulatory Agency
(MHRA), established in 2014, asserted the importance

of collecting additional supporting real-world data to
provide additional knowledge of product value outside

of a clinical trial setting.” The UK-based EAMS program is
currently the only one of its kind to have issued guidelines
for systematic collection of real-world data. The MHRA
guidance highlights that data generated in EAMS can be
used to facilitate National Institute for Clinical Excellence
(NICE) Technology Appraisal. Additionally, these guidelines
suggest that EAMS data collection must include, at

a minimum, information on patient demographics,

Table 1. Data Collection Guidelines for Early Access Programs

Expanded Access Program
(EAP)

REGULATORY BODY

DATA COLLECTION {

- o
Safety
v Allowed but not
Effectiveness considered reliable
evidence in regulatory
submission

 No clear guidelines

EU state

submission

Patient-Reported identified

Outcomes (PROs)

Compassionate Use
Program (CUP) & Named
Patient Program (NPP)

EMA/CHMP/EU
Member States

v Depends on local
requirement by member

v Allowed but not
considered reliable
evidence in regulatory

e No clear guidelines

disease characteristics, dose and duration of treatment,
comorbidities, concomitant medications, adverse events,
and other factors known to be strongly predictive of
efficacy or other outcomes of importance. Requirements
for additional data collection (e.g., quality of life) in EAMS
must be agreed upon by all parties including clinicians and
patients, on a case-by-case basis."

Published Data from Early Access Programs

There is a breadth of published literature which summarizes
the types of early access programs available and

general overviews of these programs, including ethical
considerations and operational challenges with set-up

and conduct. To our knowledge, however, there is limited

Temporary Authorisations
for Use (ATU)

Early Access to Medicine
Scheme (EAMS)

v/ Required and will be
considered in regulatory
submission

v/ Required

e Patient characteristics
and efficacy of medicinal
product

v Allowed and will be
considered in regulatory
submission

 No clear guidelines

v/ Allowed subject to ethical
identified

approval. PROs will be
considered in regulatory
submission

ANSM=Agence Nationale de Sécurité du Medicament et des Poduits de Santé; CHMP=Committee for Medicinal Products for Human Use;
EMA=European Medicines Agency; EU=European Union; FDA=Food and Drug Administration; MHRA=Medicines and Healthcare Products
Regulatory Agency; NHSE=National Health Service England; NICE=National Institute for Health and Care Excellence
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Figure 2. Potential Outcomes in Early Access Programs?
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literature available which reports the findings of data
collection within these programs. This is substantiated by a
recent study (2017) which reported that only 2% (8/398) of
early access programs registered in ClinicalTrials.gov
reported up-to-date results for real-world data (RWD)-
related outcomes,'" illustrating the need for more
transparency in data collection. Reluctance to report data
collected in early access programs may be due to concerns
with reliability and validity of this data, as well as lack of
information pertaining to the relevance and application of
these data to marketing authorizations. Since patients in
early access programs are likely to be sicker (due to lack

of therapeutic options available), they may be at higher
risk for adverse events and/or to having lack of clinical
response, which may make sponsors hesitant to collect and
report on outcomes in these patient populations.?

Although early access programs are

not a substitute for data collection in
clinical trials, they may be supplementary
in addressing a variety of research
questions...

In available publications of data collected in early access
programs, some studies incorporated data collection from
inception of the program,'? while others implemented
data collection via retrospective chart review once the
program was complete.?-% In the majority of these studies,
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Effectiveness:
Safety: progression free
adverse events, survival, overall
drug toxicity survival, treatment
response

Patient-reported
outcomes, health-
related quality
of life

Monitoring of
long-term outcomes

Treatment patterns

(dose modification, Adherence,

discontinuation and compliance
reasons for these)

data were used as supplements to clinical trial findings in a
real-world setting. For example, retrospective chart review
studies in oncology CUP and NPP patient populations
demonstrated similar effectiveness and safety profiles
relative to the trial patients.?”** A recent chart review study
in the U.S. also found that lung cancer patients enrolled
into a clinical access program after having benefited from
an investigational drug within a prior trial were able to see
clinical benefit from investigational drug use through the
program for more than 10 years.?52

A review study conducted in 2017 compared the efficacy
endpoints for anti-cancer drugs observed in CUPs versus
clinical trials (U.S. and Europe); efficacy endpoints included
overall survival, progression-free survival, and overall
response, and over half of CUPs (5/9) reported better or
equal efficacy compared to that reported in clinical trials.?’

Research Questions in Early Access Programs
Although early access programs are not a substitute for
data collection in clinical trials, they may be supplementary
in addressing a variety of research questions, which

could be informative for multiple stakeholders, including
regulatory bodies, payers, clinicians, and patients. RWD
collection in early access programs (Figure 2) has the
potential to provide preliminary insight into:

® Whether the safety profile of the drug administered via
early access program is similar to that observed in a
trial setting and whether any new safety signals occur.?®
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® Treatment effectiveness (e.g., treatment response,
overall survival) outside of the trial setting, including in
sub-populations not included in clinical trials (children,
older adults, those with comorbidities).

@ Knowledge of the impact of the drug on quality of
life in the pre-approval or peri-approval phase. This is
relevant given the increasing importance placed on
these outcomes in the post-approval phase.

To increase the reliability and validity of observational
data collected in early access programs, the primary
research questions and feasibility of data collection should
be explored prior to implementation of the program.
Furthermore, limitations of this data (e.g., uncontrolled
exposures, potentially sicker patient population), should
also be considered in regulatory submissions for market
approval.

Considerations and Recommendations for
Set-Up of Observational Research in
Early Access Programs

Ethical Approval (for the Observational Study
Component of the Early Access Program)

Since early access programs are not considered traditional
research studies, they follow different rules and regulations
for obtaining ethical approval. Ethical approval processes
will also vary by country (Figure 2).%° If additional data
collection is needed within an early access program, a
protocol outlining plans for data collection will most likely
need to be submitted to an ethics committee following
the same pathway that would be used for an observational
study. This protocol should be submitted in parallel

with seeking approval for the launch of the early access
program. Due to the unique nature of data collection

in early access programs, it is essential to identify a key
stakeholder contact to discuss the data collection plans and
seek feedback on the ethics review and approval process
to identify any uncertainties or hurdles that may arise.

If the ethics committee reviewing the observational study
application is not able to fully understand the nature of
the early access program and the plans for data collection,
this may negatively impact the outcome of the ethics
submission. Furthermore, ethics approval is time sensitive
based on when the early access program will open. If
stakeholders are not approached in a timely manner,

then there is a risk that ethics approval may not be put in
place in time for the opening of the program, limiting the
potential for data collection.

Patient Consent

Different options for how to obtain patient consent for
the additional data collection should be explored based
on what is most feasible for the study. The consent form
should clearly define all aspects of the data collection,
including privacy, data elements to be collected, data
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Spotlight Case Study
Incorporating Data Collection into
Early Access Programs

To better understand the benefits of drug X in the
pre-approval phase, Evidera recently collaborated with
a pharmaceutical company to design and implement
an early access program that integrated real-world
clinical effectiveness and quality of life outcomes.
During development of the data collection framework
within this program, it was observed that published
guidelines on the incorporation of data collection
were lacking. Therefore, the process of framework
development included the exploration and validation
of the approach with key stakeholders (regulatory
authorities, ethics, hospital systems). Figure 3
represents an overview of the steps taken, which led
to successful approval and implementation of data
collection within this early access program.

Figure 3. Recommended Steps to Successfully
Incorporate RWD in Early Access Programs

Delineate research questions

Review county-specific RWD
guidelines within EAPs/CUPs

Identify which RWD elements are
covered/not covered under guidelines

Develop RWD collection plan

Engage stakeholders for

review/buy-in to plan

Seek necessary approvals

Implement RWD alongside EAPs/CUPs

Monitor progress and intervene to
resolve challenges that may arise

Analyze and report data

THE EVIDENCE FORUM | Spring 2018



https://www.evidera.com/thought-leadership/our-publication-the-evidence-forum/
https://www.evidera.com/
http://www.evidera.com/
http://www.evidera.com/
http://www.evidera.com/

Raperacon

source(s), timing of collection, and purpose of data
collection (e.g., publication, HTA submission). It should
be emphasized that the patient’s ability to take part in the
early access program overall is not contingent on whether
or not they choose to take part in the observational
research component of the program.

Data Collection Elements

It is important to determine which additional variables will
be added to the study, what the data source will be, who
will collect it, how it will be collected, and the timing for
collection. Careful consideration for how the data will be
used and challenges this may impose (that could negatively
impact the program) is essential. Once the data elements
are delineated, stakeholder feedback and approval from
the regulatory authority that governs the early access
program is needed. Secondary feedback and endorsement
from clinician and hospital governing bodies is also
recommended.

Site Set-Up and Training

Most often in early access programs, the request for
drugs are patient/physician led, meaning that it is not
possible to know in advance the hospitals or patients
who will participate in these programs. This contrasts with
observational studies wherein sites, patient population,
and sample size are known prior to study initiation. This
can add a complexity to setting up the RWD collection
component of the study and may require special
circumstance procedures for set-up of the study at the
hospital and training of clinical staff.

In our experience, combining observational training with
the early access program training was well received and
efficient. In cases where set-up of the observational study

REFERENCES

at a site cannot happen in parallel to initiation of the early
access program, sites should be reassured that they can
proceed as planned with the early access program and
without the additional data collection. This is important for
ensuring that data collection does not hinder the patient
receiving early access to the investigational drug.

Site and Patient Involvement

The level of effort and workload needed to collect the data
must be carefully considered. Data collection from patient
medical records should be kept to a few key outcomes
measures (e.g., disease progression, survival status). Having
physicians enter observational data through the same data
collection tool as that required for other aspects of the
early access program may be able to reduce data entry
burden at sites.

Summary

Data collection within early access programs allows

for generation of RWD prior to and after marketing
authorization in patient populations with unmet need. RWD
generated in the pre-approval phase could be used to
supplement primary clinical trial outcomes in submissions
for market approval and is useful for informing future real-
world use. Additional guidance by regulatory bodies on
how to enable and ensure consistency in data collection

in early access programs is needed to improve validity of
this research for regulatory submission. Data collection
approaches must be scientifically robust, practical, and
ethical. As the number of early access programs and the
use of RWD to inform market access continues to grow, so
will the benefits of collecting RWD in these programs. M

For more information, please contact Dara.Stein@evidera.com
or Mira.Soni@evidera.com.

1. Leyens L, Brand A. Early Patient Access to Medicines: Health Technology Assessment Bodies Need to Catch Up with New Marketing Authorization Methods. Public Health

Genomics. 2016;19(3):187-91. doi: 10.1159/000446537.

2. Balasubramanian G, Morampudi S, Chhabra P, Gowda A, Zomorodi B. An Overview of Compassionate Use Programs in the European Union Member States. Infractable Rare

Dis Res. 2016 Nov;5(4):244-254.

3. ludicello A, Alberghini L, Benini G, Mosconi P. Expanded Access Programme: Looking for a Common Definition. Trials. 2016 Jan 12;17:21. doi: 10.1186/s13063-015-1108-0.

4. Fountzilas E, Said R, Tsimberidou AM. Expanded Access to Investigational Drugs: Balancing Patient Safety with Potential Therapeutic Benefits. Expert Opin Investig Drugs.

2018 Feb;27(2):155-162. doi: 10.1080/13543784.2018.1430137.

5. Atzor S, Iglesias Langer V. European Federation of Pharmaceutical Industries and Associations (EFPIA). Compassionate Use Systems in the EU — How to Improve for Early
Access to Patients. 2016. Available at: https://ec.europa.eu/health/sites/health/files/files/committee/stamp/2016-03_stamp4/6_efpia_compassionate_use_presentation.pdf.

Accessed March 21, 2018.

6. U.S. Food and Drug Administration. Guidance for Industry: Expanded Access to Investigational Drugs for Treatment Use — Questions and Answers. June 2016, Updated
October 2017. Available at: https://www.fda.gov/downloads/drugs/guidances/ucm351261.pdf. Accessed March 21, 2018.

7. European Medicines Agency. Guideline on Good Pharmacovigilance Practices (GVP): Module VI — Collection, Management and Submission of Reports of Suspected
Adverse Reactions to Medicinal Products (Rev 2). Available at: http://www.ema.europa.eu/docs/en_GB/document_library/Regulatory_and_procedural_guideline/2017/08/

WC500232767.pdf. Accessed March 21, 2018.

| THE EVIDENCE FORUM

| Spring 2018


https://www.evidera.com/thought-leadership/our-publication-the-evidence-forum/
https://www.evidera.com/
http://www.evidera.com/
https://www.evidera.com/
mailto:Dara.Stein@evidera.com
mailto:Mira.Soni@evidera.com
https://ec.europa.eu/health/sites/health/files/files/committee/stamp/2016-03_stamp4/6_efpia_compassionate_use_presentation.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Regulatory_and_procedural_guideline/2017/08/WC500232767.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Regulatory_and_procedural_guideline/2017/08/WC500232767.pdf
http://www.evidera.com/
https://www.fda.gov/downloads/drugs/guidances/ucm351261.pdf

8. European Medicines Agency. Committee for Medicinal Products for Human Use (CHMP). Guideline on Compassionate Use of Medicinal Products, Pursuant to Article 83 of
Regulation (EC) No 726/2004. Available at: http://www.ema.europa.eu/docs/en_GB/document_library/Regulatory_and_procedural_guideline/2009/10/WC500004075.pdf.
Accessed on March 21, 2018.

9. Strategy&. The Early Access to Medicines Scheme (EAMS): An Independent Review. Available at: https://www.gov.uk/government/uploads/system/uploads/attachment_
data/file/509612/eams-review.pdf. Accessed March 21, 2018.

10. GOV.UK Guidance. Early Access to Medicines Scheme (EAMS): Task Group and Principles. Published May 10, 2016. Available at: https://www.gov.uk/government/
publications/early-access-to-medicines-scheme-eams-how-the-scheme-works/early-access-to-medicines-scheme-eams-task-group-and-principles. Accessed March 21,
2018.

11. Miller JE, Ross JS, Moch KI, Caplan AL. Characterizing Expanded Access and Compassionate Use Programs for Experimental Drugs. BMC Res Notes. 2017 Jul 28;10(1):350.
doi: 10.1186/s13104-017-2687-5.

12. Mack GS. Expanded Access Rules Pose Quandary for Drug Developers. Nat Biotechnol. 2009 Oct;27(10):871-2. doi: 10.1038/nbt1009-871.

13. Forns X, Charlton M, Denning J, et al. Sofosbuvir Compassionate Use Program for Patients with Severe Recurrent Heapatitis C after Liver Transplantation. Hepatology. 2015
May;61(5):1485-94. doi: 10.1002/hep.27681.

14. Lauten A et al. Interventional Treatment of Severe Tricuspid Regurgitation — Early Clinical Experience in a Multicenter, Observational, First-in-Man Study. Circ Cardiovasc
Interv. 2018 Feb;11(2):e006061. doi: 10.1161/CIRCINTERVENTIONS.117.006061.

15. Pisella PJ et al. Topical Ocular 0.1% Cyclosporine A Cationic Emulsion in Dry Eye Disease Patients with Severe Keratitis: Experience through the French Early-Access
Program. Clin Ophthalmol. 2018 Feb 5;12:289-299. doi: 10.2147/0PTH.S150957. eCollection 2018.

16. TiGenix. TiGenix Reports Positive Results of ChondroCelect Compassionate Use Program. Press Release, January 9, 2011. Available at: http://www.tigenix.com/wp-content/
uploads/2017/05/f4f4523d9d27e47.83599572_120109_TiGenix_Press_Release_CUP_ENG_final.pdf. Accessed March 26, 2018.

17. Cimas-Hernando |, Pato-Pato A, Lorenzo-Gonzalez JR, Rodriguez-Constenla I. Assessment of the Effectiveness and Safety of Sativex® in Compassionate Use. Rev Neurol.
2015 Mar 1;60(5):202-206.

18. Brustugun OT, Sprauten M, Helland A. Real-World Data on Nivolumab Treatment of Non-Small Cell Lung Cancer. Acta Oncol. 2017 Mar;56(3):438-440. doi:
10.1080/0284186X.2016.1253865.

19. Welzel TM, Petersen J, Herzer K, et al. Daclatasvir Plus Sofosbuvir, with or without Ribavirin, Achieved High Sustained Virological Response Rates in Patients with HCV
Infection and Advanced Liver Disease in a Real-World Cohort. Gut. 2016 Nov;65(11):1861-1870. doi: 10.1136/gutjnl-2016-312444.

20. Corneliu Jinga D, Ciuleanu T, Negru S, et al. Effectiveness and Safety Profile of Ipilimumab Therapy in Previously Treated Patients with Unresectable or Metastatic
Melanoma - the Romanian Patient Access Program. J BUON. 2017 Sep-0ct;22(5):1287-1295.

21. Fujiwara Y et al. Efficacy and Safety of Osimertinib in a Japanese Compassionate Use Program. Jpn J Clin Oncol. 2017 Jul 1;47(7):625-629. doi: 10.1093/jjco/hyx050.

22. Atkinson V, van Thienen J, McArthur G, Hospers G, Long G, Carnevale-Schianca F, Tulyte S, Stein D, et al. Safety and Effectiveness Analysis of V600 BRAF-Mutated
Metastatic Melanoma (MM) Patients (pts) from the Dabrafenib (D) Plus Trametinib (T) Named Patient Program (NPP) — DESCRIBE Il Study. European Society for Medical
Oncology (ESMO) European Cancer Congress; September 25-29, 2015; Vienna, Austria.

23. Martin-Algarra S, Cebon J, Neyns B, Brown E, Puertolas T, Garcia Y, Atkinson V, Crown J, Lau M, Dalland L, Stein D, Payne K, et al. Safety and Efficacy Analysis of Patients
(pts) from the Dabrafenib (D) Named Patient Program (NPP) in Patients with V600 BRAF-Mutated Metastatic Melanoma (MM) — DESCRIBE Study. SMR Annual Meeting;
November 13-16, 2014; Zurich, Switzerland.

24. Gelderblom H, Judson IR, Benson C, Merimsky O, Grignani G, Katz D, Freivogel KW, Stein D, et al. Treatment Patterns and Clinical Outcomes with Pazopanib
in Patients with Advanced Soft Tissue Sarcomas in a Compassionate Use Setting: Results of the SPIRE Study. Acta Oncol. 2017 Dec;56(12):1769-1775. doi:
10.1080/0284186X.2017.1332779.

25. Hirsch FR, Sequist LV, Gore I, Campo M, Simon G, Croft E.F, Devincenzo D, Munley J, Stein D, et al. Analysis of Outcomes in US IRESSA Clinical Access Program (ICAP)
Patients on Gefitinib for More Than 10 Years. International Association for the Study of Lung Cancer (IASLC). December 4-7, 2016, Vienna, Austria.

26. Hirsch FR, Sequist LV, Gore I, Mooradian M, Simon G, Croft EF, Devincenzo D, Munley J, Stein D, et al. Long-Term Safety and Survival with Gefitinib in Select Patients with
Advanced NSCLC: Results from the US IRESSA Clinical Access Program (ICAP).Cancer. 2018 Mar 26. doi: 10.1002/cncr.31313. [Epub ahead of print]

27. Saito M. Efficacy of Unapproved Drugs in Compassionate Use in Comparison with Clinical Trial Results: A Systematic Review. Poster presented at DIA Annual Meeting; June
18-22, 2017; Chicago, IL.

28. Patil S. Early Access Programs: Benefits, Challenges, and Key Considerations for Successful Implementation. Perspect Clin Res. 2016 Jan-Mar;7(1):4-8. doi: 10.4103/2229-
3485.173779.

29. European Medicines Agency. Final Report on the Adaptive Pathways Pilot. 28 July 2016. Available at: http://www.ema.europa.eu/docs/en_GB/document_library/
Report/2016/08/WC500211526.pdf. Accessed March 21, 2018.



https://www.evidera.com/thought-leadership/our-publication-the-evidence-forum/
https://www.evidera.com/
http://www.evidera.com/
http://www.evidera.com/
http://www.ema.europa.eu/docs/en_GB/document_library/Regulatory_and_procedural_guideline/2009/10/WC500004075.pdf
https://www.gov.uk/government/uploads/system/uploads/attachment_data/file/509612/eams-review.pdf
https://www.gov.uk/government/uploads/system/uploads/attachment_data/file/509612/eams-review.pdf
https://www.gov.uk/government/publications/early-access-to-medicines-scheme-eams-how-the-scheme-works/early-access-to-medicines-scheme-eams-task-group-and-principles
https://www.gov.uk/government/publications/early-access-to-medicines-scheme-eams-how-the-scheme-works/early-access-to-medicines-scheme-eams-task-group-and-principles
https://www.ncbi.nlm.nih.gov/pubmed/25557906/
http://www.tigenix.com/wp-content/uploads/2017/05/f4f4523d9d27e47.83599572_120109_TiGenix_Press_Release_CUP_ENG_final.pdf
http://www.tigenix.com/wp-content/uploads/2017/05/f4f4523d9d27e47.83599572_120109_TiGenix_Press_Release_CUP_ENG_final.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Report/2016/08/WC500211526.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Report/2016/08/WC500211526.pdf
http://www.evidera.com/

	Button 2: 
	Page 1: 
	Page 31: 
	Page 52: 

	Button 3: 
	Page 2: 
	Page 41: 
	Page 62: 



