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Fictional Scenario: Gene therapy for hemophilia B has just received approval from
the EMA and FDA. A 20-year-old patient with severe hemophilia B comes to your HTC
for a regular visit and expresses interest in getting treatment with gene therapy.
How would you respond to the following questions regarding the decision-making
process, the administration of treatment, and post-treatment monitoring?
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GTH Patient Case Questions for HTC Interviews

Treatment Decisions

What is the process within your HTC for determining if a
patient is eligible for GTH?
e |mmediate pertinent clinical history
— Negative FIX inhibitors
— On prophylaxis or history of severe/repeated bleeding
— Based on age, would not have history of hepatitis/HIV

o We would next request a testing kit for neutralizing antibodies

(via this link https://www.ema.europa.eu/en/documents/
product-information/hemgenix-epar-product-information
_en.pdf), and, if acceptable based on label/payer criteria,
proceed with prior authorization

e More detailed screening for liver health—liver enzymes,
ultrasound, and elastography

Do you have a formal process for shared decision-making

involving healthcare providers, patients, and family?

e We routinely follow this shared approach for other key
decisions with patients with hemophilia and family
members

e |ncorporate multidisciplinary team in the process

Based on currently available information from clinical trials,

what are the specific inclusion and exclusion criteria that your :

HTC will use?

e Age 18 and older men with severe/moderate-severe Hem A
and Hem B

e No history of FIX inhibitor (even historical)

e (On prophylaxis or history of severe/repeated bleeding

e (ood liver health as measured by a multidisciplinary
approach of imaging, ultrasound elastography, and

laboratory assessment with the involvement of a hepatalogist

e Assessment of suitability based on follow through with
monitoring requirements, no impediment to
immunosuppression

e Results of AAV Nab testing must be within titer range that
showed satisfactory efficacy from the clinical trial program

i Aside from basic physiologic criteria (eg, age, severity,

current treatment, presence of inhibitors, AAV antibody levels,

liver function, etc), what criteria will you use to determine if a

patient is psychologically prepared for undergoing treatment?

e Planning to use the recently developed Psychosocial
Assessment form developed by the Social Work Working
Group associated with MASAC/NHF

i What information about GTH is provided to the patient and
i family, and how is it communicated?

e Rationale, unmet need of current SOC prophylaxis including
bleeding rates and expectations for joint disease with aging;
burden of prophylaxis

e Basics of AAV-mediated liver-directed gene therapy including
an easy-to-understand patient educational analogy

e Specifics of the product—background, safety, and efficacy
from the clinical trial program

i e Specifics of the procedure—screening, dosing day, and

follow-up (short-term, longer-term)

: Wil a patient advocate be involved in the decision-making

process?
e Not currently part of our plan

What barriers or challenges do you foresee when preparing

patients for GTH and the decision-making process?

e Working out logistics for coming to the HTC for screening
studies

e Ensure center capacity for caring for patient pre/post gene
therapy

e Appropriate plan for follow up monitoring

e (an the patient work out work/school concessions to allow
for the full procedure
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Treatment Administration

Has the model for administering GTH infusions in your

country/region been determined? If so, what is the model?

e We are still working toward a Referral Center/Dosing
Center/Follow Up Center model within the region where
centers will self-assess as to their suitability for each
portion

e We have one primary center that has done multiple gene

therapy infusions that can serve as a regional Dosing Center,
: o Patient will arrive early AM (eg. 0800 H) with expectation of

facilitate coordination of referrals, and follow up with
regional HTCs aiming to train them toward increased
engagement over time

Assuming the GTH infusion will occur at your HTC:

e Has your HTC been involved in GTH clinical trials?
— Yes—Phase 1/2 through Phase 3

e What infrastructure changes have been or will be needed in
your HTC in order to support GTH administration?
— Our preference will be to continue to use the infusion

staff within our clinical research unit if possible, as they

have the most experience—we want to avoid having to
continually train infusion nurses in the clinical area
e Have you made (or will you be making) changes to the

multidisciplinary team involved in the care of patients

receiving GTH?

— We see the need for incremental staff who would serve as
a gene therapy patient coordinator to help navigate the
patient journey from initial referral through screening,
dosing and follow up

you expect to encounter in preparing your HTC for GTH

administration?

— We do not yet have visibility on drug acquisition and
reimbursement, and whether we will have access to
sufficient monetary support to cover all aspects of the

process

: o Have the GTH team members received the biosafety training

necessary for handling GMO products?
— Yes

What will the infusion day look like from a patient
: perspective? What would the day look like from the
i perspective of an HTC care team member involved in

delivering the treatment?

meeting with physician for last minute Q&A, labs to be
drawn promptly, and plan for infusion to start by
1100-1200H, 1-3 hour infusion, observation for a couple of
hours, if don’t live locally then asked to stay in a hotel close
by for the first night

e Treatment team will put the pharmacy on notice of the

infusion day well in advance, pharmacists given “GO” signal
when patient arrives, product prepared for infusion over the
next couple of hours, delivered to the infusion team,
physician, and gene therapy coordinator immediately
available during the infusion, clear patient for discharge
after observation, patient discharged with script for
immunosuppression, review of plan for follow up lab testing
and communication with HTC team

: Will the administration process differ for patients referred to
: your HTC for GTH compared to those patients heing managed
: by your HTC?

i e No

e What barriers and/or challenges have you encountered, or do :

: Do you have a protocol in place to handle acute adverse

: events that occur during the infusion?

: o Yes, we follow our standard biologic infusion reaction

protocol
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Treatment Administration (continued)

For a patient referred to your HTC for GTH, at what point is the care of the patient turned over to their home HTC?

e That will be determined in advance of the infusion. Until the referral center is confident in managing through the early follow up
period and decision-making regarding triggers for immunosuppression, we will maintain primary responsibility. Once patient
has stable factor expression and normal ALT, transition to the referral center is then appropriate.

Post-treatment Monitoring

What short- and long-term monitoring will be needed and
who will be responsible for that monitoring and related
treatment decisions? Will it differ for patients who are
referred to your HTC for GTH?

e Twice weekly ALT transaminases and factor levels through
24 weeks

No difference for referred patients

We can use the patient’s nearest lab facility for lab draws
We are considering using home nurse phlebotomy if needed
Patient instructed to contact the center for any significant
bleeding events

e Longer term monitoring via WFH registry

made and who will oversee that aspect of treatment?

e Needs to be made by the most experienced physician—likely
at the dosing center

e Gene therapy coordinator will be most helpful in arranging
labs, collating data, and reviewing with the physician

i Who will be responsible for monitoring factor expression
i levels and decide if and when to stop prophylaxis?

e Decided in advance by the physician at the dosing center;
expect SHL-FIX to continue for about 3 weeks post-dosing;
expect EHL-FIX to end on the day of infusion

Will counseling for patients post-treatment be available?
Will it be required?

i o Yes. Forexample, Hemgenix is a program that may be used.

Is there a process in place to report treatment efficacy and
safety to a GTH registry?

i o Yes, under ATHN Transcends
How will decisions about the need for immunosuppression be

Are the necessary specialists (eg, hepatologists and
immunologists) in place to treat potential adverse events?

o Yes




