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Prophylaxis in the real world....

Photo reproduced with permission



Doctors need to walk in patients shoes....



Outline

History of prophylaxis

How do we define “prophylaxis”

What is the evidence for prophylaxis

— Children?

— Adults?

Evolution of “Individualized” prophylaxis
Importance of National prophylaxis study

|deal outcome measures/ improving
standardization



Outline

 ABDR prophylaxis data — Dr Sumit Parikh
— Study outline
— Results
— Limitations of ABDR data

* A young adult with severe haemophilia - perspective on
prophylaxis challenges (video)

 Discussion
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What is prophylaxis?

« Seems very straightforward.... “the regular infusion of
clotting factor concentrates to prevent bleeds”

« But very important we are all talking about the same thing!
— Primary prophylaxis
— Secondary prophylaxis
— Tertiary prophylaxis






Preventing chronic synovitis and arthropathy



What is the evidence?
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The child’s perspective of prophylaxis...

Parents limited their time | gsy,
at work or leisure [N 20°%

Parents forbade me | gsg,

certain things [IEEE——— 33 T P sodic treatment

[ Prophylaxis

Parents scolded me | 0%
when | hurt myself [ 33%

Father protected me | 20%
too much 80%

Mother protected me 11%
too much 80%
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What about in adults?

* Increasing uptake of prophylaxis by adults in Australia and
In other resource rich nations

* Recent prospective randomized data does demonstrate
clear benefits to prophylaxis in the adult group









Thromb Haemost 2015 Jul:114{1):35-45._ doi: 10.1160/TH14-05-0407. Epub 2015 Apr 9.

Benefits of prophylaxis versus on-demand treatment in adolescents and adults with severe
haemophilia A: the POTTER study.

Tagliaferri A1, Feola G, Molinari AC, Santoro C, Rivolia GF, Cultrera DE, Gaqgliano F, Zanon E, Mancuso ME, Valdre L, Mameli L, Amoresang S, Mathew P,
Coppola A; POTTER Study Group.







General message of these studies

* Prophylaxis reduces bleeds (especially joint bleeds) in children and in adult
patients with severe haemophilia

 In children - prophylaxis markedly reduces (but does not completely
eliminate) subsequent joint damage which develops over decades in patients
on primary prophylaxis

 In adults — prophylaxis reduces number of bleeds and pain, improves clinical
joint health, HRQoL, activity, participation and treatment satisfaction. Unclear
whether reduces rate of structural arthropathy progression.



Unresolved issues about prophylaxis

When to start

Dose and dose interval

Prophylaxis in moderate haemophilia?

Prophylaxis in aging individuals

Target trough?

Trough to achieve “zero bleeds” - Health economics
“Allowable” sports/ physical activities







Primary prophylaxis # Perfect Joints

Even current intensive prophylaxis regimens do not
prevent joint damage in a life time perspective

We are seeing Ankle arthropathy in adolescents and
young adults who have had access to lifelong intensive
primary prophylaxis regimens

Dynamic of joint arthropathy is different for the joints and
starts with ankles

Follow ankles as early tracers of joint damage?
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“Individualized prophylaxis”™

Optimal regimen for prophylaxis not known

Increasingly being tailored to individual patient age/ activity/ bleeding pattern/
joint status/ pharmacokinetics (how the body handles/ processes factor)

Recognition that >1% trough not adequate for all

The “factor level” is not the only marker of severity - some persons with
moderate/ mild haemophilia develop arthropathy

Individuals may have genetic/ orthopaedic predisposition for enhanced
inflammatory response and development of synovitis post joint bleeds

Newer therapies may allow a more flexible/ tailored approach and improve
compliance



“Individualized prophylaxis”™

» Higher overall cost of product

« Economic savings from improved QOL/ lack of any
bleeding/ bleed related complications should be
considered

* Need for more Australian data to provide justification for
this tailored approach and for use of EHL products to help
facilitate



Importance of National prophylaxis data

Hugely important to have robust national data regarding
prevalence and patterns of long term prophylaxis

The prophylaxis data is a start in terms of understanding
prescribing patterns (on demand vs prophylaxis), factor
consumption and adherence in different age groups

This is very important as we enter era of extended half life
and emerging novel therapies

We all need to work together to continually improve the
quality of data entered into ABDR



Clinical Snapshot: National Prophylaxis Study

Rates of prophylaxis are comparable to other developed
nations

Significant achievement of virtually universal prophylaxis
In children with severe haemophilia

Adherence is lower in the young adult group

We are lacking outcome measures in ABDR to correlate
with prophylaxis data



Outcome measures

* We need to be able to measure impact of therapy in a
tangible way

* This has been challenging to achieve with current level of
ABDR data

* What is an ideal outcome measure”?
— Clinically predictive
— Easy to assess/measure
— Easy and clear to document

— An early indicator
— Quantifiable



The Challenge

Severe

Arthropathy
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Outcome measures?

Annualised Bleeding Rate (ABR)
Physical joint examination

— Haemophilia Joint Health Score
Imaging

— Plain X-rays (too late)

— MRI (complex, expensive, sensitive)

— Ultrasound (standardization issues)
Haemophilia Activity Assessments (HAL)
QOL assessments
All have limitations and further research is needed
The ABR remains an important parameter
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ABDR Data Analytics

by Sumit PARIKH (PhD)
Outline:

* Introducing the ABDR

« Data governance framework & ethics
« Patient privacy & consent

* Prophylaxis study

* Results

 Limitations of ABDR data

¢ Summary



ABDR Data Analytics

Introducing the ABDR:

by Sumit PARIKH (PhD)

Developed and funded by the NBA

Introduced database setup in December 2008
Redeveloped and launched web-based system in
August 2012 later followed by the launch of patient
recording module MyABDR

Captures demographic profile of PWBD in Australia
Ability to record data regarding diagnosis, treatment,

outcome & clotting factor product usage



ABDR Data Analytics

by Sumit PARIKH (PhD)
Data governance framework
Ethics approval process:

« Maintain appropriate privacy, confidentiality and security
arrangements for ABDR data

 Facilitate implementation and ongoing effective operation
of ABDR including privacy policy and data standards

« AHCDO provides co-ordination and project resources for
the process of seeking and maintaining human research

ethics committee approvals



ABDR Data Analytics

by Sumit PARIKH (PhD)
Patient privacy & consent:

« Commonwealth Privacy Act 1988

- ABDR / MyABDR Privacy Policy

« ABDR Patient registration form including Patient
information and informed consent

« Patient privacy & confidentiality maintained by
the ABDR Steering Committee

« Aggregated & deidentified data



ABDR Data Analytics

by Sumit PARIKH (PhD)

Prophylaxis study:

Background

No available data regarding current prophylaxis
practice Iin patients with Haemophilia A and
Haemophilia B in Australia

Ethics approval obtained for use of data within the
ABDR for demographic level research means that
this can now be analysed



ABDR Data Analytics

by Sumit PARIKH (PhD)
Aim
To characterise current practice in patients with moderate or severe
Haemophilia A and Haemophilia B in Australia regarding use of

prophylactic clotting factor infusion using data from the Australian
Bleeding Disorder Registry (ABDR)

Specific Aims

* To determine the percentage of patients receiving regular prophylaxis
according to disease severity and age.

* To determine dosing regimen and average annual amount of clotting
factor received in patients on prophylaxis or on-demand therapy.

* To evaluate compliance as determined by ratio of observed to
expected factor usage



ABDR Data Analytics

by Sumit PARIKH (PhD)
Methods

Eligible patients

 Patients with severe or moderate Haemophilia A and
Haemophilia B

« Managed at Haemophilia Treatment Centre (HTC) with regular
data entry into the ABDR

Excluded patients
« Patients with inhibitors
« Patients overseas during the study period

Data from patients on investigational / trial products was used to
calculate proportions on prophylaxis but not annual usage.



ABDR Data Analytics

by Sumit PARIKH (PhD)

Methods

Data was extracted from the ABDR on patients from whom consent for
participation had been obtained.

Disease severity as determined by baseline factor level

Age (0-4, 5-9, 10 -14, 15-19, 20-29, 30-30, 40-49, 50-59, 60+) years
Weight (Kgs)

Allocated treatment regime — on-demand versus prophylaxis

In prophylaxis patients — treatment plan (dose and frequency)

Actual factor administered for the calendar year 2015



ABDR Data Analytics

by Sumit PARIKH (PhD)
Methods

The following parameters were calculated

1. Percentage of patients on prophylaxis
= patients on prophylaxis / total patients

2. Mean annual consumption clotting factor (IU/Kg/Year)
-By disease severity and treatment regime

3. Compliance to treatment regime (prophylaxis)
-Observed factor consumption / Expected factor consumption
(O/E x100 = 75-125% was considered compliant)



ABDR Data Analytics

by Sumit PARIKH (PhD)

Resulfts:
Haemophilia A (HA) patients

718 patients were included in the study

« 551 patients with severe HA (93% potential patients)
26 patients with inhibitors excluded
2 patients overseas
36 patients on investigational / trial products

« 167 patients with moderate HA (75% potential patients)

» 342 from paediatric centres (45%)



ABDR Data Analvtics

by Sumit PARIKH (PhD)

Haemophilia A - Snapshot

m Moderate

m Severs

Haemophilia A - Snapshot

Moderate Severe |Grand Total
Consented 167* 551* 718*%
DidMotConsent 1 1
Unconsented 26 45 71
Grand Total 193 597 790

(* includes Trial patients)

Haemophilia A - Snapshot
Moderate |Severe |Grand Total
OnDemand 125 =] 223
OnProphylaxis |42 453 495
Grand Total 167 551 718

Severe Haemophilia A

OnDemand

B OnProphylaxis

Moderate Haemophilia A

74.86%

OnDemand

m OnProphylaxis




ABDR Data Analytics

by Sumit PARIKH (PhD)

Resulfts:
Haemophilia B (HB) patients

166 patients were included in the study

87 patients with severe HB (92% potential patients)
13 patients on investigational / trial products

« 79 patients with moderate HB (71% potential patients)

» 65 from paediatric centres (39%)



ABDR Data Analytics

by Sumit PARIKH (PhD)

Haemophilia B - Snhapshot

Haemophilia B - Snapshot
Moderate |(Severe| Grand Total
Consented 79* a7* 166*
DidMotConsent |1 1
Unconsented 31 a8 39
Grand Total 111 95 206

m Moderate

H Severe

(* includes Trial patients)

Haemophilia B - Snapshot
Moderate |Severe |[Grand Total
OnDemand 68 21 89
OnProphylaxis |11 66 77
Grand Total 79 87 166

Severe HaemophiliaB

OnDemand

m OnProphylaxis

Moderate Haemophilia B

86.08%

OnDemand

m OnProphylaxis




ABDR Data Analytics

by Sumit PARIKH (PhD)

Percentage of Severe HA patients on Prophylaxis (by AgeGroup)




ABDR Data Analytics

by Sumit PARIKH (PhD)

Infusion frequency of HA and HB patients on Prophylaxis




ABDR Data Analytics

by Sumit PARIKH (PhD)

Annual factor consumption for HA patients [Mean IU/Kg/Year (SD)]

| Prophylaxis

Severe HA 4391 (2311) 1633 (1412) < 0.001

Moderate HA 3510 (1917) 479 (242) < 0.001

Annual factor consumption for HB patients [Mean IU/Kg/Year (SD)]

| Prophylaxis

Severe HA 3709 (1770) 1205 (987) < 0.001

Moderate HA 3294 (1592) 507 (438) < 0.001



ABDR Data Analytics

by Sumit PARIKH (PhD)
Compliance in Severe HA patients on Prophylaxis (O/E x 100)




ABDR Data Analytics

by Sumit PARIKH (PhD)

Limitations of ABDR data:

Unable to included data from a small number of
non-consented patients.

*Outcome data not recorded sufficiently reliably to
correlate with prophylaxis.

‘Unable to separate factor usage into product
administered for prophylaxis versus surgical cover



ABDR Data Analytics

by Sumit PARIKH (PhD)

Summary:

Very few countries in the world have a national registry
for bleeding disorder patients.

*Prophylaxis study stepping stone to ABDR Research.
Patient participation / involvement very important.

Patient reported outcome & compliance



ABDR Data Analytics

by Sumit PARIKH (PhD)

Thank youll!




A young persons perspective...

« With many thanks to James Rogers for giving his
perspective



Tell us your diagnosis and your prophylaxis plan?



What were the challenges with doing factor when
you were at school?



How does having a bleed affect you now compared
to when you were younger?



Has there been a time in your life where you stopped doing
prophylaxis”? What happened?



If you could change one thing about prophylaxis for a baby with severe
haemophilia born in 20 years time, what would it be?



Tell us about a time when infusing factor didn’t quite go to
plan....



Discussion



