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Haemophili

G ). W af
70% not diagnosed, 75% not treated

Many die in childhood or grow-up severely
disabled

High cost, low priority for most
governments




Setting National Objectives for Care

m Linked to Economy

m Realistic in light of Global economic
downturn

m Practicable, Achievable
m Organisation and Resources

m Incremental development




National Hnemn hilia

Program... Orgams ation

National Haemophilia program with Government
suppoftt

Integrated within healthcare system
National Register

National treatment protocols

Organised network of treatment centre’s

National purchase of replacement therapy




National Hnemn hilia

Program... Orgams ation

m Strong National Patient Organisation for Advocacy and
Education

m Doctors and Patient Organisation Co-operate
m National Haemophilia Committee

: Statutory or Formal Basis

: National Tender Commission

: Doctors and Patient organisation included




Objectives of Treatment-
As Access to replacement Therapy increases:

Obiective Per Capita FVIII use

Survival 0-1

Functional Independence 1-3
3—-06
5-7
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GNP FVIII use FIX use
>US$10,000 3.47 0.39

US$2 — 10,000 0.31 0.06

< US$ 2,000 0.02 0.001

IRAN * Close to 2.0 iu/capita

WFH Global Survey 2007 data
*2009




Algeria

Bahrain *
M FIX per capita

Egypt *

Iran *

W FVIl per capita Jordan
Lebanon
Oman
Pakistan
Palestine
Tunisia *
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Countries GDP < $US 2,000
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Minimum “Survival” standard

m Treatment in a care centre
m Safe and efficacious replacement therapy

m Factor concentrates for:

- Life / Limb threatening bleeding episodes

- Surgery
- Major bleeding episodes




p N
\JOVOV

m Treatment in a comprehensive care centre

m Provision of safe and etfficacious replacement

therapy

B Home treatment

® ‘On Demand’ therapy




Optimum Haemophilia Care

Treatment in a comprehensive care centre

Provision of safe and efficacious replacement therapy
Home treatment

Prophylaxis

Strong co-operation between Doctors and Haemophilia
Society




m Prevent bleeds from occurring
m Prevent joint damage

m Fliminate need for Orthopaedic surgery in later
years

m Physical and psychological freedom

m Recognised as the current Optimum therapy




m 65 Children with haemophilia- 5 year study

m 32 on Prophylaxis, 32 on-demand

®m Normal Joint Function;

0/ -

- 93% of those on prophylaxis
- 55% of those On-demand

M Manco Johnson et al, 2007




Factor replacement therapy
in haemophilia
Outcome at different doses

France The Netherlands Sweden
(‘ondemand’)  (intermediate-dose (high-dose
prophylaxis) prophylaxis)

Numbers 116 21 19
Age at study analysis 23 21

Age at start of home treatment 8.9 9.1

Age at start of prophylaxis NA 4.6

Annual number of 5.3

joint bleeds

Pettersson scote

Orthopaedic joint score

Clotting consumption (IU/kg/year)




Different Reality and perception —
Optimum Care
Children on Prophylaxis

- For many, no joint damage

- Severe haemophilia changed to mild

: Do not know what untreated haemophilia L

is like
: Compliance with prophylaxis ?

: Irish Haemophilia Society

haemophilia
through the
generations




Appropriate National Treatment Protocols

= Recommended Dosage

Optimum v Resource Constrained

Joint Bleed 40 - 60% 10-20%
Muscle 40 - 60% 10-20%
lliopsoas 80 - 100% 20-40% o
CNS/Head 80 - 100% 50-80%
Gastrointestinal 80 - 100% 30-50% &; “3
‘ V’L' o 'y
L
Major Surgery S SlE
- Pre op 80 -100% 60-80% —
- Post op 60 - 80% 30-40%




Choice of Replacement Therapy

Safety

GUIDE FOR THE ASSESSMENT
ff OF CLOTTING FACTOR
E 1C21CY CONCENTRATES FOR THE

TREATMENT OF HEMOPHILIA
Quality

OF CLOTTING FACTOR CONCENTRATES

Supply / Availabi].ity o y GUIDE TO NATIONAL TENDERS FOR THE PURCHASE

Cost

National Purchasing
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m Plasma derived, recombinant, excellent safety
profile

® Plasma derived:

Improved donor selection

- Improved donor screening

- Viral inactivation, / removal

- Post marketing surveillance




BEEAME NEWS

patient with haemophilia.

A post-mortem showed the man,
whowas "over 70" and had received
plasma products before rules were
introduced to limit contagion, died
infected.

However he disd of other causes
and had not shown any symptoms,
the HPA said.

Up to 4,000 hasmophilia sufferars
have been warned they could be at
risk of wvariant Creutzieldt-Jakob
disease.

The HPA says it is still unclear how
the man became infected with the
prion proteinthatcauses vCJID, but it
is known that he was treated with
several batches of UK blood plasma
products before 1899, when the risk
of fransmissicn was not known.

Cnarifirally ha wae traatad with 2

First case of haemophiliac vCID

Telegraph.couk

Thousands at risk of human form of mad cow disease af 3vish Examiner
haemophiliac's death

Thousands of haemophiliacs are at risk of developing vCJD after the death of a man who had receives
infected blood clotting products

The Health Protection Agency has confirmed the first case of the human form of "mad cow disease” ina

Frofessor Mike Catchpole
HPA

While this is the first case involving
plasma products, three people have
died after being infected with vCJD
linked to blood transfusions.

This new finding may indicate that
whatwas until now a theoretical risk
may he an actual risk to certain
individuals who have received blood
plasma products, although the risk
could still be quite low” said
Frofessor Mike Catchpole of the
agency’s Centre for Infections.

"We recognise that this finding will
be of concern for persons with
haemaphilia who will be awaiting the
completion of the  ongoing
investigations and their
interpretation.”

Chris James, the chief executive of
the Hasmophilia Society, said the
Department of Health needed to now
act "swiftly to give people the full
details and offer them the
appropriate support.

‘Detailed information about recent
developments must be made
available immediately to all those
who have been ftreated with
potentiallv-infected plasma
products.”

David  Allsop, professor of
neuroscience at Lancaster
University, said there was no nsed
for widespread concern among
haemaophilia sufferers.

The only real cause for concern is
for other haesmaophilia patients who
received clofting factors from the
same infected human donor, at

guardian.co.uk

donor

Haemophiliac caught CJD from plasma

st haemophiliac

ncies

k. Tuesday 17 February 2009 11.50 GMT

An elderly man with haemophilia
contracted the human form of
BSE after being treated with a
blood-clotting agent from an

symptoms of vCJD six mont
after donating it in 1996,

today.

today t
g were i
that it was working with the

The i had h no H philia Centre Doct
ymp of the di but a Or i i to
post-mortem revealed id with bl ding

condition, is the

with vCJD.

of wvariant Creutzfeldt - Jakob of the finding.
disease (vCJD) in the spleen.

‘Wednesday, February 18, 2009

In 2004, all patients

The patient, who was over 70 and bleeding disorders, inclu
who died from an unrelated

to the possibility of infection.

fThe HPA said today that t
atest discovery would

The Health Protection Agen
infected doneor, experts said ypa) said

haemophilia, treated with U
first sourced pooled plasma predu
haemophilias to be identified between 1980 and 2001 w
classed as "at risk™ of vCJD d

Blood test for vCID may be here by summer

By Evelyn Ring

A NEW blood test for the human form of mad cow disease,

Creutzfeldt-Jacob Disease (vCID), could be available this summer. &

The Irish  Blood  Transfusion
Service's national medical director Dr
‘William Murphy said vesterday he is
hopeful EU approval for the test
could he secured so0n.

The blood bank would be asking for
23 million a vear in Government
funding to include the test in its
scresning process. Currently, blood
donations are tested for a range of
different conditions, including
syphilis, hepatitis and HIY.

Cr Murphy said the Canadian
manufacturer, AmorixLife Sciences,
claims it can detect infected people
who have notdevelopedthe disease
butmay be able to transmit it through
their blood.

The blood bank is locking at how it
will manage concerns, in paricular
the number of false positives thatit is
likely to throw up.

Whenwetest people for HIWV we get
a number of false positives avery

hitp:‘'www.telegraph.co.uk health healthnews 468048 3 Thousands-at-risk -of-human-form-of-mad-cow-disease-after-haemophiliacs-death.hitml

vear but we know they are false
positives because there are
additional tests we can do. We do
nothave that kind of back-up testfor
vCJID."

The blood bank will only be able to
tell donors they tested positive for
vCJD

‘That has implications for people. It
is going to cause anxiety and it is
going to cause issuss around
insurance and social life as well”

He was speaking at a press
conference organised by the
Mational Haemaophilia Council to
reassure people with hasmophilia
about the risk of infection of vCJD
from clotting products made in the
past from donaors.

A man in his 70s with haemophilia,
who recently died in Britain, had
svidence of vCJD infection. A
pestmortemfound evidence of vCJ4D
spleen.

in his

About 50 Irish patients who used
British plasma-derived products,
have been informed of the news.

Chief -executive of the Irish
Hasmophilia Society Brian
O'Mahony said it might indicate that
what was until now a thecoratical risk
might be an actual one.

“We are kesping this in perspective,
however, because there have beena
couple of thousand people with
hasmophilia in Britain who hawve
receivedthese products inthe 19803
and 12905 and we have notsesn a
single clinical case of ~CJD
anvwhers in the warld.”

The Mational Centre for Hereditary
Coagulation Disorders in StJames’s
Hospital, Dublin, has set up a
helpline (1800 200 849} for anvone
with concerns.

www.haemophilia.ie.

a




Economic Benefits of Factor
Concentrates

Faster recovery

Less joint damage

Less requirement for orthopaedic surgery in
future

m Less time lost work, education

m Contribute to soclety




Economic Cost of Not providing
Safe Treatment

m HIV

m Hepatitis A, B, C

m Cost of treatment

m Hospitalisation cost
m Cost of Inquiries

m Cost of Compensation

REFORT

HIV
AND THE

BELOOD
SUPPLY




B Home Treatment

Less treatment required
Minimise joint damage- decreased by 30%

Less disruption to individual

Fases burden on hospitals

Preserves functional independence
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m 400% decrease in clinic visits
m Increase lifespan and Quality of Life

m Optimal use of factor concentrates

Mexico: Home therapy, 47% annual reduction in

cost of treatment




Survival Analysis of That Hemophiliacs

First decade Second decade Third decade
1971-1980 1981-1990 1991-2000

No. of patients 15 (31.9%) 30 (51.7%) 40 (67.8%)
receiving home

treatment

Age at starting 16.5 + 7.7 91+ 4.2
home treatment

Age at initial joint 14.4 + 8.5 10.7 + 5.0 19.9 + 11.8
deformity

Chuansumrit A, et al. Haemophilia 2004,
10:542-9.




Survival Analysis of That Hemophiliacs

First decade Second decade Third decade
1971-1980 1981-1990 1991-2000

No. of patients
with
joint deformity 10 (21.3%) 12 (20.7%) 4 (6.8%)
1 -2 joint 11 (23.4% 15 (25.9%) 6 (10.2%)
> 2 - 4 joints
No. of patients 27 (62.8%) 43 (75.4%) 49 (84.5%)
with
unaided proper
walking

Chuansumrit A, et al. Haemophilia 2004,
10:542-9.
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m Doctors / Patient organisations work together —

Formal involvement

m National approach in collaboration with
Government

m National protocols and Register

m Planned steady incremental improvement in
diagnosis, treatment and comprehensive care.
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Global Economic Recession / Depression

Iceland had highest FVIII per capita use in world -
country now bankrupt

More examination of cost effectiveness

Health Technology Assessment ( HTA)
First HTA in Haemophilia in Sweden — 2009

Result may have Global implications / utility
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Severe Haemophilia € 125 - €215,000

Haemophilia € 55 - €63,000

Bleeding Disorder € 26,500

Bleeding/Clotting disorder ( or average annual cost per

patient) € 15,600

m Integrated approach reduces average cost per
patient by 88% compared to severe FVIII
deficiency




Most expensive substances

Swedish national pharmaceutical registry data

Substance and area
of use

Total cost
Million €
July 2007—
June 2008

Increase
vs last
year

(7o)

Number
of
patients
Sweden

Pat
/1000

Average
cost per
patient

€

1. Etanercept
(theumatoid arhtritis
etc)

65

66438

2. Test strips blood
glucose (diabetes)

210507

Source: the National Board of Health and Welfare (2008)




m Prophylaxis v on demand
m Prophylaxis in adults
m Inhibitor treatment regimes

m Plasma derived v Recombinant

m Different generations of Recombinant

®m Recombinant products from new companies




Health Technology Assessments

m HTA is concerned with the
medical, organizational, economic and societal
consequences of implementing health

technologies or interventions within the health
system.

m FEvidence based systematic study of
benefits, costs and harms of a health technology.




HTA Agencies in Europe 2008

Norway:

: . Norwegian Knowledge Finland:
England & Wales: Scotiand: Finish Office for HTA
National Institute for Health  Scottish  Centre for Heaith (NOKC )

= s ( Finohta )
and Clinical Excellence (NICE) Medicines
Consortium
(SMC) Sweden:

Swedish Council for Technology
Ireland: National Centre Assessment in Health Care ( SBU ).
for Pharmacoeconomics
(NCPE ) & Health

Denmark:
Danish Centre for Evaluation and

Information and Quality HTA ( DACEHTA)

Authority (HIQA)
Netherlands:

Belgium:
Belgﬂian i \ Health Insurance Board ( CVZ).
Knowledge Centre ( KCE ) .

Poland:
France: / ‘ Polish agency for HTA
Haute Authorite de ;

Germany:
Sante (HAS) Institute for Quality and

Efficiency in the Health
Spain: Service (1QUIG ) .
Health technology Italy: Austria:

assessment at a Italian Network for Ludwig Boltzmann Institute of HTA ( LBI@HTA )
regional level. HTA ( NI-HTA) Switzerland:

e.g. CAHTA
Swiss Network for HTA ( SNHTA)




m Need to define and agree on what is required —

Guidelines

m If not, competing priorities win

m Coming battles will be as much about advocacy

and assertiveness as availability and adequacy




m A quality-adjusted life year (QALY) is a measure
of disease burden, including both the quality and
the quantity of life lived.

m Jt is a means of assessing the value for money of a

medical intervention.
m The QALY is based on the number of years of life
that would be added by the intervention

m Each year in perfect health is assighed a value between
0.0-1.0 with 0.0 for death and 1.0 being full health.




m E.G. Germany

= A QALY of a person under 30 with on-demand
Treatment (HIV negative) is 0.7427 and costs €85,451

= A QALY of a person under 30 on Prophylaxis (HIV
negative) is 0.7754 and costs €157,972

m Effectiveness of the Treatment is the difference in
QALY’s
0.7754 — 0.7427 = 0.0328

® Incremental Cost of a QALY :
Cost Difference =

QALY Difference




The Incremental Cost can be calculated on
bleeds avoided

m . EG. Germany

= A person under 30 with on-demand Treatment has an
average of 10.7 bleeds a year at a cost of €85,451

= A person under 30 on prophylaxis has an average of 5.9
bleeds a year at a cost of €157,972

m Effectiveness of the Treatment is the difference in

bleeds avoided
16.7 - 5.9 = 10.8

® Incremental Cost:

Cost Difference
Difference in bleeds avoided




Cost effectiveness of haemophilia treatment: a cross-national
assessment

C t Q A LY Barbara Lippert>®, Karin Berger®, Erik Berntorp®, Paul Giangrande®,
oS per Marijke van den Berg®, Wolfgang Schramm?®, Uwe Siebert®'9 and

The European Haemophilia Economic Study Group®

eS I a e ($) The gim of this study was to assess the incremental cost than on-demand therapy in young haemophiliacs, but at

eftectiveness of on-demand versus prophyladic extremely high cost Binod Ca
haemophilia therapy in Germany, Sweden, the United 2005 Lippincott Williams & Wilkins.
Kingdom and The Netherlands from the third-party payers’
perspective. Using & decision tree model the cost
. effectiveness of on-demand versus prophyladic therapy
was analysed by extrapolating data from the European
M I n er 2002 65 OOO Haemophilia Economic Study to a 1-year analytic time
J horizen. Five hundred and six patients with severe
haemophilia Aand B, without inhibitors and at least 14 years.
of age. were enrolled in this study. Patients treated
prophylactically had fewer bleeds than patients treated
on-demand. With prophylactic reatment, the incremental
cost per avoided bleeding ranged from €6650 for patients.
Oosen a 30years of age or younger in Germany o €14 140 for
) patients over 30 years old in Sweden If quality of e was
taken into sccount, patients receiving prophyladic
treatment had higher mean utilities than patients on
an-demand therapy. The incremental effectiveness mstiosin
Germany were €1.2 million per guality-adjusted Iife year

g gained for patients 30 years or younger and HIV-positive
Risebrough 2008 420,000
) HIV-negative. In the group aged over 30 years and HIV-
positive the an-demand treatment strategy was dominant,
whereas in the over 30 years/HIV-negative group the

incremental cost-utility ratio wes €4.7 million per
quality-adjusted lite year. Based on our dedsion analysis,

Lippert 2005 1.2m - 2.7/m rm—————

Introduction




m Prophylaxis: proven etficacy
m FHarly prophylaxis can decrease risk of inhibitors

m Severe into Moderate- increases QOL and Life
expectancy

m Cost per bleeding episode avoided is relatively

low

B Better economic studies now available
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LCOoONomics

Know the relevant data
Prepare case based on economic AND Human criteria

Pharmacoeconomic and QOL data increasingly
important

Stress societal support — any person can develop an
“expensive” condition

Prepare to counter likely approach of emphasising most
expensive cases.




“Attacking’ most Expensive cases

Hospital Charges W1.8 Bil. to Hemophiliac

ot b cost €4m so

staff Reporter A general hospital in Seoul has charged a record-high 1.87 billion won ($1.8 million] to 2 pat

far receiving (ntensive medical treatments for 97 days. Kyung Hee Maedical Canter in northeastern Seoul sai -

Saturday that It has issued the bill to its patient, dentified by his family name Bae, 37, who suffers from fa r t ls yea r
hemophilia. According to a revised law concerning medical insurance for patients who require expensive

tredtments, Bae should pay up to 10 milllon wen and the hospital should recelve the remalning sum from ti

National Health Insurance Corp. The hospital, an affillate of Kyuna Hee Universitv. needs ta ast annroval fre FAAFTTIN WALL &%
S AR S DA KLY

|FE|n‘|iI",¢Ir defend boy's health bill T i T ool

elated Video

Family defend boy's health bill (07.02)

ar 21. 2005







