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Overview

The Fabry International Network (FIN) and the Medical Advisory Board (MAB) of FIN
collaborated to develop a FIN Fabry Treatments Survey about the current global Enzyme
Replacement Therapy (ERT) situation. This includes the reduced supply of Fabrazyme
beginning in mid 2009 and more recently the limited access to Replagal. This survey is
intended to utilize the patient perspective to examine the global impact on Fabry patients
resulting from these changes in ERT availability.

CL b Qais dPawarkl @hére every person affected by Fabry disease has the best quality
of life possible through early diagnosis, treatment and cure. The mission of FIN is to be a
global, independent network of Fabry patient associations whose purpose is to collaborate,
communicate and promote best practice to support those affected by Fabry disease.

The survey was open to all Fabry affected (male, female and children) on treatment or not
on treatment. Participants were asked to complete the following survey to the best of their
ability in an effort to help FIN share the important information collected with all Fabry
patient organisations and stakeholders worldwide. FIN ensured all participants that no
personal or confidential information will be shared.

This survey was developed by a sub-committee of the FIN Board. The Survey Committee
engaged various stakeholders including; the FIN MAB (Medical Advisory Board), FIN industry
partners and FIN member Fabry patient organisations. FIN would like to formally
acknowledge and thank Eurordis for assisting with language translation of the FIN Fabry
Treatment Survey into multiple languages. FIN would also like to acknowledge Gail Jackman
of Reach Research who completed the data analysis and power point presentation for FIN
and volunteers for their contributions.

Background

Production of Fabrazyme®, a major Enzyme Replacement Therapy (ERT) for those with Fabry
Disease, was halted in June 2009 after a viral contamination was discovered in the sole
production facility for this drug. The production interruption was expected to be temporary,
but was extended several times when new issues arose. The supply of Fabrazyme® at
completion date of this report remains at reduced supply globally. The length and severity of
the supply interruption has resulted in most that had been on Fabrazyme® in 2009 to
experience reduced access which resulted in:

9 Reduced dosage and / or missed treatments
1 Switching to Replagal®, another enzyme replacement therapy, or another treatment

T ! LJ @ ﬁ\vcﬁuyftia'lr@écatidn from treatment




Objectives

Fabry International Network, the major umbrella organisation for patient organisations
serving the Fabry community is concerned with the following:

1 How the Fabrazyme supply disruption has impacted those with Fabry
Y What can be done now to assist those in need
9 How the situation could have been / could be handled better

A survey was conducted with members of 24 Fabry organisations across 22 countries to
collect the following information:

1 How treatment has been impacted by the supply disruption

Communication channels and vehicles used to learn about the Fabrazyme shortage
and preferred channels and vehicles for learning about supply updates

9 Ways that changes in treatment resulting from the supply interruption have
impacted physical and mental health and need for medical and support services

FIN in conjunction with participating Fabry organisations, will use the information from this
survey to;

9 Identify the types of information and services that the Fabry community needs to
cope with negative impacts from the supply shortage

9 Facilitate the delivery of information and services using preferred channels and

vehicles

9 FIN is open to the opportunity to work with governments and industry to help
develop plans to resolve ongoing issues and to handle them better if they occur.




Methodology

The FIN Survey Committee designed an online survey in consultation with the FIN Board, FIN
MAB (Medical Advisory Board), FIN Industry Partners; Genzyme, Shire and Amicus as well as
professional research companies. The final draft was uploaded into an online survey
format. The English version was translated into 6 different languages; French, ltalian,
German, Polish, Portuguese and Spanish (Eurordis donated this service via their translators).
The translated surveys were entered into the online survey format (totaling 7 different
online surveys). The survey was sent to FIN members of 24 Fabry organisations across 22
countries. Members of the participating Fabry organisations were sent an email invitation
with a link to the online survey asking them to participate. The invitations were translated
from English into several languages with assistance from Eurordis translators and FIN
Patient Organisation Leaders. Reminder emails were sent to most organisation members
after about 1 month. The invitations and survey clearly identified FIN as the sponsor of the
ddz2NBSe | yR 3dzZ N} YyGSSR O2y FTARSY (0 AThefsukvéye 2 F
went live in December 2010 and data in this report represent all responses collected by
January 31, 2011. The committee translated the open-ended responses again with
assistance from FIN member patient organisation leaders.

After approaching several research companies, the committee chose Reach Research to
assist with the following:

Downloading responses from online surveys
Code open-ended responses from English translations
Clean survey responses

Tabulate findings

== == =2 =4 =

Write a report / summary (in power point) summarizing findings

A copy of the English version of the survey appears separately.
9 Atotal of 442 individuals responded to the survey in time for inclusion in this report

9 Data are reliable within +/- 5 percentage points at 95% confidence level for the total
sample of 442
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Respondent Profile

Locality

Most respondents are from North America and Western Europe. There was opportunity for
respondents to specify their country/region. The following other regions included: Turkey,
Egypt, China, Serbia and Estonia.

Age

The average age of respondent is 45 years old.

Gender
The sample splits equally by gender.

North America 52%
Europe 39%
Other 9%
Under 18 3%
18 to 25 7%
26 to 35 13%
36 to 45 24%
46 to 55 30%
56 to 65 17%
Over 65 6%
Mean Age 45 years

Gerler

Male 50%

Female 50%

Base: Total respondents

Q.2: Gender
Q3: , 2 dz&gdB

Q.1: What country/region do you live in?




Percent of

Country R Total Respondents

United States 162 37%

Canada 62 14%

Australia 29 7%

The Netherlands 29 7%

Italy 28 6%

United Kingdom 24 6%

Switzerland 18 4%

France 17 4%

Poland 13 3%

Finland 10 2%

Norway 8 2%

Belgium 7 2%

Germany 7 2%

Sweden 5 1%

Brazil 3 1%

New Zealand 2 1%

Lithuania 1 -

Ireland 1 -

Denmark 1 -

Spain 1 -

Other 7 2%

Countries

M USA
M Canada
M Australia
M Netherlands
M Italy
M UK
M Switzerland
M France
i Poland
M Finland

i Norway




Limitations

Participating Fabry organisations sent email invitations to their membership requesting
them to click on a link and complete the survey. Participation in the survey is likely to vary
by country based on:

T /2YLX SGSySaa FyR I O0Odz2N» 0 2F SIFOK 2NHI Y

9 The accessibility to computers and a high-speed Internet connection for email
delivery and survey download. Some places there are restrictions on the use of e-
mail when communicating with patients.

I Comfort with providing personal and medical information over the Internet
9 Ease of reading and responding in one of the 7 languages available

9 Dates when the original invitations and reminders were sent and likelihood that
members would be available to receive and respond to the request

The results presented are dominated by responses from the US and Western Europe. Given
that response patterns differ greatly by country/region, results should not be considered
representative of global experiences, and individual patient organizations will likely want to
examine the results for their country separately.

Members of patient organisations are typically the most informed and involved in disease
management. Further, survey respondents tend to be ones with strong feelings or
experiences that they want to share with others. Thus, while the results reported should be
useful for patient organisation decision-making, they may not be typical of the larger
population with Fabry Disease.

Detailed Findings

The detailed findings are categorised into the following areas:
9 Health and Treatment Background
1 Information about the Shortage
9 Impact of Fabrazyme® Shortage on Treatments
1

Impact of Shortage on Health and Well-Being.
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Health and Treatment Background

Degree to which respondents are affected by Fabry disease

Over half of respondents say they are severely or significantly affected by Fabry disease.
Few are not affected. Males are more affected by Fabry than females and those on ERT
treatments are more affected than those on other or no treatment.

Degree to Which Respondents Are Affected by Fabry

e
100 - Males are more affected by Fabry than females.
Those on ERT treatment are more affected than those on other or no treatment.

80
E 60 -
T 40
a

40

20 3

0 §

Severely Significantly Mild Very Little Not at All

Base: Total answering (N=427)
Q.4: How would you say you are affected by Fabry disease?




Type of Fabry Treatment at time of survey

Most respondents are on ERT and are about equally likely to be on Replagal® and
Fabrazyme®. Respondents on ERT have been on treatment for mean of 6 years, regardless
of which drug they currently receive. Of total respondents not on treatment: 30% do not

want or need it, 15% do not qualify, 10% are on a trial, 8% cannot obtain coverage or 37%
have other reasons.

Mostrespondents are on ERT treatment, and are about equally likely to be on

Replagal® and Fabrazyme®. Respondentson ERT have been on treatment for
mean of 6 years, regardless of which drug they currently receive.

Type of Fabry Treatment at Time of Survey

Replagal — 39% Ontreatment 6 years on average

Fabrazyme _ 37%  Ontreatment 6 years on average

Those not on treatment do not want or need it (30%), do
- 21% not qualify (15%), are on a trial (10%), cannot obtain
coverage (8%) or have some other reason (37%).

Not on treatment

-

Other F 3% On treatment 3 years on average
T

T T T

0% 20% 40% 60% 80% 100%

Base: Total responding (N=425 for Q.5 and N=341 for Q.8)

Q.5:  Whichtreatmentare you currently on for your Fabry Disease?
Q.8: Howlonghave you beenon treatment?

Q.6:  If you are not on treatment, why?

10




Where Fabry ERT (infusions) are received

Those receiving ERT are equally likely to get their ERT at home as in a hospital, generally
their local hospital. Infusion location varies widely across countries. UK, Canada, France
and Germany are most likely to get infusions at home. U.S, Italy, Scandinavia, Poland,
Australia, New Zealand and other countries are more likely to get infusions at hospitals.

Thosereceiving ERT are equally likely to get their infusions at

home as those in a hospital & generally their local hospital.

100

80

Percent

40

20

2 2
o o
Fabry Clinic .
Local ’ Outpatient Doctor's
Home hospital Hoapital Infusion Centre office
Infusion location varies widely across countries. UK, Base: Total answering/those receivinginfusions
Canada, France and Germany are most likely to get (N=335)
infusionsat home. US, Italy, Scandinavia, Poland, Q.10: Where do you normally receive your
Australia/NZ and other countries are more likely to get infusions? Note percentages may add to
infusions at hospitals. more than 100% since some gave multiple 10
responses
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Information about the Shortage
When respondents first learned about the Fabrazyme ®Shortages

Most people learned about the Fabrazyme® shortage in 2009, many in June when
production problems first emerged. Germany, Belgium, Netherlands and the US are among
the earliest to learn of problems.

Most learned about the Fabrazyme® shortage in 2009, many in June

when production problems first emerged. Germany, Belgium /
Netherlands and the US are among the earliest to learn of problems

| 73%
suly-December 2009 || 2%
January-June 2010 -18%
July-December 2010 -8%
2011 | 1%
o% 20w ao% 6% s 100

Base: Totalresponding/past or current users of Fabrazyme #{N=223)
Q.13:  Whendidyou first hear about the disruptionto your supply of Fabrazyme®?

12




Sources of Information about the supply shortage

Patients have learned about the shortage primarily through Genzyme, Patient Organisations
and doctors. They would prefer to receive updates from these same sources, but doctors
and Patient Organisations more. Patient Organisations are most important in Italy, France
and Scandinavia in terms of both how they learned and how they would like to receive

updates.

Patients have learned about the shortage primarily through Genzyme,
patient organisations and doctors. They would prefer to receive
ipdates from these same sources, but doctors and patient

Sources of Information About the Supply Shortage

100

" How Learned About
%0 | ® How Would Like to Learn
o f

44

w
@

w
(o]

Genzyme Patient Doctor Medical Internet Friends/ Homecare FIN Other
Organization Team Family

Base: Total answering (N=(347/358)

Q.14: Who told you about the supply problem? Responses may add to more than 1009 since some
gave multiple responses.

Q.16: Through whom would you like to receive your updates? Responses may add to more than
1009 since some gave multiple responses.
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Vehicles used to communicate about the shortage

Multiple sources were used to learn about the supply disruption, with letters being the most

common. Going forward, email is the most preferred vehicle for receiving updates on the
situation.

Multiple sources were used to learn about the supply disruption, with

letters being the most common. Going forward, email is the most
preferred vehicle for receiving updates on the situation.

Vehicles Used to Communicate About Shortage

P ®m How Learned About Shortage
100 1 How Would Like to Learn
80 - Email is the most preferred
20 vehicle for updatesin all
60 countries, although the strength
E of preference varies.
I 40
40 34
20
20 15 15
0 e
Letter Ermail Phone Intern et Large Group Cther
US respondents prefer to receive updates vialetter and phone more than Meeting

other countries, while France shows greater preference for the Internet and J
group meetings.

Base: Totalanswering [N=343/355)

@..15: How were you told about the supply problem? Responses may add to more than 100% because some gave multiple responses.
Q.17:  Howwould you like to receive your updates? Responses may add to more than 100% because some gave multiple responses,
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Percentage believing each party is keeping them up to date (Fabry
Patient Organisation, Fabry Treatment Centre/Doctor, Genzyme or

Homecare Company).

A majority in all countries except for UK/Ireland believe the Fabry Patient Organisations do
the best job in keeping the Fabry community informed about the Fabrazyme® shortage. At
least a third in all countries except Italy believe Treatment centres and Genzyme do a good
job and homecare companies do best in Canada and UK/Ireland.

Fabry patient organisations are the best source keeping the Fabry
community informed about the Fabrazyme® shortage.

Percentage Believing Each Party Is Keeping Them Up-to-Date

Percent

Fabry Patient Fabhry Treatment Genzyme Homecare
Organisation Centre/Doctor Company

Base: Total answering (N=approximately 300)
Q. 18: Do you feel you are being kept up to date with what is happening with Fabrazyme and its availability by each
of the parties? Percentages shown are “yes” responses..

15




Percentage believing more could have been done

Overall, half believe more could have been done with regard to educating the Fabry
community about the supply shortage. However, attitudes vary widely across countries.

Overall, half believe more could have been done with regard to
educating the Fabry community about the supply shortage.

However, attitudes vary widely across countries.

Percentage Believing More Could Have Been Done

Percent

ttaly  Peland/ France UsA  Germany/ Australia/ Seandinavia UK/ Canada  AllOthers  Belgium/
Lithuania Switzerlan Mew Ireland Netherlands
d Zealand

Base: Totalanswering(N=362) Cautionsmall bases on manyindividual country
percentages.

Q.19: Do youfeel more could have beendone? Percentagesshownare“yes”
responses.
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Impact of Fabrazyme ®Shortage on Treatments

Fabrazyme ®treatment during shortage

Most on Fabrazyme® before the shortage received a reduced dose during shortage (time of

survey). About a third was taken off Fabrazyme®. Germany/Switzerland is the only area

where more than a quarter continued to receive full doses. At the time of the survey,

Canadians, French, Italians and Scandinavians are most likely to have switched to Replagal®.
Those in the US, Australia and New Zealand were least likely to be taken off Fabrazyme® or

be switched to Replagal®.

Most on Fabrazyme® before the shortage received a reduced dose during

the shortage. About a third were taken off Fabrazyme®. Few got full

Percent

/

100 Germany/
Switzerland is
the only area

80 where more

thana
quarter

60 - continuadteo

receive full
doses.,

40 4 —v—

12
20
0 E
Full dose of
Fabrazyme®
(1.0 mgtkg)

doses.

Reduced dose
of Fabrazyme®

Base:  Respondents answeringthose on Fabrazyme® at time of shortage (N=234)
Q.9 Duringthe ERT shortage which dose were you put on?

Fabrazyme Treatment During Shortage

hose in the US,
Australia and New
Zealand were least

likely to be taken off

Fabrazyme® or be
switched to
Replagal®.

Taken off ERT

entirely

Switched fo
Replagal®

Canadians,
French,
Italians and
Scandinavians
are most likely
to have
switchedto
Replagal®
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The Number of Fabrazyme ®Treatme nts Missed Since Supply
Disruption

Over two thirds have missed Fabrazyme® treatment during the shortage (at the time of
the survey). About a third has missed 6 or more treatments. Europeans (except

Poland) and Canadians are least likely to have missed Fabrazyme® treatments.

Over two thirds have missed Fabrazyme® treatments during

the shortage. About a third have missed 6 or more treatments.

Number of Fabrazyme® Treatments Missed Since Supply Disruption

Peroont

None 1-2

34 5-6

Morethan6

Base: Respondents answering/those on Fabrazyme ®at time of shortage (N=270)
Q..11: How many infusions have you missed since the Fabrazyme ®supply has been disrupted?

18




Reasons for Stopping Treatment

The major reasons for stopping treatment are related to the Fabrazyme® shortage, and
resulting missing of treatments or receiving reduced doses or switching to Replagal®.

The major reasons for stopping treatment are related to the

Fabrazyme® shortage, and the resulting missing of treatments or
receiving reduced doses or. switching to Replagal®.

Reasons for Stopping Treatment

100 Amajority of respondentsin all countries
except Germany, Italy and other countries
® cite the shortage as a reason for stopping

treatment.

Percent

Shortage Geftingtreatments ~ Switched  Medicalissues/ Holiday! Price/
less often or o complications tr::t:rr:nt vacaion  payment/ Donated  Other

insurance tochild
issues

reduceddose  Replagal® but cannot

getit

Base: Respondentsanswering/those who stoppedtreatment (N=107)

Q..7:  Ifyoustoppedtreatment, why?Responsesincluded: Holiday/vacation, shortage, other, not applicable & Describe any
interruptions of ERT.

** Respondent Comments z Appendix A (p28)
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Changesto medications since being on reduced dose of Fabrazyme®
or switching treatments

Since being on reduced dose of Fabrazyme® or switching treatments 29% had made changes
to other medications and 71% had not.

Changesto medications since switching to Replagal®

Since being switched to Replagal® 75% had not made changes to other medications and 25%
had.

Overall a fifth of all respondents had other medications changed after adjusting for those
whose Fabry treatments did not change.

Limitations
Reasons for medication changes were not requested so cause of change in medication is not
established.

About a quarter of those whose Fabry treatments were impacted by

the shortage also had changes made to their other medications.

Whether Other Medications
Changed Since Being on
Reduced Dose of Fabrazyme®

or Switching Treatments Yes mNo

Whether Other Medications Changed
Since Switching to Replagal®

Yes mNo

Base:  Respondents answeringthose on reduced dose of Base:  Respondents answeringthose who switched
Fabrazyme or switched treatments (N=212) to Replagal (N=93)

Q.21 Since being on reduced Fabrazyme or switching 0.22  Since being switched to Replagal, have there
treatments, have there been changes made to your beenany changes made o your other
other medications? medications?

A fifth of all respondentshad other medications changed after
adjusting forthose whose Fabry treatments did notchange

20




Who recommended change in Fabry treatment

a2al OKIy3ISa AY ClIOoNE GNBFUGYSY(d ¢ Shidduaky A G A

played an important role in many cases.

Most changes in Fabry treatment were initiated by one’s Fabry
doctor. However, individuals played an important role in many

cases.

Who Recommended Change in Fabry Treatment

Fabry doctors
recommendedthe change in
amajority of casesin all
countries exceptthe US,

100

Individuals with Fabry

80 Poland and other countries. were mostinvolvedin
recommendingthe change
z in Germany,
5 60 1 Belgium/Netherlands and

Australia/New Zealand.

40 -

20

Fabry Doctor Yourself Local Treatrment Other
Physician Centre

Base: Respondentsanswering/those who had medications changed (N=136)

0, 23 Who made the recommendation for you to change your Fabry treatment? Percentages may add to more
than 100% because multiple responses were accepted,

21
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Impact of Shortage on Health and Well -Being

Limitations

In interpreting the positive and negative effects, please note that the base sizes are not the
same. About 140 respondents who had a change in medication said they had some sort of
negative impact from the change. Only 42 of these same individuals said they had a positive
impact and only 14 said they felt better or had fewer symptomes.

The negative effects since being on reduced dose of Fabrazyme ®
transferring to Replagal ®or stopping treatment.

21% had no negative effects, 24% had no answer and 55% reported negative effects of
those whose treatment was affected. Physical symptoms, especially pain, fatigue, Gl
problems and neuropathy are the most common problems.

A majority of those whose treatment was affected report a negative

) el q. P 91l
L Types of Negative Effects from Changes
HHEE ~__inFabrv Treatment (Unaided)
WmYes ENo No Answer

Switched to Replagal  ® On Fabrazyme

4

PN —————————— 37%
Fatigue/lack of energy A’ <o 339
Glproblems | 28°% 904
Neuropathy/pain in extremities | At 250,
55% Fabry symptoms unspecified — 183
__j-\\\ Heart condition — 149, 18%
< Stress/depression | 70, 18%

Hearing loss/tinnitus J—i.ﬁ_" 12%
Kidney function s co, 13%
Sweatless/heat intolerance |mm—" ,8%
Dizziness/lack of balance h a0, L0%
reportanegative effect (65%) than Headaches/migraines jum 50, 5%
those who switched to Replagal {(51%). Mini-stroke, TIA  wlidhs 45,
Howsever, those with problems Shortness of breadth/breathing...} 1o3%
reported similar negative effects. Other |E—5e™ %

Those on Fabrazyme more often

0% 10% 20% 30% 40%

Base: Respondentswhose Fabrytreatment has changed since supply disruption (N=270)/Those with negative side effects (N=94 onFabrazyme
and 39 who switchedto Replagal

Q.24: Since beingonreduced dose of Fabrazyme, transferringto Replagal or stoppingtreatment, hasthere been any negative effects? If so,
please describe.

22




Positive effects for those on reduced dose of Fabrazyme ®

Very few reported a positive impact after changing treatments. Some who switched to
Replagal® report improved health and shorter infusions.

Very few report a positive impact after changing treatments. Those
on a reduced dose of Fabrazyme® like having more free time. Some

who switched to Replagal® report improved health and shorter

Types of ‘Positive Effects from Changes
in Fabry Treatment (Unaided)

Whether Any Positive
EhcCls ' Total m OnReplagal® = OnFabrazyme®
Yes ® No/no answer S 2ax%
Fewer Fabry symptoms/ffeel better 41%
No change in health/no negative
impact
Shorter infusion time 34%

i L 19%
Less frequent treatments B 3% "

~ 2%
Less need for other medications LB"

‘ 0%

T T

0% 10% 20% 30% 40% 50% 60% 70% 80%

Base: Respondentswhose Fabry treatment has changed since supply disruption (N=270)/Those
reporting positive effects (N=42)

Q.25: Since beingonreduced dose of Fabrazyme, transferringto Replagal or stopping treatment,
please tell us of any positive effects.

** Respondent Comments z Appendix C (p 30)

Participant responses are personal comments.

All treatment decisions should be made with a qualified physician.
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The degree in which selected side effects occurred after change in
treatment.

Consistent with the unaided responses, fatigue and pain are the side effects experiences
most acutely and by most individuals.

In a separate question, nearly all (87%) said the prospect of missing or switching treatments
worried them.

Limitations

1 The percentages in this question are only among those reporting a problem (139
individuals out of 270 having a change in medication).

9 Q26 has a variable base of 200 because not all answered. It is assumed that those
respondents who did not answer did not experience the problem, but it is difficult to
determine this.

9 When prompted with possible problems, people are more likely to report
affirmatively, even if it is an extremely minor issue on one day.

T Ly GKA& AyadlyOS 2y8 g2dA R | aadzy$S GKI

of medical significance.

9 Respondents who report some organ-related issues are not necessarily organ failure
but include less favourable test results as confirmed in the range of open-ended
comments received in Q2

Consistent with the unaided responses, fatigue and pain are the side

Degree to Which Selected Side Effects Occurred After Change in Treatment

® Much More A Little More
100
Ina separate aided question, nearly
all {87%) said the prospect of missing
80 58 orswitching treatments worried
65 them.
_ 60 -
c
8
g
40
20

) _a—
laney Reduced Brain/

Fatigue! Pain Stomach Hearing/ H
Lethargy Pain Balance Problerms  Problers  Sweating Stroke
Problerns

Base:  Respondents answeringthose who experienced change infreatment (N= approximately 200)

(.26 What effects have you noticed through missing infusions andfor being on reduced dose of Fabrazyme “or switching to Replagal® ?

Note:  Responses shown represent those respondents answering much mare or alittle more on a S-point scale consisting of much more, a
fttle more, no change, a litle less and much less.
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Frequency of monitoring of Fabry patients by Fabry specialist during
the Fabrazyme ®shortage.

Less than a third of those whose treatment was impacted are seeing a Fabry specialist at
least quarterly. Most are being monitored only once or twice a year.

Those now receiving Replagal® are more likely to be monitored and tend to be getting

tested slightly more often.

Less than a third of those whose treatment was impacted are
seeing a Fabry specialist at least quarterly. Most are being

Frequency of Being Monitored by Fabry Specialist
During Fabrazyme® Shortage

100 -
80 - Those now receiving Replagal®are more likely to be monitored and tend to be getting
y = tested slightly more often.
o 60 -
e
[
a 40 - 19 28 25
11 16
20 - 3
0 -
Monthly Every 2 Months Every3 Months Every6 Months Annualy Notat all

Base: Respondents answeringfthose receiving treatrnent (N=245)
Q.27:  Duringthe Fabrazyme shortage, are youvisiting your Fabry Specialist Centre to have bloodtests and monitoring?
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Overall Summary
The FIN Fabry Treatments Survey has identified the following via responses:

T
T

= = =4 =4 = =A = =4 =4 =4 =4 =

= = =4 =4 =9

Many are severely / significantly affected average age being 45 years.
Overall, males appeared more affected than females.

Those on treatment are equally likely to be on Replagal® or Fabrazyme® and have been on
treatment for mean of 6 years.

Those not on treatment, either do not want or need it or have other reasons.

Those receiving ERT are equally likely to get their infusions at home as those in local hospital
however this varies from country to country.

Most learned about the shortage problem in June 2009.

Patients learned about the shortage via Genzyme, Patient Organisations and Doctors.
Patients prefer updates from same sources but doctors and Patient Organisations more.
Email is the most preferred vehicle for receiving updates about any changes to treatments.
Fabry Patient Organisations do the best job in keeping the Fabry community up to date.

Over half believe more could have been done with regard to educating Fabry community
about shortage.

Most on Fabrazyme® before shortage receive a reduced dose during shortage. A third were
taken off and few got full dose.

Two thirds missed Fabrazyme® treatments & one third missed 6 or more.
Shortage was the main reason for stopping treatment for Fabry disease.
About a quarter of those on Fabry treatments had changes to other medications.

Most changesin Fabry ERTO NB I G YSY & 6 SNB Ay A (oA HoweSeR 0 &
individuals played a role in many cases.

Majority of those whose treatment was affected report a negative impact.

The most common physical symptoms: pain, fatigue, Gl problems and neuropathy.
Very few reported a positive impact after changing treatments.

Some who switched to Replagal® report improved health & shorter infusions

Fatigue & Pain are side effects experienced most acutely by those after change in ERT
treatment

Less than a third of those whose treatment was impacted are seeing a Fabry specialist at
least quarterly.

Most are being monitored once or twice a year.

Those now receiving Replagal® are likely to be monitored and tend to get tested slightly
more often.
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Conclusion

Overall the survey has revealed some interesting indications of how the supply interruption was

received by the global Fabry community. The survey took advantage of a free Internet application.

Participation in an online survey was not possible for everyone and this varies between global regions

and dependent upon many factors includingasoutA Y SR Ay (G KS W[ AYAGIGA2Ya&(

Conclusions from the FIN Fabry Treatment Survey:

9 Male patients on ERT were generally more affected by Fabry than females.
9 The number of females responding to the survey was equal to the number of males.

9 Even though the survey was distributed in seven different languages the predominantly
English speaking countries dominated the responses.

Communication about the supply disruption reached the majority of patients in a reasonable
time frame, but improvements could be made.

9 Fabry patient organisations did the best job of informing the patient community about the
shortage.

9 Globally the majority of patients on Fabrazyme® has been on a reduced dose and has missed
treatments.

9 Inthe US and some other regions, Replagal® is not commercially available as it is not
licensed and therefore unavailable as a form of treatment. The results presented are
dominated by responses from the US and Western Europe. Given that response patterns
differ greatly by country/region, results should not be considered representative of global
experiences.

1 The analysis presented is based on a collection of 442 individual responses representing a
proportion of the global patient population receiving Fabry treatments, and so has value
both as feedback for the FIN, Fabry Stakeholders and the Fabry population as a whole. It
may also be useful for other groups facing similar difficulties in the future.

1  We learnt the importance of structure and wording of surveys and how easy it is for simple
guestions to be misinterpreted especially when translated.

Finally FIN thanks all those who responded to the survey providing highly valued insights into
personal experiences. The Fabry shortages have had a huge impact on patients and ALL Fabry
stakeholders at large. Many lessons can be learned from this experience as highlighted in this survey
report.

Megan Fookes
Board of Directors
Fabry International Network
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Appendix A -2 AOPT 1T OAG O 1x O) £ Ui 6 001 pPA

specify

G a &n aad | have been cut back to once a month, | am furious; | do not want my son to suffer

TNREY G(GKAad® {2YS2yS yS8SRa (2 R2 a2YSOKAYy3d y20ds

Gae@ ClLoN}Te&YS R2aS 461 a Odzi Ay KIfF az2vYSiays$s
0Since the beginning of the shortage, | have donated all of my doses of Fabrazyme to my 10 yr old
azyoe

1% z

G{ K2NJIF3S 2F CFLoNITedYsS (A0S y2¢6 agArAiOKSR i

(s}

GDSGGAYT M GAYS | Y2yGKX y2G o0AsSS|fte

GL FY AGAEE 6FAGAYT F2NJ GNBIF GYSY G ZyfQskrafed shdl 3

FSStf KSfLXSaa FyR a!5%X G22 oFR AdG Ittt A& 0S8

6285 2yfte 3ISG I GNBFrGYSYyd YreoS GsA0S Ay GKNBS

A % 4 oA x

other week. Because of the shortage andithas T ¥ SOU SR dza ®¢

lj
I q

O« »

2

G5dzS G2 akK2NIIF3IS 2F CIoNI¥T@&dy$sS R2a$S o1& RSONBI &aSH

aDSyT&aYys KIR LINRPG6ESYa YR 61a dzylo6t$S G2 LINE

GL ad2L) 200l aAraz2ylffe RdzS (2 62N] Fél& FTNRY
itfromG AYS (2 GAYSdé

Gt NAOS 68y dzdd ! yRZ KI @S (2 LI& Ay FROFHyOS

L O dzNN3E ypprdxitnateNBn@-Galk dBry prescribed amounts of Fabrazyme due to the
AK2NI I 3S ¢

Q-

GL FY a2 YIR F62dzi GKS aK2NI 3 SBativtBe hatkdsgaing Y &
2 VKKKE

ONephrologists decided he did not want to continue to sponsor my IRB for Replagal. | have not had a
treatment in 8 months because the closest GeneticistA @ o K2 dzNBRA | g & d¢

& Y A RrgnSplntationt 6 SS{ &¢

GL AYAGALFff & FebrafgmeNdBtBudz0 BdreasdiRsiamPtonss, Fwas switched to
wSLX 3 f €

65dz8 G2 ClLoNXT&@ys$S NIy 2dzi=u/KmRodi2 OKIy3IS (2
four times in the past year

G¢KS int2ryiptién was when the drug company stopped giving us the drug to get the
govery YSy G G2 LI & F2NJ Aloé
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Appendix B 7 Responsesto Q2403 ET AA AAET ¢ 11 OAAGAAA

Fabrazyme® transferring to Replagal ®or stopping treatment have there
AAAT AT U T ACAOEOA AEEAAOOe ol AAGA

(0p))

R2a

(0p))

Gaé& ClIONYT &y g & @adelhad fotgof gaihét T & 2
GLYONBRAOGES FIFdA3IdzSz O2yadlyd yIlFdzaSlh
constant neuropathy, increase in angiokeratomas, increased migraines, restless legs and
muscle cramps, gastro-intestinal issues and unexplainS R KSI R LJ Ay ¢

G{ SOSNB LI AYy Ay o0l O13xX 22Ay0iasx KIyRa:z
tFAya NBOGdzNYSR F2NJ I gKAf S¢

GL KIFIR 0SSy 3SGdAy3a Y2NB (GANBR ¢gKSy 2
with Replagal, | have been a lot better, more energy than what | had on full treatments of
CFLoN¥T&YSsSe

GDNBIFGSNI FIFGATdzZSZT Y2NB LI AysS KIFNRSNI

GLYONBFaSR LI Ayas AYONBFaSR RAINNK2SI
OKIFy3Sat¢

G{d2YI OK LINR O f S Yan, htatdsoblemz, MEeSiries bYe2thids problems,

lackof SY SNH& Y2NB ASOSNBE GKIYy 06ST2NB¢

G{AIYAFAOFY(d AYONBIasS Ay ySdz2NPLI GK& A
hearing and increased fatigue. These have resulted in missing more work and increased
92 NNE P&

z

G{ OFNBR (2 RSIFIGK FT2NI Ye {2y |

<,

GL AyAdGAlLffte gka 2y NBRAzOSR S
wasOKlF yaSR (2 wSLXF3IrEd {AyOS O02YYSyOA

Gb2d GKIINBL old¥i 1IO2dzZf R 6S a2YSGKAY3I AYyaGSNYI €

GYARYSe& TFI Af dz2NBE

DISCLAIMERThe included responses are individual quotes and do not necessarily
represent the entire Fabry community.

R CI KSNE

ODbAA

YSGAY

3 RAI

FTAY3S

Yy NBR

2 KSI

w S Rdz

y Yeé

R2a4S8S 2F CIF oNJT|&
2 y3 Tdz
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Appendix C Respondents to Question25 O3 ET AA AAET ¢ 11 OAA

Fabrazyme, transferring to Replagal or stopping treatment, please tell

OO0 T £ ATU PiI OEOEOA AEZAAOOeb-

Majority of respondentssaid ¢ b 2 y S €

Gl S KIFIR y2 RAFTFAOMA GASas

b2 f2y3ISNI SELISNASYOS OKNRYAO O2yaidAaLlLld dAazy
(No need for EPO shots or iron supplS Y Sy (i & €

0Since transferring to Replagal, | went deer hunting by myself, go a deer, and dragged it out
myself. The year before on reduced treatments of Fabrazyme, | had to have my brother-in-
law drag my deer out and | could not even walk as fast as he did. On Replagal, | feel much
better and can do a lot of things that | could not do before. May of 09 it took me 3 hours to
mow the lawn, having to stop every 5-10 min. In September of 2010, | could do it in 45 min.,
like | could do before | had found out abouli CIl 0 NBE 5A &SI &S dé

aLa GKAA | 2218 ljdsSatAaz2yKe

qd Saa FLdA3aAdzST fS&da LIAYI RSLINBaarazysé

G{ K2NISNJ AyFdzaAz2y GAYSE

«C2dzy R 2dzi L KI @S | aS@OSNB QGAllI YAY 5 RSTAO
G{AyOS aildFNIAy3a wSLI I3t L Y y2 f2y3ISNI Ay
GL 0StASGS AlG 61+ a&a oSEVESME 6KSYy L ol & dzaAy3
Gb2 NBIFOlA2Yy &t

GL KI @S 0SSy OSNE gStt airAyoOoS o0SAy3a 2y wSLx

G { K 2thk geMdd of infusion (one hour versus 4 hours) when switching from Fabrazyme
G2 wSLXF3Ffe¢

Gb2 LRAAGAGS STFFSOUGZ 20KSNJ OGKIyYy GKFy{ Fdz F

oSince transferring to Replagal | have not noted any significant changes to my overall
KSIt OGK®dé

L FSSt (GKS alyYS o0dzi [h+9 GKS &K2NISNI AYTdz
¢Significantly reduced infusion time; no need for pre-Y SR & €

DISCLAIMERThe included responses are individual quotes and do not necessarily
represent the entire Fabry community.
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