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ABSTRACT
Background Agalsidase β is a form of enzyme
replacement therapy for Fabry disease, a genetic disorder
characterised by low α-galactosidase A activity,
accumulation of glycosphingolipids and life-threatening
cardiovascular, renal and cerebrovascular events. In
clinical trials, agalsidase β cleared glycolipid deposits
from endothelial cells within 6 months; clearance from
other cell types required sustained treatment. We
hypothesised that there might be a ‘lag time’ to clinical
benefit after initiating agalsidase β treatment, and
analysed the incidence of severe clinical events over time
in patients receiving agalsidase β.
Methods The incidence of severe clinical events (renal
failure, cardiac events, stroke, death) was studied in
1044 adult patients (641 men, 403 women) enrolled in
the Fabry Registry who received agalsidase β (average
dose 1 mg/kg every 2 weeks) for up to 5 years.
Results The incidence of all severe clinical events was
111 per 1000 person-years (95% CI 84 to 145) during
the first 6 months. After 6 months, the incidence
decreased and remained stable within the range of
40–58 events per 1000 patient-years. The largest
decrease in incidence rates was among male patients
and those aged ≥40 years when agalsidase β was
initiated.
Conclusions Contrary to the expected increased
incidence of severe clinical events with time, adult
patients with Fabry disease had decreased incidence of
severe clinical events after 6 months treatment with
agalsidase β 1 mg/kg every 2 weeks.
Trial registration number NCT00196742.

INTRODUCTION
Fabry disease (OMIM #301500) is a rare, X
linked, multisystemic, multiorgan disorder in which
globotriaosylceramide (GL-3) and other glyco-
sphingolipids accumulate within lysosomes due to
deficient activity of α-galactosidase A (α-GalA).1 2

The progressive accumulation of GL-3 in multiple
cell types is ultimately associated with severe,
potentially life-threatening target-organ complica-
tions,3 including cardiac events,4 stroke,5 renal
failure6 and premature death.7 8

The spectrum of clinical presentations is wide
and includes the severe classic male phenotype,

later-onset variant phenotypes and variable clinical
presentations in female patients ranging from
asymptomatic to, occasionally, a severe classic
phenotype.1 2 9

Since 2001, enzyme replacement therapy (ERT)
has been available for treating patients with Fabry
disease.10 11 Agalsidase β (Fabrazyme; Genzyme, a
Sanofi company, Cambridge, Massachusetts, USA),
a form of recombinant human α-GalA, is approved
for use as ERT in Fabry disease in the USA, Europe
and many other countries throughout the world.
Clinical trials of agalsidase β at dose 1 mg/kg every
2 weeks have shown that treatment results in the
complete clearance of GL-3 deposits in the vascular
endothelial cells of the kidneys, heart and skin at
6 months in the majority of adult patients, thereby
reducing the overall glycolipid burden,10 12

although minimal clearance was observed in cardio-
myocytes and podocytes.12 13

Due to the relatively recent availability of ERT, and
the commonly occurring delays in diagnosis,14 15

ERT has been initiated in many patients after substan-
tial target organ damage has occurred. Not unexpect-
edly, therefore, serious Fabry disease-related clinical
events have occurred in these patients despite ERT16–

18 and the use of ERT for patients with advanced
kidney disease has been questioned.19 The key ques-
tion, however, is not if ERT completely prevents
severe clinical events in patients with Fabry disease,
but whether ERT reduces the incidence and/or pro-
gression of severe clinical events. Given the difficulty
and ethical concerns of conducting long-term
placebo-controlled clinical trials in patients with
Fabry disease, patient registry data are needed to gain
insights into the effect of ERTon the incidence rates
of severe clinical events.
In this study, we analysed data from adult patients

with Fabry disease enrolled in the Fabry Registry
(ClinicalTrials.gov identifier: NCT00196742) with
the objective of determining trends in the incidence
of severe, potentially life-threatening clinical events
over time in patients receiving up to 5 years treatment
with agalsidase β, at a dose of 1 mg/kg every 2 weeks.
The analysis was limited to adult patients, as severe
clinical events are relatively uncommon in childhood
due to the relatively slow disease progression observed
in the majority of patients with Fabry disease.

Open Access
Scan to access more

free content

Ortiz A, et al. J Med Genet 2016;53:495–502. doi:10.1136/jmedgenet-2015-103486 495

Therapeutics
 on M

ay 22, 2023 by guest. P
rotected by copyright.

http://jm
g.bm

j.com
/

J M
ed G

enet: first published as 10.1136/jm
edgenet-2015-103486 on 18 M

arch 2016. D
ow

nloaded from
 

http://dx.doi.org/10.1136/jmedgenet-2015-103486
http://dx.doi.org/10.1136/jmedgenet-2015-103486
http://dx.doi.org/10.1136/jmedgenet-2015-103486
http://crossmark.crossref.org/dialog/?doi=10.1136/jmedgenet-2015-103486&domain=pdf&date_stamp=2016-03-18
http://jmg.bmj.com
http://jmg.bmj.com/


METHODS
Study design
The Fabry Registry was initiated in 2001 as part of an initiative
to help healthcare professionals involved in the treatment or
diagnosis of Fabry disease better understand the disease and its
management, and to help create treatment monitoring guide-
lines for the disease. Patient participation in the Fabry Registry
is voluntary and the total number of patients with Fabry disease
who will participate in the Fabry Registry and the associated
person-years of follow-up are not predefined. It is at the discre-
tion of the treating physician to determine the testing protocol
for each patient.

Inclusion/exclusion criteria
To be included in these analyses, Fabry Registry adult patients
must have received agalsidase β as their initial source of ERT
given at or near the recommended licensed dose of 1 mg/kg
every 2 weeks (average dose range: ≥0.9 to <1.1 mg/kg every
2 weeks) for up to 5 years. Adult patients aged ≥18 years at
ERT initiation were eligible for this analysis. Patients who devel-
oped end stage renal failure (signified by dialysis or transplant)
before starting agalsidase β were excluded because they have
already had an irreversible organ failure. Fabry Registry patients
with other pretreatment clinical events were included in our
analysis. Patients with non-classic, later-onset variant mutations
(p.Asn215Ser (N215S), p.Arg112His (R112H), p.Ala97Val
(A97V), p.Gly35Arg (G35R), p.Ile317Thr (I317T),
p.Arg301Gln (R301Q); n=56),20–25 as reported in the ‘fabry-
database.org’ Fabry mutation database,26 27 were excluded from
the analysis. The ‘fabry-database.org’ database of clinical pheno-
types, genotypes and structures of mutant GLAs has been built
by the research group led by Dr H Sakuraba in order to help
researchers and clinicians who study Fabry disease. The database
currently contains more than 640 different mutations.27

Moreover, individuals with non-pathogenic Fabry gene poly-
morphisms (p.Asp313Tyr (D313Y), p.Arg118Cys (R118C);
n=3)28–30 were excluded. No patients in the cohort had a p.
Ala143Thr or IVS4+919G>A mutation, or the polymorphism
p.Glu66Gln (E66Q). The analysis population included: (1)
patients with mutations categorised in the ‘fabry-database.org’
Fabry mutation database as being associated with ‘classic’ Fabry
disease; (2) patients with mutations not entered or classified in
this database; (3) patients for whom mutations were not
reported in the Fabry Registry.

Outcomes and follow-up
Death due to any cause, and the following three severe (poten-
tially life-threatening) clinical event categories were included in
the analysis: (A) renal events: chronic dialysis (>40 days) or
renal transplantation; (B) cardiovascular events: myocardial
infarction, first-time congestive heart failure, atrial fibrillation,
ventricular tachycardia, evidence of progressive heart disease
sufficiently severe to require a pacemaker, heart bypass surgery,
coronary artery dilatation or implantation of a cardioverter/
defibrillator; and (C) cerebrovascular events: haemorrhagic or
ischaemic stroke. The outcome was defined as the time to death
or the first event in any of the above predefined categories.
Exposure time started when each patient began agalsidase β
treatment, and ended at the time of their first reported severe
clinical event after starting ERT, when they stopped receiving
agalsidase β (due to treatment interruption or switch to another
source of ERT), or at the last follow-up visit. Follow-up data
were not included beyond 25 June 2009 because many patients

began temporary agalsidase β dose-reductions due to an inter-
ruption in the manufacturing process and a subsequent global
shortage of agalsidase β around this time. Follow-up time was
censored at 5 years on agalsidase β treatment because in 2009
relatively few patients had been on ERT for longer than 5 years.

Statistical methods
Descriptive statistics were used to summarise the demographic
and medical characteristics of patients at the time of agalsidase β
initiation. Continuous variables were compared using the
Wilcoxon test and categorical variables were compared using
the χ2 or Fisher’s exact test, when appropriate. For the inci-
dence rate tables, the rate for the first event per 1000 patient-
years of follow-up time and the associated 95% CIs were com-
puted for each time period on treatment.31 Total patient-years
of follow-up time was calculated as the sum of follow-up times
for each patient within each specified category. Incidence rates
were calculated for all patients and further stratified by: (A) non-
renal event prior to first agalsidase β infusion (‘pre-ERT event’);
(B) median age at initiation of agalsidase β treatment; and (C)
gender. Finally, Cox proportional hazards regression models
were used to evaluate the impact of risk factors associated with
severe clinical events, including a severe non-renal event prior
to first ERT, age at agalsidase β initiation and gender. The small
number of excluded individuals with Fabry gene polymorphisms
or later-onset variant mutations did not allow for a meaningful
separate analysis of these groups to assess time to treatment
benefit in these groups. Statistical analyses were performed
using SAS statistical software V.9.2 (SAS Institute, Cary, North
Carolina, USA). An α level of 0.05 was used as the criterion for
statistical significance.

RESULTS
Patient disposition
As of 25 June 2009, 1044 adults with Fabry disease (641 men,
403 women) treated for up to 5 years with agalsidase β (average
dose range: ≥0.9 to <1.1 mg/kg every 2 weeks) were included
in the present analysis. Mean (SD) time on agalsidase β was 2.8
(1.8) years with a maximum follow-up of 5 years. The median
age at which agalsidase β was initiated was 40 years (IQR: 31–
50 years) and it was used for further subgroup analysis.

Baseline patient demographics
The baseline characteristics at the time of initiation of agalsidase
β treatment are shown in table 1. Many patients had advanced
disease with a frequency of pre-ERT events of 17% , left ven-
tricular hypertrophy (LVH) 61%, and an estimated glomerular
filtration rate (eGFR) <60 mL/min/1.73 m2 of 24%.
Furthermore, patients who started agalsidase β treatment at age
≥40 years had more evidence of renal and cardiac organ
damage compared with patients who started treatment at age
<40 years (table 1). In patients who started ERT at age
≥40 years, the proportion of patients with eGFR <60 mL/min/
1.73 m2 was 33% compared with 15% of those who initiated
ERTat age <40 years. Similarly, more patients who started treat-
ment at age ≥40 years had a baseline urine protein:creatine ratio
of >0.5 g/g (54% vs 38%), LVH (79% vs 37%), arrhythmias
(30% vs 17%), systolic blood pressure >130 mm Hg (47% vs
35%) and diastolic blood pressure >80 mm Hg (46% vs 30%)
compared with those who started ERT at age <40 years.
Missense (42%) and nonsense mutations (14%) were most com-
monly reported, followed by frameshift mutations (10%).
Genotype data were not available for 27% of the patients (see
online supplementary table S1). Four hundred patients had
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mutations categorised in the ‘fabry-database.org’ database as
being associated with classic Fabry disease, whereas 365 patients
had mutations not entered or classified in this database.27

Type and timing of first severe clinical events following
initiation of ERT
Overall, 177 of 1044 (17%) patients had a severe clinical event
within 5 years of agalsidase β treatment initiation: 120 events
occurred in 641 male patients (19%) and 57 events occurred in
403 women (14%). For all patients, cardiac and renal events
were the most common, followed by strokes and death. The
absolute number of events, defined by clinical category over
time following initiation of ERT for men and women are shown
in online supplementary figure S1. In 54 of 177 (31%) patients
with severe clinical events, the first event occurred during the
first 6 months of ERT. The pattern of first event occurrence
appeared similar across individual event types, except for death
which was uncommon throughout the maximum follow-up
interval. The event subtypes together with the overall frequen-
cies of occurrence are shown in the online supplementary table
S2. Of the cardiovascular events, ventricular tachycardia (2%)
contributed the least to the first event in the composite (other
cardiovascular events: myocardial infarction 7%, first-time con-
gestive heart failure 6%, atrial fibrillation 8%, evidence of pro-
gressive heart disease sufficiently severe to require a cardiac
procedure 16%).

Incidence of combined severe clinical events over time
following initiation of ERT
Clinical events were combined when calculating incidence rates,
as there were too few events to analyse incidence rates for indi-
vidual categories (cardiac, stroke, renal and death). The

incidence rate was 111 events per 1000 patient-years (95% CI
84 to 145) during the first 6 months, followed by decreased
incidence rates with longer exposure to agalsidase β (figure 1).
After 6 months of ERT, the incidence rate for severe clinical
events decreased and remained stable within the range of 40–58

Figure 1 Incidence rate of severe clinical events (rate per 1000
patient-years with 95% CIs) over time following initiation of enzyme
replacement therapy.

Table 1 Baseline characteristics of adult patients with Fabry disease receiving agalsidase β (1 mg/kg every 2 weeks) as their initial source of
ERT and included in the study

Characteristic
All patients
(n=1044)

Age <40 years at
first treatment
(n=526)

Age ≥40 years at
first treatment
(n=518)

p Value
(comparing age groups)

Men, n (%) 641 (61) 390 (74) 251 (49) <0.01
Severe clinical event pre-ERT,* n (%) 172 (17) 35 (7) 137 (26) <0.01
Renal factors
eGFR,† n 695 349 346

Mean±SD (mL/min/1.73 m2) 85±34 100±33 70±27 <0.01
<60 mL/min/1.73 m2, n (%) 166 (24) 51 (15) 115 (33) <0.01

Protein:creatine ratio, n 461 227 234

>0.5 g/g, n (%) 213 (46) 87 (38) 126 (54) <0.01
Cardiac factors
Echocardiography (pre-ERT), n 667 293 374
LVH (pre-ERT),†‡ n (%) 406 (61) 109 (37) 297 (79) <0.01
Arrhythmia (pre-ERT),§ n (%) 247 (24) 90 (17) 157 (30) <0.01
Systolic blood pressure,† n 727 365 362

Mean±SD (mm Hg) 125±16 123±15 127±17 <0.01
≥130 mm Hg, n (%) 297 (41) 127 (35) 170 (47) <0.01

Diastolic blood pressure,† n 727 365 362
Mean±SD (mm Hg) 75±11 73±11 77±11 <0.01
≥80 mm Hg, n (%) 274 (38) 109 (30) 165 (46) <0.01

*Non-renal event (stroke or cardiac event).
†Baseline eGFR values and blood pressure values were measured −3/+3 months of first ERT, and wall thickness values were measured within 3 months of the first ERT.
‡LVH criterion was wall thickness ≥12 mm. The frequency of occurrence of LVH was determined using available left posterior wall thickness values in the range 5–35 mm and/or a ‘yes’
response to the checkbox question ‘LVH present?’.
§Arrhythmia was based on the treating physician’s judgement and indicated by a ‘yes’ or ‘no’ response.
eGFR, estimated glomerular filtration rate; ERT, enzyme replacement therapy; LVH, left ventricular hypertrophy.
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events per 1000 patient-years for the rest of the follow-up
interval.

Incidence of combined clinical events by history of pre-ERT
event, age and gender
Given that Fabry disease is clinically diverse, incidence rates of
clinical events were stratified by history of pre-ERT clinical
event, median age at agalsidase β initiation and gender (table 2).
The number of years on ERTwas presented in three categories:
0–0.5 year, >0.5–1 year and >1–5 years. There was attenuation
of the incidence rates of severe clinical events after the first
6 months of ERT. Differences between strata were more pro-
nounced among patients with high risk of events (ie, age
≥40 years when ERT was started or male sex) during the first
6 months of ERT (table 2).

Among patients with a pre-ERT event, the incidence rate
during the first 6 months was 166 clinical events per 1000
patient-years (95% CI 88 to 283). The clinical event rate
decreased after 6 months to 102 per 1000 patient-years (95%
CI 41 to 210) during the 0.5–1 year period and remained at
102 per 1000 patient-years (95% CI 68 to 146) during the >1–

5 years period. Among patients aged ≥40 years at ERT initi-
ation, the incidence of clinical events during the first 6 months
was 177 events per 1000 patient-years (95% CI 128 to 239),
which decreased to 74 per 1000 patient-years (95% CI 42 to
123) during the >0.5–1 year period and 79 per 1000 patient-
years (95% CI 61 to 99) during the >1–5 years period. Among
men, the incidence rate during the first 6 months was 124 per
1000 patient-years (95% CI 87 to 171), which decreased after
this time period to 49 per 1000 patient-years (95% CI 26 to
85) during the >0.5–1 year period and 54 per 1000 patient-
years (95% CI 42 to 68) during the >1–5 years period. There
were too few clinical events to meaningfully analyse the patient
subgroups based on disease severity.

Risk factors for severe clinical events
The results of the Cox proportional hazards regression analysis
assessing the association of risk factors with clinical events are
shown in table 3. Among patients with pre-ERT clinical events,
the risk of developing an event after starting agalsidase β was
not significantly different during 0–0.5 year compared with
those who had no previous clinical events (Model 1: HR 1.1,

Table 2 Incidence rates of severe clinical events (renal event, cardiac event, stroke or death) per 1000 patient years while on agalsidase β by
history of pre-ERT event, age and sex (177 severe clinical events were observed during 5 years maximal follow-up)

Years on agalsidase β

0–0.5 year >0.5–1 year >1–5 years

Pre-ERT event: yes (n=172)
Severe events, n 13 7 29
Incidence rate*(95% CI) 166 (88 to 283) 102 (41 to 210) 102 (68 to 146)

Pre-ERT event: no (n=872)
Severe events, n 41 13 74
Incidence rate*(95% CI) 101 (72 to 137) 37 (19 to 62) 44 (34 to 55)

Age ≥40 years at first ERT (n=518)
Severe events, n 42 15 69
Incidence rate*(95% CI) 177 (128 to 239) 74 (42 to 123) 79 (61 to 99)

Age <40 years at first ERT (n=526)
Severe events, n 12 5 34
Incidence rate*(95% CI) 48 (25 to 85) 22 (7 to 52) 31 (22 to 43)

Men (n=641)
Severe events, n 37 13 70
Incidence rate*(95% CI) 124 (87 to 171) 49 (26 to 85) 54 (42 to 68)

Women (n=403)
Severe events, n 17 7 33
Incidence rate*(95% CI) 91 (53 to 145) 43 (17 to 88) 49 (34 to 68)

*Per 1000 patient-years.
ERT, enzyme replacement therapy.

Table 3 Cox proportional hazards regression analysis assessing the time dependence of risk factors for clinical events*

Years on agalsidase β

Model 1: 0–0.5 year Model 2: >0.5–5 years Model 3: >0–5 years

HR 95% CI p Value HR 95% CI p Value HR 95% CI p Value

Pre-ERT event: yes (vs no) 1.1 0.6 to 2.0 0.81 1.8 1.2 to 2.7 <0.01 1.5 1.1 to 2.1 0.02
Age ≥40 years at first ERT (vs age <40 years) 4.4 2.2 to 8.7 <0.01 2.5 1.7 to 3.8 <0.01 2.9 2.1 to 4.2 <0.01
Male (vs female) 1.9 1.1 to 3.4 0.03 1.5 1.0 to 2.1 0.06 1.6 1.1 to 2.2 <0.01

*Three models were run to assess if the incidence of events according to the above factors was time-dependent: Model 1 examined risk factors within the first 6 months; Model 2
examined risk factors within 6 months to 5 years; and Model 3 examined risk factors for the entire analysis period of up to 5 years.
ERT, enzyme replacement therapy.
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95% CI 0.6 to 2.0, p=0.81), but increased thereafter (Model 2:
HR 1.8, 95% CI 1.2 to 2.7, p<0.01) (table 3). Compared with
patients aged <40 years at first ERT, patients aged ≥40 years at
first ERT had a significantly higher risk of having an event
during 0–0.5 year (Model 1: HR 4.4, 95% CI 2.2 to 8.7,
p<0.01), but this decreased during the period >0.5–5 years
(Model 2: HR 2.5, 95% CI 1.7 to 3.8, p<0.01). Compared
with female patients, the risk of a clinical event in male patients
was significantly higher during 0–0.5 year (Model 1: HR 1.9,
95% CI 1.1 to 3.4, p=0.03), but not thereafter (Model 2: HR
1.5, 95% CI 1.0 to 2.1, p=0.06). There was no evidence of a
violation in the proportional hazards assumption with the
number of events available for this analysis.

DISCUSSION
Severe clinical events are hard end points that may provide
stronger evidence of clinical benefit with agalsidase β than surro-
gate end points such as clearance of GL-3 deposits, degree of
LVH or changes in renal function (eg, eGFR). Our analysis of
Fabry Registry data provides new information on the incidence
of severe clinical events over time for adult patients treated with
agalsidase β. We show that the incidence rate for severe clinical
events decreases after the first 6 months of treatment with agal-
sidase β. Those patients at highest risk for severe clinical events,
due to older age or male sex, displayed the greatest absolute
reduction in event rate over time on agalsidase β, and in particu-
lar had the greatest reduction in the incidence rates for severe
clinical events after the first 6 months of treatment. These
results are notable because the occurrence of severe clinical
events, despite ERT, has recently been emphasised16 17 and the
efficacy of ERT for patients with more Fabry-related kidney
involvement has been questioned.19

Our observation of a decrease in severe events over time is
consistent with findings from a phase IV trial in which 82 adults
with advanced Fabry disease were randomised to either agalsi-
dase β 1 mg/kg every 2 weeks (mean age 47 years) or placebo
(mean age 44 years).32 After a median follow-up period of
18 months, the incidence of a first severe clinical event was
reduced for patients treated with agalsidase β compared with
those in the placebo group (HR 0.47, 95% CI 0.21 to 1.03).32

Together these data support the hypothesis that treatment with
agalsidase β reduces the rate of severe clinical events, rather
than the alternative potential explanation that ERT causes an
absolute increase in the short-term incidence of severe clinical
events. In this regard, a single-centre study of 57 ERT-treated
patients observed that, in comparison to a historical group of
untreated patients, the odds for development of a first severe
clinical event declined with longer treatment duration per year
of ERT (OR 0.81, 95% CI 0.68 to 0.96).17

In the general population, ageing is a known risk factor for
the development of cardiac, renal and stroke events and a prior
cardiac or stroke event is associated with a higher risk of a
second cardiac or stroke event.33 34 In patients with Fabry
disease, the natural course of the disease is also associated with
an increasing number of these events as the severity of organ
involvement increases as patients age with cardiac disease being
the leading cause of death.7 8 Thus, the observed decrease in
the incidence rate of severe clinical events during the first 5
years of agalsidase β treatment is important and consistent with
a modifying effect of ERT on the course of Fabry disease in
adults.

In the present cohort, the occurrence of a severe clinical
event prior to the initiation of agalsidase β was associated with a
higher risk of experiencing another serious event while receiving

treatment after the first 6 months of treatment. This finding was
observed even though we excluded patients who had a severe
renal event leading to organ failure (dialysis or transplantation)
prior to starting ERT. Recent studies have emphasised the asso-
ciated risks for mortality, stroke and coronary heart disease asso-
ciated with albuminuria and eGFR <60 mL/min/1.73 m2 in the
general population.35–37 These same risk factors are also evident
in the baseline characteristics of patients with Fabry disease
described in this report. However, patients who had a severe
clinical event prior to ERT initiation may have subsequently
been given appropriate adjunctive therapy, which may result in a
lower estimation of the subsequent event rates in this group.

In the current analysis, many patients started agalsidase β rela-
tively late in the course of their disease, which reflects the delay
in diagnosis of Fabry disease and the availability of ERT.14 15

Indeed, the baseline characteristics of the patients included in
our study demonstrate a higher prevalence of advanced disease
in those aged ≥40 years before ERT initiation. Data from a pre-
vious Fabry Registry study showed that 81% of 52 patients with
classic Fabry disease, who originally participated in a rando-
mised phase III clinical trial, did not experience any severe clin-
ical events during a median 10-year period of agalsidase β
treatment.38 Several studies have also shown that patients who
initiate treatment at a younger age, and with less kidney involve-
ment, benefit the most from therapy in terms of changes in
white matter lesions, left ventricular mass and surrogate out-
comes such as decline in eGFR.38–41

Delayed time between an intervention and the time at which
improved health outcomes/clinical benefits are seen leads to ‘lag
time’ bias, and if this effect is not considered when results are
analysed, there may be inappropriate pessimism with cost-
effectiveness analyses of the benefits of new therapies.42 The
results from our analysis are consistent with a delay or lag time
of 6 months from initiation to clinical benefit from agalsidase β.
There are several recent examples of delayed time to benefit
varying from 6 months for statin therapy in secondary preven-
tion of cardiovascular effects, to >10 years in prostate cancer
screening or intensive insulin therapy.43–46 For example, the
Diabetes Control and Complications Trial/Epidemiology of
Diabetes Interventions and Complications study in diabetic
kidney disease recently published results with a median
follow-up of 22 years.44 It was shown that intensive insulin
therapy was associated with a lower long-term risk of an
impaired eGFR, but that the curves only began to differ after a
decade of follow-up.44

For Fabry disease, we can only speculate as to the patho-
physiological effects underlying the observed decreased inci-
dence of severe events during treatment with agalsidase β. A
placebo-controlled randomised clinical trial reported that 70%
of patients treated with 1 mg/kg agalsidase β have nearly com-
plete clearance of kidney microvascular endothelial glycolipid
deposits after 6 months.10 12 Thus, the lag time to benefit
observed in our analysis is consistent with the time course of
GL-3 clearance from vascular endothelial cells. Although GL-3
clearance of additional cell types, such as podocytes and cardio-
myocytes, takes longer than 6 months,12 47 48 clearance of vas-
cular endothelial cells may be significant in terms of endothelial
cell biology and as a marker of overall glycolipid burden. Thus,
we speculate that the lag time to benefit depends on significant
glycolipid clearance from endothelial cells and the associated
subsequent reversal of endothelial cell dysfunction.

The patient population in our study is representative of adult
patients receiving ERT with respect to age, gender18 41 and
genotype (see online supplementary tables S1 and S3).
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Considering that the patient population is representative of
patients with Fabry disease in the clinic, the findings of the
current analysis may inform therapeutic decision-making in
these patients. While our findings emphasise the importance of
starting ERT at a relatively young age, we also clearly demon-
strate a benefit of ERT in older patients with Fabry disease with
more advanced disease who better represent the majority of
patients reported to date.19 49

Fabry disease is a clinically heterogeneous disease and little is
known about the natural progression of Fabry disease in patients
with later-onset variant mutations and reference studies in which
ERT-treated patients with these mutations and classically affected
patients have been analysed separately are lacking. Therefore, the
main analysis population was restricted to patients with muta-
tions categorised as being associated with classic Fabry disease,
patients with mutations not entered or classified in the ‘fabry-
database.org’ database,27 and patients for whom mutations were
not reported in the Fabry Registry (27% of the patients); even
though these mutations were not recorded in the Fabry registry,
the treating physicians classified these patients as ‘classical’ Fabry
disease. The frequencies of severe events in the latter two groups
of patients (117 events in 644 patients (18%)) and in patients
with mutations associated with classic Fabry disease (60 events in
400 patients (15%)) were comparable (see online supplementary
table S3). Most patients have a positive family history (data not
shown), and all received ERT suggesting that disease severity cri-
teria for treatment initiation, as per published general guidelines
or local/national protocols, had been met. Taken together, the
results support the inclusion of patients with unclassified or
missing mutations. While the percentage of patients with avail-
able mutation data included in the current analysis is relatively
high (73%), a priority of the Registry is to increase the amount of
mutation data entered.

Several other limitations and cautions need to be considered
when interpreting the results. The Fabry Registry is not a clinical
trial and interpretation of these findings is limited by the lack of
an appropriate parallel-untreated control group due to the
absence of a well-matched contemporaneous group of patients.
Patient participation in the Fabry Registry is voluntary and not
all patients with Fabry disease have been identified; also, not all
patients will wish to participate. A limitation of any registry
includes a possible patient selection bias toward the inclusion of
more severely affected treatment-naïve or treated patients. In
addition, event surveillance may be more comprehensive imme-
diately following institution of ERT, which could explain in part
the results reported herein. Substantially more men than women
are included in this study; thus, the results for female patients
apply primarily to women with manifestations of Fabry disease
that were severe enough to have been treated with ERT.
Furthermore, although the Fabry Registry provides a recom-
mended schedule of assessments, patients and their treating phy-
sicians ultimately determine the timing of assessments and the
time intervals at which they are carried out. Local standards of
care may differ between treatment sites and across all time
points, especially with respect to the use of vasculoprotective
and renoprotective adjunctive therapies. Thus, clinical data may
be incomplete for some patients and some assessments or events
may be under-reported; additionally, some patients may be lost
to follow-up. The absolute event rates are low overall, so that
caution is warranted in interpreting the event rate in any indi-
vidual short interval, as the CIs for the incidence rates are
increased for short follow-up intervals.

Serum-mediated inhibition of ERTs is emerging as an import-
ant issue particularly in male patients with classic Fabry

disease.50 No systematic evaluation of this issue was available
for inclusion in the manuscript. Incompleteness of the data set
for the temporary dose reduction period precluded a meaning-
ful analysis of clinical events occurring after dose reductions.
The focus of the current analyses was: (A) first severe clinical
event in order to understand primary prevention associated
with agalsidase β treatment; (B) a time frame of up to 5 years
on agalsidase β, as the number of patients treated for longer
than 5 years was very low; and (C) patients treated with the
approved dose and formulation of agalsidase β. Further research
is needed to understand outcomes for longer periods of time or
other doses/formulations of ERT. A major strength of this ana-
lysis is that it represents the largest longitudinal follow-up data
set and evaluation of time-to-event analysis for severe clinical
events in adult patients with Fabry disease treated with agalsi-
dase β.

In conclusion, the occurrence of severe clinical events in
patients with Fabry disease decreases after the first 6 months of
initiation of treatment with agalsidase β. This is in contrast to
the expected increase in events due to ageing. Interestingly, the
decrease in the incidence of severe clinical events with time on
agalsidase β was most conspicuous for those populations at
greater risk of events because of older age or male gender.
These observations are also consistent with a delayed benefit
after initiation of agalsidase β in patients with Fabry disease,
which is similar to the time needed to clear vascular endothelial
cells of GL-3 deposits with ERT. Although the small number of
events precluded further subgroup analysis, older age
(≥40 years) at initiation of treatment was associated with more
advanced disease. The apparent clinical benefit of ERT for
serious clinical events was observed even in patients with more
advanced disease, supporting prior clinical trial results32 and
providing an alternative perspective to recent recommendations
for withholding ERT in patients with more advanced disease.19

Time-to-event analysis will be important in future studies that
compare different doses or preparations of ERT, or other
modalities for treating Fabry disease.49

Author affiliations
1Unidad de Dialisis, IIS-Fundacion Jimenez Diaz/UAM, IRSIN, Madrid, Spain
2North Ohio Heart Center, Westlake, Ohio, USA
3Hôpital du Sacré-Coeur de Montréal and University of Montreal, Montreal, QC,
Canada
4Grupo Medico Del Viso, Buenos Aires, Argentina
5Division of Genetics, Birth Defects, and Metabolism, Ann and Robert H. Lurie
Children’s Hospital of Chicago, Chicago, Illinois, USA
6Department of Pediatrics, Northwestern University Feinberg School of Medicine,
Chicago, Illinois, USA
7Division of Medical Genetics, University of Versailles—St Quentin en Yvelines,
Versailles, France
8Assistance Publique—Hôpitaux de Paris, Garches, France
9Division of Human Genetics, Cincinnati Children’s Hospital Medical Center,
Cincinnati, Ohio, USA
10Department of Endocrinology and Metabolic Medicine, Salford Royal NHS
Foundation Trust, Salford, UK
11Department of Internal Medicine, School of Medicine, Charles University, Prague,
Czech Republic
12Genzyme, a Sanofi Company, Cambridge, Massachusetts, USA
13Departments of Pediatrics and Medicine, University of Minnesota, Minneapolis,
Minnesota, USA
14Department of Genetics, São João Hospital Centre & Faculty of Medicine,
University of Porto, Porto, Portugal
15I3S—Institute for Research and Innovation in Health, University of Porto, Porto,
Portugal
16Division of Cardiovascular Medicine, Duke University School of Medicine, Durham,
North Carolina, USA
17Department of Neurology, Fundacion Para el Estudio de Enfermedades
Neurometabolicas (FESEN), Buenos Aires, Argentina
18University of Sunderland, Sunderland, UK

500 Ortiz A, et al. J Med Genet 2016;53:495–502. doi:10.1136/jmedgenet-2015-103486

Therapeutics
 on M

ay 22, 2023 by guest. P
rotected by copyright.

http://jm
g.bm

j.com
/

J M
ed G

enet: first published as 10.1136/jm
edgenet-2015-103486 on 18 M

arch 2016. D
ow

nloaded from
 

http://dx.doi.org/10.1136/jmedgenet-2015-103486
http://dx.doi.org/10.1136/jmedgenet-2015-103486
http://jmg.bmj.com/


19Division of Nephrology, University Clinic, University of Würzburg, Würzburg,
Germany
20Department of Pediatrics, University of Ulsan College of Medicine, Asan Medical
Center, Seoul, Republic of Korea
21Division of Nephrology, University of Alabama at Birmingham, Birmingham,
Alabama, USA

Acknowledgements The authors thank the patients who agreed to participate in
the Fabry Registry, as well as the physicians and research coordinators who have
entered clinical data on behalf of these patients. The authors thank colleagues at
Genzyme, a Sanofi company, for medical input (Wytske Kingma), epidemiological
advice ( Judy Kempf ), programming support (Badari Gudivada) and copy editing
(Cheryl Lathrop). The authors received editorial/writing support in the preparation of
this manuscript provided by Niina Nuottamo of Excerpta Medica, funded by
Genzyme, and Hans Ebels of Genzyme, a Sanofi company. The authors were
responsible for all content and editorial decisions, and received no honoraria related
to the preparation of this publication.

Contributors Analysis and interpretation of data: AO, SSM and DGW. Drafting the
article: AO and DGW. All authors contributed to acquisition of data, reviewing and
revising the article critically for important intellectual content, final approval of the
version to be published, agreement to be accountable for all aspects of the work in
ensuring that questions related to the accuracy or integrity of any part of the work
are appropriately investigated and resolved.

Funding This research was funded by Genzyme, a Sanofi company. AO was
supported by ISCIII REDINREN RD012/0021 and Intensification FEDER funds.

Competing interests AO is a consultant for Genzyme and has received speaker
fees from Shire HGT. AA is a member of the North American Fabry Registry Board
and has received speaker fees for lectures on Fabry disease from Genzyme. DGB is a
member of the North American Fabry Registry Board and has received speaker fees
for lectures on Fabry disease and for clinical studies from Genzyme, Shire HGT and
Amicus Therapeutics. GC has active research support and consulting arrangements
with Genzyme. JC has received honoraria for consultation and advisory board
participation from Genzyme, Shire HGT, Pfizer Corporation/Protalix Corporation and
Synageva BioPharma. He has been an investigator in clinical trials sponsored by
Genzyme, Shire HGT, Biomarin Pharmaceuticals and Amicus Therapeutics. He has
received honoraria for lectures from Genzyme, the National Gaucher Foundation, the
Fabry Support and Information Group, and the SIMD North American Metabolic
Academy. DPG has been in receipt of honoraria for lectures on Fabry disease from
Genzyme, Shire HGT and Amicus Therapeutics. RJH consults with Genzyme and
Shire HGT, and has been an investigator in clinical trials sponsored by Genzyme,
Shire HGT and Amicus Therapeutics. These activities have been monitored and found
to be in compliance with the conflict of interest policies at Cincinnati Children’s
Hospital Medical Center. AJ is a member of the Fabry Registry Board. She has
received advisory board fees and honoraria for lectures on Fabry disease from
Genzyme, Shire HGT and Amicus Therapeutics. AL is a member of the Fabry Registry
Board. He has been in receipt of honoraria for lectures on Fabry disease from
Genzyme Corp, Shire HGT and Amicus Therapeutics. SSM is an employee of
Genzyme. MM consults for Genzyme. This interest has been reviewed and managed
by the University of Minnesota in accordance with its conflict of interest policy. He
also consults for Amicus Therapeutics and has reviewed grants for Shire HGT. JPO
has received travel support from Genzyme, Shire HGT and Amicus Therapeutics, and
speakers fees and research support from Genzyme. MRP has received advisory board
fees from Genzyme, Jansen, Bayer and Merck; and research grants from NHLBI,
AHRQ, AstraZeneca, CSI and Maquet. JP has been in receipt of honoraria for
lectures on Fabry disease from Genzyme, Shire HGT, Amicus Therapeutics and
Protalix Corporation. SW is a member of the Fabry Registry Board. He has received
honoraria from Genzyme, Shire HGT and Amicus Therapeutics; and fees for
consulting from Genzyme and Shire HGT. CW is a member of the European Fabry
Registry Board. He has received honoraria from Genzyme and a research grant to
the institution. H-WY is a member of the Fabry Registry Board. He has received
honoraria from Genzyme. DGW is a consultant for Genzyme, has served as a
consultant for Shire HGT and Amicus Therapeutics, and has received research
funding from Genzyme and Amicus Therapeutics. These activities have been
reviewed and managed by the University of Alabama at Birmingham in accordance
with its conflict of interest policy.

Ethics approval Patient participation in the Fabry Registry (NCT00196742) is
voluntary. Each independent global site is responsible for obtaining patient’s
informed written consent to submit his/her health information to the Registry, and
to use and disclose this information in subsequent aggregate analyses. The Registry
protocol, informed consent form, any locally required authorisation documents to
send patient information to the Registry, and relevant supporting documents are
reviewed and approved by the local fully constituted Institutional Review Board (IRB)
or Independent Ethics Committee (IEC), unless the site provides documentation to
the Registry that such review is not required under local country laws or has been
waived by a particular IRB/IEC.

Provenance and peer review Not commissioned; externally peer reviewed.

Data sharing statement Fabry Registry Boards of Advisors are responsible for the
scientific oversight of the Fabry Registry. Patient and physician confidentiality is
protected within the Fabry Registry. Any healthcare professional enrolled in the Fabry
Registry may submit a data analysis request for aggregated analysed data from the
Fabry Registry. All requests are reviewed by the Fabry Data Request Review and
Decision Committee. Determination of whether a request can be completed or not
depends on several factors, including data availability, and analysis scope and
feasibility. Data request forms can be found in the RegistryNXT! Library at https://
www.registrynxt.com. All relevant data are reported within the paper.

Open Access This is an Open Access article distributed in accordance with the
Creative Commons Attribution Non Commercial (CC BY-NC 4.0) license, which
permits others to distribute, remix, adapt, build upon this work non-commercially,
and license their derivative works on different terms, provided the original work is
properly cited and the use is non-commercial. See: http://creativecommons.org/
licenses/by-nc/4.0/

REFERENCES
1 Desnick RJ, Ioannou YA, Eng CM. Alpha-galactosidase A deficiency: Fabry disease.

In: Scriver CR, Beaudet AL, Valle D, Sly WS, Childs B, Kinzler KW, Vogelstein B,
eds. The metabolic & molecular bases of inherited disease. 8th edn. New York, NY:
McGraw-Hill, 2001:3733–74.

2 Germain DP. Fabry disease. Orphanet J Rare Dis 2010;5:30.
3 Hopkin RJ, Bissler J, Banikazemi M, Clarke L, Eng CM, Germain DP, Lemay R,

Tylki-Szymanska A, Wilcox WR. Characterization of Fabry disease in 352 pediatric
patients in the Fabry Registry. Pediatr Res 2008;64:550–5.

4 Patel MR, Cecchi F, Cizmarik M, Kantola I, Linhart A, Nicholls K, Strotmann J, Tallaj
J, Tran TC, West ML, Beitner-Johnson D, Abiose A. Cardiovascular events in patients
with Fabry disease natural history data from the Fabry Registry. J Am Coll Cardiol
2011;57:1093–9.

5 Sims K, Politei J, Banikazemi M, Lee P. Stroke in Fabry disease frequently occurs
before diagnosis and in the absence of other clinical events: natural history data
from the Fabry Registry. Stroke 2009;40:788–94.

6 Ortiz A, Cianciaruso B, Cizmarik M, Germain DP, Mignani R, Oliveira JP, Villalobos
J, Vujkovac B, Waldek S, Wanner C, Warnock DG. End-stage renal disease in
patients with Fabry disease: natural history data from the Fabry Registry. Nephrol
Dial Transplant 2010;25:769–75.

7 Mehta A, Clarke JT, Giugliani R, Elliott P, Linhart A, Beck M, Sunder-Plassmann G,
FOS Investigators. Natural course of Fabry disease: changing pattern of causes of
death in FOS—Fabry Outcome Survey. J Med Genet 2009;46:548–52.

8 Waldek S, Patel MR, Banikazemi M, Lemay R, Lee P. Life expectancy and cause of
death in males and females with Fabry disease: findings from the Fabry Registry.
Genet Med 2009;11:790–6.

9 Echevarria L, Benistan K, Toussaint A, Dubourg O, Hagege AA, Eladari D,
Jabbour F, Beldjord C, De Mazancourt P, Germain DP. X-chromosome inactivation
in female patients with Fabry disease. Clin Genet 2016;89:44–54.

10 Eng CM, Guffon N, Wilcox WR, Germain DP, Lee P, Waldek S, Caplan L, Linthorst
GE, Desnick RJ. Safety and efficacy of recombinant human alpha-galactosidase
A--replacement therapy in Fabry’s disease. N Engl J Med 2001;345:9–16.

11 Schiffmann R, Kopp JB, Austin HA III, Sabnis S, Moore DF, Weibel T, Balow JE,
Brady RO. Enzyme replacement therapy in Fabry disease: a randomized controlled
trial. JAMA 2001;285:2743–9.

12 Thurberg BL, Rennke H, Colvin RB, Dikman S, Gordon RE, Collins AB, Desnick RJ,
O’Callaghan M. Globotriaosylceramide accumulation in the Fabry kidney is cleared
from multiple cell types after enzyme replacement therapy. Kidney Int
2002;62:1933–46.

13 Thurberg BL, Fallon JT, Mitchell R, Aretz T, Gordon RE, O’Callaghan MW. Cardiac
microvascular pathology in Fabry disease: evaluation of endomyocardial biopsies
before and after enzyme replacement therapy. Circulation 2009;119:2561–7.

14 Mehta A, Ricci R, Widmer U, Dehout F, Garcia de Lorenzo A, Kampmann C, Linhart
A, Sunder-Plassmann G, Ries M, Beck M. Fabry disease defined: baseline clinical
manifestations of 366 patients in the Fabry Outcome Survey. Eur J Clin Invest
2004;34:236–42.

15 Eng CM, Fletcher J, Wilcox WR, Waldek S, Scott CR, Sillence DO, Breunig F,
Charrow J, Germain DP, Nicholls K, Banikazemi M. Fabry disease: baseline medical
characteristics of a cohort of 1765 males and females in the Fabry Registry. J Inherit
Metab Dis 2007;30:184–92.

16 Rombach SM, Smid BE, Linthorst GE, Dijkgraaf MG, Hollak CE. Natural course of
Fabry disease and the effectiveness of enzyme replacement therapy: a systematic
review and meta-analysis: effectiveness of ERT in different disease stages. J Inherit
Metab Dis 2014;37:341–52.

17 Rombach SM, Smid BE, Bouwman MG, Linthorst GE, Dijkgraaf MG, Hollak CE.
Long term enzyme replacement therapy for Fabry disease: effectiveness on kidney,
heart and brain. Orphanet J Rare Dis 2013;8:47.

18 Weidemann F, Niemann M, Störk S, Breunig F, Beer M, Sommer C, Herrmann S,
Ertl G, Wanner C. Long-term outcome of enzyme-replacement therapy in advanced

Ortiz A, et al. J Med Genet 2016;53:495–502. doi:10.1136/jmedgenet-2015-103486 501

Therapeutics
 on M

ay 22, 2023 by guest. P
rotected by copyright.

http://jm
g.bm

j.com
/

J M
ed G

enet: first published as 10.1136/jm
edgenet-2015-103486 on 18 M

arch 2016. D
ow

nloaded from
 

https://www.registrynxt.com
https://www.registrynxt.com
https://www.registrynxt.com
http://creativecommons.org/licenses/by-nc/4.0/
http://creativecommons.org/licenses/by-nc/4.0/
http://creativecommons.org/licenses/by-nc/4.0/
http://dx.doi.org/10.1186/1750-1172-5-30
http://dx.doi.org/10.1203/PDR.0b013e318183f132
http://dx.doi.org/10.1016/j.jacc.2010.11.018
http://dx.doi.org/10.1161/STROKEAHA.108.526293
http://dx.doi.org/10.1093/ndt/gfp554
http://dx.doi.org/10.1093/ndt/gfp554
http://dx.doi.org/10.1136/jmg.2008.065904
http://dx.doi.org/10.1097/GIM.0b013e3181bb05bb
http://dx.doi.org/10.1111/cge.12613
http://dx.doi.org/10.1056/NEJM200107053450102
http://dx.doi.org/10.1001/jama.285.21.2743
http://dx.doi.org/10.1046/j.1523-1755.2002.00675.x
http://dx.doi.org/10.1161/CIRCULATIONAHA.108.841494
http://dx.doi.org/10.1111/j.1365-2362.2004.01309.x
http://dx.doi.org/10.1007/s10545-007-0521-2
http://dx.doi.org/10.1007/s10545-007-0521-2
http://dx.doi.org/10.1007/s10545-014-9677-8
http://dx.doi.org/10.1007/s10545-014-9677-8
http://dx.doi.org/10.1186/1750-1172-8-47
http://jmg.bmj.com/


Fabry disease: evidence for disease progression towards serious complications.
J Intern Med 2013;274:331–41.

19 Terryn W, Cochat P, Froissart R, Ortiz A, Pirson Y, Poppe B, Serra A, Van Biesen W,
Vanholder R, Wanner C. Fabry nephropathy: indications for screening and guidance
for diagnosis and treatment by the European Renal Best Practice. Nephrol Dial
Transplant 2013;28:505–17.

20 Davies J, Christomanou H, Winchester B, Malcolm S. Detection of 8 new mutations
in the alpha-galactosidase A gene in Fabry disease. Hum Mol Genet 1994;3:667–9.

21 Eng CM, Ashley GA, Burgert TS, Enriquez AL, D’Souza M, Desnick RJ. Fabry
disease: thirty-five mutations in the alpha-galactosidase A gene in patients with
classic and variant phenotypes. Mol Med 1997;3:174–82.

22 Eng CM, Niehaus DJ, Enriquez AL, Burgert TS, Ludman MD, Desnick RJ. Fabry
disease: twenty-three mutations including sense and antisense CpG alterations and
identification of a deletional hot-spot in the alpha-galactosidase A gene. Hum Mol
Genet 1994;3:1795–9.

23 Sachdev B, Takenaka T, Teraguchi H, Tei C, Lee P, McKenna WJ, Elliott PM.
Prevalence of Anderson-Fabry disease in Male patients with late onset hypertrophic
cardiomyopathy. Circulation 2002;105:1407–11.

24 Sakuraba H, Oshima A, Fukuhara Y, Shimmoto M, Nagao Y, Bishop DF, Desnick RJ,
Suzuki Y. Identification of point mutations in the alpha-galactosidase A gene in
classical and atypical hemizygotes with Fabry disease. Am J Hum Genet
1990;47:784–9.

25 Spada M, Pagliardini S, Yasuda M, Tukel T, Thiagarajan G, Sakuraba H, Ponzone A,
Desnick RJ. High incidence of later-onset Fabry disease revealed by newborn
screening. Am J Hum Genet 2006;79:31–40.

26 Saito S, Ohno K, Sakuraba H. Fabry-database.org: database of the clinical
phenotypes, genotypes and mutant alpha-galactosidase A structures in Fabry
disease. J Hum Genet 2011;56:467–8.

27 Fabry disease mutation database (H. Sakuraba). http://fabry-database.org/mutants/
(accessed 1 Dec 2015).

28 Ferreira S, Ortiz A, Germain DP, Viana-Baptista M, Caldeira-Gomes A, Camprecios
M, Fenollar-Cortés M, Gallegos-Villalobos Á, Garcia D, García-Robles JA, Egido J,
Gutiérrez-Rivas E, Herrero JA, Mas S, Oancea R, Péres P, Salazar-Martín LM,
Solera-Garcia J, Alves H, Garman SC, Oliveira JP. The alpha-galactosidase A p.
Arg118Cys variant does not cause a Fabry disease phenotype: data from individual
patients and family studies. Mol Genet Metab 2015;114:248–58.

29 van der Tol L, Smid BE, Poorthuis BJ, Biegstraaten M, Deprez RH, Linthorst GE,
Hollak CE. A systematic review on screening for Fabry disease: prevalence of
individuals with genetic variants of unknown significance. J Med Genet
2014;51:1–9.

30 Yasuda M, Shabbeer J, Benson SD, Maire I, Burnett RM, Desnick RJ. Fabry disease:
characterization of alpha-galactosidase A double mutations and the D313Y plasma
enzyme pseudodeficiency allele. Hum Mutat 2003;22:486–92.

31 Szklo M, Nieto FJ. Epidemiology: beyond the basics. 1st edn. Gaithersburg, MD:
Aspen Publishers, 2000:55–89.

32 Banikazemi M, Bultas J, Waldek S, Wilcox WR, Whitley CB, McDonald M, Finkel R,
Packman S, Bichet DG, Warnock DG, Desnick RJ, Fabry Disease Clinical Trial Study
Group. Agalsidase-beta therapy for advanced Fabry disease: a randomized trial. Ann
Intern Med 2007;146:77–86.

33 Arima H, Tzourio C, Butcher K, Anderson C, Bousser MG, Lees KR, Reid JL, Omae
T, Woodward M, MacMahon S, Chalmers J, PROGRESS Collaborative Group. Prior
events predict cerebrovascular and coronary outcomes in the PROGRESS trial. Stroke
2006;37:1497–502.

34 Pendlebury ST, Rothwell PM. Risk of recurrent stroke, other vascular events and
dementia after transient ischaemic attack and stroke. Cerebrovasc Dis 2009;27
(Suppl 3):1–11.

35 Gutiérrez OM, Judd SE, Muntner P, Rizk DV, McClellan WM, Safford MM, Cushman
M, Kissela BM, Howard VJ, Warnock DG. Racial differences in albuminuria, kidney
function, and risk of stroke. Neurology 2012;79:1686–92.

36 Gutiérrez OM, Khodneva YA, Muntner P, Rizk DV, McClellan WM, Cushman M,
Warnock DG, Safford MM, REGARDS Investigators. Association between urinary

albumin excretion and coronary heart disease in black vs White adults. JAMA
2013;310:706–14.

37 Warnock DG, Muntner P, McCullough PA, Zhang X, McClure LA, Zakai N, Cushman
M, Newsome BB, Kewalramani R, Steffes MW, Howard G, McClellan WM,
REGARDS Investigators. Kidney function, albuminuria, and all-cause mortality in the
REGARDS (Reasons for Geographic and Racial Differences in Stroke) study. Am J
Kidney Dis 2010;56:861–71.

38 Germain DP, Charrow J, Desnick RJ, Guffon N, Kempf J, Lachmann RH, Lemay R,
Linthorst GE, Packman S, Scott CR, Waldek S, Warnock DG, Weinreb NJ, Wilcox
WR. Ten-year outcome of enzyme replacement therapy with agalsidase beta in
patients with Fabry disease. J Med Genet 2015;52:353–8.

39 Germain DP, Weidemann F, Abiose A, Patel MR, Cizmarik M, Cole JA,
Beitner-Johnson D, Benistan K, Cabrera G, Charrow J, Kantola I, Linhart A, Nicholls
K, Niemann M, Scott CR, Sims K, Waldek S, Warnock DG, Strotmann J, Fabry
Registry. Analysis of left ventricular mass in untreated men and in men treated with
agalsidase-β: data from the Fabry Registry. Genet Med 2013;15:958–65.

40 Fellgiebel A, Gartenschläger M, Wildberger K, Scheurich A, Desnick RJ, Sims K.
Enzyme replacement therapy stabilized White matter lesion progression in Fabry
disease. Cerebrovasc Dis 2014;38:448–56.

41 Warnock DG, Ortiz A, Mauer M, Linthorst GE, Oliveira JP, Serra AL, Maródi L,
Mignani R, Vujkovac B, Beitner-Johnson D, Lemay R, Cole JA, Svarstad E, Waldek S,
Germain DP, Wanner C, Fabry Registry. Renal outcomes of agalsidase beta
treatment for Fabry disease: role of proteinuria and timing of treatment initiation.
Nephrol Dial Transplant 2012;27:1042–9.

42 van de Wetering G, Olde Rikkert M, van der Wilt GJ, Adang E. Understanding and
anticipating lag-time bias in cost-effectiveness studies: the role of time in
cost-effectiveness analysis. Int J Technol Assess Health Care 2014;30:
608–11.

43 Caroli A, Perico N, Perna A, Antiga L, Brambilla P, Pisani A, Visciano B, Imbriaco
M, Messa P, Cerutti R, Dugo M, Cancian L, Buongiorno E, De Pascalis A, Gaspari F,
Carrara F, Rubis N, Prandini S, Remuzzi A, Remuzzi G, Ruggenenti P, ALADIN Study
Group. Effect of longacting somatostatin analogue on kidney and cyst growth in
autosomal dominant polycystic kidney disease (ALADIN): a randomised,
placebo-controlled, multicentre trial. Lancet 2013;382:1485–95.

44 de Boer IH, Sun W, Cleary PA, Lachin JM, Molitch ME, Steffes MW, Zinman B.
Intensive diabetes therapy and glomerular filtration rate in type 1 diabetes. N Engl J
Med 2011;365:2366–76.

45 Lee SJ, Leipzig RM, Walter LC. Incorporating lag time to benefit into prevention
decisions for older adults. JAMA 2013;310:2609–10.

46 Ruggenenti P, Debiec H, Ruggiero B, Chianca A, Pellé T, Gaspari F, Suardi F,
Gagliardini E, Orisio S, Benigni A, Ronco P, Remuzzi G. Anti-phospholipase A2
receptor antibody titer predicts post-rituximab outcome of membranous
nephropathy. J Am Soc Nephrol 2015;26:2545–58.

47 Germain DP, Waldek S, Banikazemi M, Bushinsky DA, Charrow J, Desnick RJ, Lee P,
Loew T, Vedder AC, Abichandani R, Wilcox WR, Guffon N. Sustained, long-term
renal stabilization after 54 months of agalsidase beta therapy in patients with Fabry
disease. J Am Soc Nephrol 2007;18:1547–57.

48 Tøndel C, Bostad L, Larsen KK, Hirth A, Vikse BE, Houge G, Svarstad E. Agalsidase
benefits renal histology in young patients with Fabry disease. J Am Soc Nephrol
2013;24:137–48.

49 Biegstraaten M, Arngrímsson R, Barbey F, Boks L, Cecchi F, Deegan PB,
Feldt-Rasmussen U, Geberhiwot T, Germain DP, Hendriksz C, Hughes DA, Kantola I,
Karabul N, Lavery C, Linthorst GE, Mehta A, van de Mheen E, Oliveira JP, Parini R,
Ramaswami U, Rudnicki M, Serra A, Sommer C, Sunder-Plassmann G, Svarstad E,
Sweeb A, Terryn W, Tylki-Szymanska A, Tøndel C, Vujkovac B, Weidemann F,
Wijburg FA, Woolfson P, Hollak CE. Recommendations for initiation and cessation
of enzyme replacement therapy in patients with Fabry disease: the European Fabry
Working Group consensus document. Orphanet J Rare Dis 2015;10:36.

50 Lenders M, Stypmann J, Duning T, Schmitz B, Brand SM, Brand E. Serum-Mediated
Inhibition of Enzyme Replacement Therapy in Fabry Disease. J Am Soc Nephrol
2016;27:256–64.

502 Ortiz A, et al. J Med Genet 2016;53:495–502. doi:10.1136/jmedgenet-2015-103486

Therapeutics
 on M

ay 22, 2023 by guest. P
rotected by copyright.

http://jm
g.bm

j.com
/

J M
ed G

enet: first published as 10.1136/jm
edgenet-2015-103486 on 18 M

arch 2016. D
ow

nloaded from
 

http://dx.doi.org/10.1111/joim.12077
http://dx.doi.org/10.1093/ndt/gfs526
http://dx.doi.org/10.1093/ndt/gfs526
http://dx.doi.org/10.1093/hmg/3.4.667
http://dx.doi.org/10.1093/hmg/3.10.1795
http://dx.doi.org/10.1093/hmg/3.10.1795
http://dx.doi.org/10.1161/01.CIR.0000012626.81324.38
http://dx.doi.org/10.1086/504601
http://dx.doi.org/10.1038/jhg.2011.31
http://fabry-database.org/mutants/
http://fabry-database.org/mutants/
http://fabry-database.org/mutants/
http://dx.doi.org/10.1016/j.ymgme.2014.11.004
http://dx.doi.org/10.1136/jmedgenet-2013-101857
http://dx.doi.org/10.1002/humu.10275
http://dx.doi.org/10.7326/0003-4819-146-2-200701160-00148
http://dx.doi.org/10.7326/0003-4819-146-2-200701160-00148
http://dx.doi.org/10.1161/01.STR.0000221212.36860.c9
http://dx.doi.org/10.1159/000209260
http://dx.doi.org/10.1212/WNL.0b013e31826e9af8
http://dx.doi.org/10.1001/jama.2013.8777
http://dx.doi.org/10.1053/j.ajkd.2010.05.017
http://dx.doi.org/10.1053/j.ajkd.2010.05.017
http://dx.doi.org/10.1136/jmedgenet-2014-102797
http://dx.doi.org/10.1038/gim.2013.53
http://dx.doi.org/10.1159/000369293
http://dx.doi.org/10.1093/ndt/gfr420
http://dx.doi.org/10.1017/S0266462314000762
http://dx.doi.org/10.1016/S0140-6736(13)61407-5
http://dx.doi.org/10.1056/NEJMoa1111732
http://dx.doi.org/10.1056/NEJMoa1111732
http://dx.doi.org/10.1001/jama.2013.282612
http://dx.doi.org/10.1681/ASN.2014070640
http://dx.doi.org/10.1681/ASN.2006080816
http://dx.doi.org/10.1681/ASN.2012030316
http://dx.doi.org/10.1186/s13023-015-0253-6
http://dx.doi.org/10.1681/ASN.2014121226
http://jmg.bmj.com/

	Time to treatment benefit for adult patients with Fabry disease receiving agalsidase β: data from the Fabry Registry
	Abstract
	Introduction
	Methods
	Study design
	Inclusion/exclusion criteria
	Outcomes and follow-up
	Statistical methods

	Results
	Patient disposition
	Baseline patient demographics
	Type and timing of first severe clinical events following initiation of ERT
	Incidence of combined severe clinical events over time following initiation of ERT
	Incidence of combined clinical events by history of pre-ERT event, age and gender
	Risk factors for severe clinical events

	Discussion
	References


