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Background: X-linked hypophosphatemia (XLH) is a rare genetic disorder characterized
by lower limb deformity, gait and joint problems, and pain. Hence, quality of life is
substantially impaired. This study aimed to assess lower limb deformity, specific
radiographic changes, and gait deviations among adolescents and adults with XLH.

Design: Data on laboratory examination and gait analysis results were analyzed
retrospectively. Deformities, osteoarthritis, pseudofractures, and enthesopathies on
lower limb radiographs were investigated. Gait analysis findings were compared
between the XLH group and the control group comprising healthy adults.

Patients and Controls: Radiographic outcomes were assessed retrospectively in 43
patients with XLH (28 female, 15 male). Gait analysis data was available in 29 patients with
confirmed XLH and compared to a healthy reference cohort (n=76).

Results: Patients with XLH had a lower gait quality compared to healthy controls (Gait
deviation index GDI 65.9% +/- 16.2). About 48.3% of the study population presented with
a greater lateral trunk lean, commonly referred to as waddling gait. A higher BMI and
mechanical axis deviation of the lower limbs were associated with lower gait scores and
greater lateral trunk lean. Patients with radiologic signs of enthesopathies had a lower GDI.

Conclusions: This study showed for the first time that lower limb deformity, BMI, and
typical features of XLH such as enthesopathies negatively affected gait quality among
adolescents and adults with XLH.
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INTRODUCTION

X-linked hypophosphatemia (XLH, OMIM 307800) is a rare
disorder of mineral metabolism associated with progressive
rickets, profound deformities, and osteomalacia. Due to loss-
of-function of mutation in the phosphate-regulating gene with
homology to endopeptidases in the X chromosome (PHEX),
dysregulation of fibroblast-like growth factor 23 (FGF23) leads to
chronic renal phosphate wasting and impaired activation of 1,25
dihydroxyvitamin D [1,25(OH)2D] (1).

Patients with XLH can develop rachitic deformities of the lower
limbs and short stature due to chronic phosphate depletion and
associated growth plate pathologies. Musculoskeletal pain, dental
abscesses, and fatigue further substantially impair quality of life
(QoL) among patients with XLH (2). Therefore, patients of all ages
with XLH should be treated in a multidisciplinary setting (3, 4).

Most patients with XLH report gait and joint problems, which
are burdensome (5, 6). Thus, multiple surgical corrections of
XLH-associated long bone deformities with bowing and
maltorsion of the lower limbs are frequently required (7, 8).

Gait abnormalities have been a common feature among adults
with XLH (6). In children with XLH who had no prior surgical
interventions, a detailed analysis showed femoral and tibial
malrotation and maltorsion, varus and valgus deformity of the
lower limbs, and compensation mechanisms during gait (9).

Gait characteristics in adults have so far only been reported in
a single study that only included a heterogenous group of nine
non-surgically and surgically treated adults with XLH (10).
However, a detailed and standardized analysis of lower limb
deformity was not performed in this study.

Furthermore, a previous study has reported the radiographic
features of adults with XLH (11). Moreover, some authors have
shown a high incidence of lower limb deformities (12, 13).
However, a comprehensive analysis of lower limb deformity
and gait was not performed.

Thus, the current study aimed to analyze lower limb
deformity, specific radiographic changes, and gait deviations
among adolescents and adults with XLH who received prior
surgical interventions and those who did not. Moreover, factors
influencing gait quality were identified.

PATIENTS AND METHODS

This was a single-center study of adolescent and adult patients
with XLH with and without previous surgical intervention
performed at Orthopaedic Hospital Speising, Vienna. Data on
patients with XLH aged older than 16 years were retrospectively
analyzed using the dataset of our gait laboratory registry
Furthermore, participants were actively recruited via the
national XLH alliance “Phosphatdiabetes Austria”. The study
was approved by the local ethics committee (EK37/2020).

Inclusion/Exclusion Criteria
The inclusion criteria included patients aged above 16 years
who have a genetically verified XLH and who presented with

fused growth plates of the lower limbs at the time of examination.
The exclusion criteria were patients with other types of
hypophosphatemia and those with incomplete radiographic data.

Data Acquisition
Laboratory examination and gait analysis results from maximum
6 months before and after radiographic examination were
included in the analysis.

Full length anteroposterior (ap) radiographs (hip to ankle) of
both lower limbs in standing position with centralized patella
and with a calibration ball were obtained to analyze frontal lower
limb deformity.

Deformity analysis of ap radiograph images (hip to ankle) was
performed by one examiner (A.S.) using the TraumaCad
software (Brainlab AG, Munich, Germany) according to
standard measurements (14, 15) (Figure 1). Long leg films
were standardized with a centralized patella to minimize
rotational effects.

Mechanical axis deviation (MAD), leg length discrepancy
(LLD), mechanical lateral proximal femoral angle (mLPFA),
mechanical lateral distal femoral angle (mLDFA), mechanical
medial proximal tibial angle (mMPTA), and mechanical lateral
distal tibial angle (mLDTA) were assessed in ap radiographs. On
lateral radiograph, the femoral and tibial diaphyseal procurvatum
angles were analyzed. Radiographic angles were compared with
published values (14). Pseudofractures and enthesopathies of the
lower limb were evaluated. Furthermore, radiographic scores were
used to describe osteoarthritis of the hip (16), knee (17), and
ankle (18).

Gait Analysis

The modified Cleveland model for movement of the lower
extremity and the Plug in Gait model for movement of the
upper extremity marker set were applied. The Vicon motion
capture system (Vicon, Oxford, the United Kingdom) (19, 20)
was used for gait analysis.

To obtain kinematic data from a minimum of five force plate
(AMTI Advanced Mechanical Technology Inc., Watertown,
Massachusetts) strikes per foot, patients were instructed to
walk a 12-meter walkway at a self-selected speed. A custom
Matlab script (The MathWorks, Natick, Massachusetts, Version
2019a) was used to graph and compare data between groups. The
Gait Deviation Index (GDI) was calculated according to the
study of Schwartz and Rozumalski (21). A historic gait
laboratory cohort of healthy adults was used.

Internal foot progression during the single support phase was
referred to as intoeing. A lower range of motion (ROM) of the hip,
knee, and ankle, as well as external rotation of the hip and knee
were defined as values exceeding two standard deviations from
that of the control group. A higher lateral trunk lean was defined
as an increase in the medio-lateral ROM of the thorax exceeding
two standard deviations from that of the control group.

Statistics

The Kolmogorov-Smirnov test for testing normal distribution,
independent t-test (data with normal distribution), and Mann-
Whitney U test (data with non-normal distribution) were used to
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FIGURE 1 | Lower limb deformity measurements on full-length anteroposterior radiograph images (hip to ankle) of both lower limbs in standing position (A), as
assessed using the TraumaCAD software according to standard measurement protocols (B) (14, 15), in a patient with mild XLH (18 y/o, female, BMI of 21.6 kg/mz,
GDI of 89.8, no surgeries, receiving conventional treatment since childhood, and mild bilateral varus deformity proximal tibia).

perform statistical analysis for the comparison of gait parameters
between patients with XLH and age-matched controls. Statistical
parametric mapping was used to assess waveforms (22). The
statistical value of gait parameters was assessed using Matlab and
SPM in Python (Statistical Parametric Mapping. Retrieved from
www.spmld.org). The least squares approach was utilized to
quantify the strength of the relationship between BMI and GDI
or lateral trunk lean in the linear regression models. Strength was
evaluated using R* and the F-test was applied to evaluate
statistical significance. For parameters with normal and non-
normal distribution, Pearson’s or Spearman’s correlations were
calculated, respectively. Data with normal distribution were
assessed using the Shapiro-Wilk test. A p value of < 0.05 was
considered statistically significant. Data were processed using
Jamovi version 1.1.19 (The Jamovi Project, 2019. Retrieved from
https://www.jamovi.org; R Core Team 2018. R: Retrieved from
https://cran.r-project.org/).

RESULTS

Study Population

During the study period from January 2010 to April 2021, data
on 51 adolescents and adults with XLH were eligible from the
database. Eight patients were excluded due to incomplete
radiographic data. Finally, 43 adolescents and adults with XLH
(86 legs; 28 women, 15 men; mean age: 29 years) who underwent
complete radiographic examination and 29 patients (20 women,
9 men; mean age: 32 years) with gait analysis data were included
in this study.

The gait analysis data between the XLH group (n = 29, 58
limbs) and the control group (n = 76 healthy adults, 152 limbs)
were compared. The gait parameters of patients with XLH treated
non-surgically (n = 7) and those treated surgically (n = 22) were
further analyzed in subgroups. The control group included 37 men
and 39 women, with a mean age of 28.3 (range: 21-50) years, and
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data were obtained from our gait analysis database. The average
weight of the control group was 69.0 (range: 47.4-101.7) kg;
average height, 174.3cm (range: 155-198.0); and average BMI,
22.6 (17.6-29.1) kg/m’>.

In total, 4 (16%) of 25 patients with available medical records
received conventional medical treatment during childhood and
at the time of radiographic examination. Meanwhile, 11 (42%) of
26 patients with available medical records did not receive any
pharmacologic treatment during childhood. One patient was
treated with burosumab, a monoclonal antibody to FGF23,
starting at 3 weeks prior to gait analysis.

In total, 35 (81%) of 43 patients underwent limb alignment
surgeries prior to this study. 23 patients (53%) had more than
five multiple bony surgeries using guided growth, osteotomies,
hexapod fixators, or intramedullary nails. Two patients (aged 60
and 71 years) had three arthroplasties (1 hip, 2 knees) at the time
of examination.

Mean height of XLH patients (n = 40) was reduced and BMI
elevated (Table 1), in particular 16 (40%) patients were < 150 cm
tall. Moreover, 26 (65%) patients had an increased BMI, with 14
(35%) overweight (BMI: > 25 kg/m?) and 12 (30%), obese
(BMI: > 30 kg/mz) classification.

TABLE 1 | Demographic data of the study population including mean age,
weight, height, and BMI and ranges (min-max) inside the brackets.

Study population Female n=28

(n = 43 patients) Male n=15
Age 29 (16-71) years
Weight 66.5 (46.9-96) kg
Height 1563.2 (138-167) cm

BMI 28.6 (18.4-43.8) kg/m?

Radiographic Valgus (MAD > 15 mm) 21 (15-25) mm
analysis n =6 legs
Varus (MAD > 10 mm) 50 (13-164) mm
n = 39 legs
JLCA 2° (0°-10°)
n = 86/86 legs
mLPFA 100.2° (68°-123°)
n = 86/86 legs
mLDFA 94.1° (79°-122°)
n = 86/86 legs
mMPTA 84.9° (30°-98°)
n = 86/86 legs
mLDTA 90.5° (31°-114°)
n = 86/86 legs
LLD 9.4 mm (0°-52°)

n = 41/43 patients

Femoral bowing 18.9° (-5° to 83°)

n = 48/86 legs
Tibial bowing 6.7° (-9° to 39°)
n = 45/86 legs
Laboratory values Calcium 2.37 (SD: 0.14) mmol/L
(n = 23 patients) Phosphate 0.68 (SD: 0.21) mmol/L
ALP 125.85 (SD: 47.40) U/L
PTH 80.42 (SD: 45.60) ng/L

250H-Vitamin D 50.92 (SD: 28.51) nmol/L

Radiographic analysis of mean angles measured using the TraumaCad software (Brainlab
AG, Munich, Germany) according to standard protocols (15), mean femoral and tibial
bowing angle, and mean lower limb discrepancy. Cases of varus and valgus, defined as
MAD of > 15 mm and > 10 mm, respectively, are listed above. Number of legs and
patients, marked with *. The mean laboratory values are listed above.

Radiographic Findings of the Lower Limbs
Adolescents and adults with XLH had different types and degrees
of lower limb deformity. Valgus and varus deformities were
observed at varying levels (hip, knee, and ankle) (Table 2).

The radiographic outcomes (n = 43 patients, 86 limbs) were
frontal lower limb malalignment (genu varum: MAD, > 15 mm
medial; genu valgum: MAD, > 10 mm lateral) in 52.3% (n = 45) of
limbs (mean: 50 mm medial to 21 mm lateral). Knee valgus
deformity was detected in 6 (7.0%) and knee varus deformity in 39
(45.3%) of 86 limbs. In total, 76 (88.4%) of 86 hips had proximal
femoral varus deformity (mLPFA: > 90°). Lateral radiograph
showed a mean anterior femoral bowing angle of 18.9° (n = 48
femora) and tibial bowing angle of 6.7° (n = 45). Patients without
prior surgery (n = 7) presented with mild to severe frontal axis
deviation (MAD = 25 mm lateral/valgus to 164 mm medial/varus).
In total, 13 (30.2%) patients aged 17-71 years presented with
pseudofractures (25 in 19 femora, 9 in 8 tibiae, and 5 in 4 fibulae).
Among them, nine (69.2%) were aged < 30 years.

The radiographic scores indicated osteoarthritis in 68 (79.1%)
of 86 hips, 56 (65.1%) of 86 knees, and 45 (52.3%) of 86 ankles.
Moreover, 27 (69.2%) of 39 feet presented with degenerative
changes in the talonavicular joint. In total, 35 (81.4%) patients
had radiographic signs of enthesopathies, mainly at the lesser
(n = 28/86 limbs) and the greater (n = 27/86 limbs) trochanter.

Gait Deviations

Patients with XLH had a lower walking speed (p < 0.001) and
broader step width (p < 0.001). Adolescents and adults with XLH
had a low gait quality based on GDI, which is a global measure of
gait quality (Mean 65.9%, SD 16.2%, range 27.6 - 92.2).

Regarding the sagittal profile, patients with XLH presented
with a low hip, knee, and ankle ROM (Figures 2A, B). The main
decrease in the sagittal ROM was observed in 27 (46.6%) of 58
knees (reference value = norm + 2 SD = 54.7°), 13 (22.4%) of 58
ankles (reference value = norm + 2 SD = 23.3°), and 12 (20.7%) of
58 hips (reference value = norm + 2SD = 35.8°).

Gait analysis showed a significantly greater external femoral
rotation as well as a lesser tibial external rotation in the XLH
group (p < 0.001, Figures 3A, B). The surgically treated group
had lower rotation deviations of the femur (p = 0.001) and the
tibia (p = 0.001) than the non-surgically treated group. In total,
15 (51.7%) of 29 patients with XLH (6 of 9 who did not undergo
surgery) presented with intoeing.

TABLE 2 | Radiographic findings of patients with XLH who presented with varus
and valgus deformity at the hip, knee, and ankle.

Deformity analysis Varus Normal Valgus
n = 86 legs

Hip (LPFA: 85-90) 88.4% (76) 8.1% (7) 3.5% (3)
Knee/femur (LDFA: 85-90) 52.3% (45) 40.7% (35) 7.0% (6)
Knee/tibia (MPTA: 85-90) 32.5% (28) 51.2% (44) 16.3% (14)
Ankle (LDTA: 86-92) 33.7% (29) 51.2% (44) 15.1% (13)

Percentages are listed inside the brackets. The standard angle measurements according
to Paley et al. (14, 15) were used to analyze the full-length anteroposterior radiographs of
both legs in standing position using the TraumaCad software (Brainlab AG,
Munich, Germany).
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FIGURE 2 | Gait cycle analysis showing overall impaired sagittal range of motion of the hip (n = 29 patients) (reduced extension, (A). Reduced extension during
stance and flexion during swinging of the group with XLH (B, red line + 1 SD) versus the control group grey curved area.
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FIGURE 3 | Patients with XLH (n = 29 patients) (dotted blue line, + 1SD) had significant external rotation of the hip during stance (p < 0.001) and swing phase (p =
0.004) compared with the control group (solid red line, + 1 SD) (A). (B) also showing significant internal rotation of the knee during the whole gait cycle (p < 0.001).
Gray bar indicates the level of significance (p < 0.005) between the group with XLH and the control group during the gait cycle. Meanwhile, the white bar indicated

non-significance (p > 0.005).

In total, 14 (48.3%) of 29 patients had a greater lateral trunk
lean (waddling gait), defined as a frontal thorax ROM of > 7°.
Patients with a higher BMI (R* = 0.41, p < 0.001) and those with
varus knee deformity (p = 0.002, Figure 4) presented with a
greater lateral trunk leaning. The proximal femoral hip angle
(mLPFA) was not correlated with lateral trunk lean (R*=0.17, p =
0.241). Furthermore, there was no association between thorax
length in relation to leg length and lateral trunk lean (p > 0.05).

The tibial anterior bowing angle (procurvatum) was associated
with a lower knee and ankle ROM (n=42 limbs, knee: R* = 0.37,
p <0.001; ankle: R* = 0.21, p = 0.011) and thus, gait quality (n =21

patients, R* = 0.27, p = 0.004). However, the femoral anterior
bowing angle (procurvatum) did not influence hip/knee motion or
GDI significantly (n = 32, p = 0.869).

Patients with enthesopathies on anteroposterior radiographs
of the lower limb had a low gait quality based on GDI (p = 0.022,
Figure 5). A high BMI was associated with a low gait score (GDI:
R* = 0.32, p = 0.002) and a greater lateral trunk lean (R* = 0.17,
p = 0.002).

Standard laboratory parameters (n = 23) including serum
calcium (Ca), phosphate, total alkaline phosphatase, and 25-
hydroxy vitamin D [25(OH)D] levels were not associated with
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FIGURE 5 | Patients with radiographic signs of enthesopathies had low GDI
scores compared with those without (p = 0.022). (* = p > 0.05).

GDI. Patients with a high BMI had a low 25(OH)D level.
However, there was no difference in Ca or PTH levels.

DISCUSSION

The current study showed that adolescents and adults with XLH
presented with a significantly low gait quality based on GDI as
well as lateral trunk lean (“waddling”). Common features were

complex lower limb deformities and signs of osteoarthritis,
pseudofractures, and enthesopathy.

Lower limb deformity and gait impairment can substantially
reduce QoL among adults with XLH (6). Aside from pain, fear of
falling is common among adults with XLH, thereby resulting in
reduced participation in social and public activities (23) and
contributing to the burden of disease. Therefore, further studies
that aim to not only identify and quantify contributing factors
but also improve the multidisciplinary management of patients
with XLH are warranted (6).

Lower limb alignment is important in biomechanical function,
thus a normal gait. The characterization of biomechanical
alterations in the lower limb among patients with XLH represents
an essential prerequisite to assess the effects of medical or
nonmedical interventions on factors contributing to burden of
disease (24).

Although there are studies showing extremely high rates of
lower limb deformity (12, 13, 25), there is currently no detailed
measurement data regarding lower limb deformities among
adults with XLH. Therefore, lower limb deformity among
adults with XLH cannot be described and quantified. Zhang
et al. (12) revealed that about 95.9% of patients with XLH (n =
217) presented with lower limb deformities. These were
categorized as genu varum, genu valgum, and complex deformity.
In XLH, lower limb deformity was defined as a complex deformity
caused by additional anteroposterior (procurvatum) or torsional
deformity, which was not described in previous studies (12, 13).

In our patient group, the severity of lower limb alignment
deviations ranged from normal to severely pathologic (Figures 6A-
D and 7A-D). Compared to children with XLH who did not
receive prior surgical intervention (9), adults had a lower incidence
of valgus deformity and a higher incidence of varus deformity of the
lower limb. However, similar rotational abnormalities with signs of
a higher external femoral torsion and a lower external tibial torsion
were observed during gait.

According to Horn et al. (7), patients who underwent frontal
plane alignment correction and who had a neutral mechanical
axis did not complain of significant residual torsional
malalignment even though diaphyseal bowing was not
completely corrected. Our data partly contradict these findings.
Rotational deformity, including a high rate of intoeing, might
have significantly contributed to gait deviations in adults with
XLH, thereby causing burden of disease.

The pseudofracture rate (30%) in our study group was similar to
that of other populations (13). Looser zones (pseudofractures) were
found in adults with XLH, increasing with age It occurred in 28% of
patients aged under 30 years. However, none of the patients aged
under 18 years presented with pseudofractures (11). The youngest
participant with pseudofractures on radiographic analysis was aged
17 years, and this patient underwent surgical intervention.

Anterior bowing of the tibia and femur (procurvatum), which is a
sagittal plane deformity parameter, was not correlated with
pseudofracture. Thus, this disease-specific radiographic finding may
originate from other pathomechanisms compared with deformities
and associated biomechanical strains only. Furthermore, our study
did not show a correlation between the number of pseudofractures
and gait quality. A previous study has shown the benefits of
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leg was taken individually (C, D).

FIGURE 6 | Lower limb deformity of patients prior to surgical frontal plane correction at our hospital. Left (A frontal, B sagittal): 50 y/o, female, five prior surgeries,
GDI: 43.7, BMI: 28.7 kg/m?, conventional oral medication. Right: 33 y/o, female, no previous surgeries prior to presentation, GDI: 27.6, BMI: 37.6 kg/m?. Full-length
anteroposterior radiograph (hip to ankle) of both lower limbs in standing position was not performed due to severe varus deformity. Thus, radiograph image of each

conventional treatment for the quality and quantity of bone
mineralization among adult patients with XLH (26).

Enthesopathies and pseudofractures can significantly contribute
to burden of disease (6). However, a reliable method for quantifying
enthesopathies is yet to be developed (24). In this study, the negative
influence of enthesopathies on gait quality confirmed the
importance of this parameter among adults with XLH.

A murine model showed a higher occurrence of enthesopathies
and joint structural alterations over time. Furthermore, all Hyp
mice developed peripheral enthesopathies, thereby showing the
mineralization of fibrochondrocytes at the achilles tendon and
plantar fascia ligament insertions of the calcaneal tuberosity at the
12-month follow-up (27). Our study group showed comparable
findings on detailed radiographic analysis. Thus, further research
focusing on foot and ankle deformity among adults with XLH
must be performed.

Enthesopathies may not respond adequately to conventional
medical therapy among adults with XLH (28). Consequently,
further research should be conducted to prevent a decrease in
gait quality caused by this radiographic change.

The development of early and severe osteoarthritis is another
highly relevant factor in the skeletal assessment of adults with
XLH (6). Our cohort presented with a high rate of degenerative
changes in the hip, knee, and ankle joints. However, only two
patients underwent prior joint replacement surgeries.

Joint replacement has been effective in treating osteoarthritis
among adults with XLH (29, 30). The surgical intervention was
technically challenging due to severe deformity and poor bone
quality (29).

Compared with the abovementioned studies, joint replacements
in the current research occurred at a later age with consideration of
the overall lower mean age of our study population. Joint
replacement surgery may be postponed in patients with
symptomatic osteoarthritis due to severe lower limb deformity.
Hence, such a notion should be considered. In our study group, this
finding was observed in at least three patients.

Steele et al. (10) comprehensively described the skeletal
affection of the upper and lower extremities and spine in
adults (n = 9). Degenerative changes in the entire skeletal
apparatus were high. The gait characteristics (higher lateral
trunk lean, lower hip extension and knee extension during
stance) were similar to those reported in our study. However,
an analysis of lower limb deformity was not performed, and there
were no details regarding rotational and torsional deformities.

Lower limb alignment influences thorax movement among
patients with XLH (9). Waddling is described as a disease-specific
gait deviation in patients with XLH (9, 10, 31). However, this term
has not been clearly defined, and its use might be inappropriate
when considering patients’ demands in the context of the
psychosocial aspects of burden of disease. The term waddling was
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replaced with increased lateral trunk lean and found similarly high
rates in adults compared to children with XLH (9). The increased
lateral trunk lean as the compensation mechanism of varus limb
deformity could again be observed in adults similar to prior reports
of children with XLH (9). We hypothesized that patients with a
longer thorax (in relation to leg length) were more likely to have a
greater lateral trunk lean during gait, which was not the case in our
series. LPFA, which is an indicator of frontal hip deformity (varus/
valgus), was not correlated with lateral thorax motion. However, it
might influence hip abductor moment due to a change in lever arm.
Therefore, gluteal insufficiency and proximal femoral varus
deformity may not be the main causes of an increased lateral
trunk lean among patients with XLH.

The current study first revealed the impact of a high BMI on
gait quality among adults with XLH. Patients with a high BMI
presented with lower gait scores and a higher incidence of
increased lateral trunk lean. While the value of BMI
measurement in populations with short stature is discussed
controversially, these data contribute to characterize the role of
metabolic control in XLH. In line, previous studies have shown a
high prevalence of overweight in adult XLH populations (32) and

|

FIGURE 7 | Comparison of adequate (A ap; B lateral) and insufficient (C ap; D lateral) surgical frontal and sagittal plane correction. The patient depicted in (A, B)
underwent multilevel lower limb correction at our hospital (28 y/o, male, GDI: 62.0, BMI: 38.3 kg/m?, conventional oral medication). The patient depicted in (C, D)
presented with multiple prior surgeries performed elsewhere (37 y/o, male, GDI: 43.3, BMI: 33.3 kg/m?, conventional oral medication).

the correlation between a high BMI and a lower gait quality
among children with XLH (9).

Most adults with XLH had joint stiffness (5), which significantly
contribute to disease burden. The current study showed a significant
decrease in hip, knee, and ankle joint ROM during gait. Thus,
stiffness is a clinically relevant and measurable parameter.
Interestingly, procurvatum of the tibia (anterior bending) was
associated with a decreased ankle and knee ROM and overall gait
quality (gait deviation index). Thus, joint stiffness, which is a typical
symptom of XLH, might be aggravated by sagittal plane deformity.

This study shows the importance of lower limb deformity
correction in improving gait among patients with XLH. Femoral
and tibial varus deformity, torsional deformity, and tibial
procurvatum deformity and a higher BMI may contribute to a
lower gait quality. Patients with prior alignment surgeries are more
likely to present with lower rotational deviations. However, due to
group heterogeneity, further comparison was not performed.

Limitations
This study had several limitations. Included patients received
regular medical care at multiple medical facilities across Austria
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and Europe, as reflected by extremely diverse pharmacological
treatment regimens at the time of examination as well as extensive
heterogeneous histories of medical treatment. Most patients were
in the crucial phase of linear growth prior to the development of
current treatment standards and multidisciplinary approaches for
rare bone disorders. The surgically treated patients underwent
various and multiple surgical procedures, thereby reflecting the
high osteotomy rates within the last decades, which further
contributed to group heterogeneity. Although the diversity of
medical and surgical history reflects real-life clinical settings in
XLH care, the outcomes of this study might be blurred by
inhomogeneity. Nevertheless, the finding of several specific
characteristics in this cohort underline the relevance and
applicability of our outcomes in defiance of phenotypic and
therapeutic variability in XLH.

Whilst symptoms and burden of disease were assessed
retrospectively in this study, functional or QoL scoring was not
available in the analysis. Complete (preoperative) lower limb
deformity assessment includes lateral full leg radiography and
torsional magnetic resonance imaging or computed tomography
scan. However, these additional examinations were not accessible
to all patients in this study. Gait analysis can examine the
rotational and torsional components of lower limb deformity
(9, 33). To detect the possible influence of spinal degeneration on
gait, spine radiograph might be necessary. Furthermore, future
studies of a spine motion marker should be conducted to assess
spine movement among adult patients with XLH.

To minimize ionizing radiation on the gonads, all
standardized long leg radiography images were obtained using
a gonad shield based on the local standards of care. However, this
protective measure inhibits the detection of changes in the
sacroiliac joint and enthesopathies of the sacrospinous ligament.

Due to disease-specific maltorsion, lateral radiographic angles
were challenging to measure in some cases; therefore, only the
procurvatum shaft angle was evaluated.

CONCLUSION

Adolescents and adults with XLH presented with an increased
lateral trunk lean, lower gait scores, osteoarthritis, enthesopathies,
and pseudofractures. This study for the first time showed that lower
limb deformity (such as MAD, lateral bending, and malrotation),

REFERENCES

1. Haffner D, Emma F, Eastwood DM, Duplan MB, Bacchetta ], Schnabel D,
et al. Clinical Practice Recommendations for the Diagnosis and Management
of X-Linked Hypophosphataemia. Nat Rev Nephrol (2019) 15:435-55.
doi: 10.1038/s41581-019-0152-5

2. Che H, Roux C, Etcheto A, Rothenbuhler A, Kamenicky P, Linglart A, et al.
Impaired Quality of Life in Adults With X-Linked Hypophosphatemia and
Skeletal Symptoms. Eur ] Endocrinol (2016) 174:325-33. doi: 10.1530/EJE-15-0661

3. Lecoq A-L, Brandi ML, Linglart A, Kamenicky P. Management of X-Linked
Hypophosphatemia in Adults. Metabolism (2020) 103S:154049. doi: 10.1016/
j.metabol.2019.154049

4. Raimann A, Mindler GT, Kocijan R, Bekes K, Zwerina J, Haeusler G, et al.
Multidisciplinary Patient Care in X-Linked Hypophosphatemic Rickets:

BMI, and features specific in XLH (such as enthesopathies)
negatively affected gait quality among adolescents and adults with
XLH. Therefore, patients with XLH require a comprehensive and
adequate treatment in a multidisciplinary setting. Assessment of
lower limb deformities and gait deviations should be implemented
in future diagnostic and therapeutic studies to address this
important aspect of disease burden in XLH patients.

DATA AVAILABILITY STATEMENT

The raw data supporting the conclusions of this article will be
made available by the authors, without undue reservation.

ETHICS STATEMENT

The studies involving human participants were reviewed and
approved by Ethikkommission der Wiener Krankenhduser der
Vinzenz Gruppe Gumpendorferstrafle 108 1060 Wien
ethikkommission.wien@vinzenzgruppe.at (EK37/2020).
Written informed consent to participate in this study was
provided by the participants’ legal guardian/next of kin.

AUTHOR CONTRIBUTIONS

GM, AK, AS, RK, AR, RG, CR, and GH contributed to
conception and design of the study. GM and AS wrote first
draft of manuscript. AR wrote sections of the manuscript. GM,
AS, RK, GH, and AR did clinical data collection. AK and AR
performed statistical analysis. AK collected gait data. GM, AK,
AS, and AR performed data analysis. All authors contributed to
the article and approved the submitted version.

ACKNOWLEDGMENTS

The authors thank Bernhard Attwenger for administrative and
data support in the gait lab. Furthermore, the authors thank all
participants and Doris Prochaska (as patient representative and
head of the Austrian XLH Alliance, www.phophatdiabetes.at) for
their support.

One Challenge, Many Perspectives. Wien Med Wochenschr (2020) 170:116-
23. doi: 10.1007/s10354-019-00732-2

5. Skrinar A, Dvorak-Ewell M, Evins A, Macica C, Linglart A, Imel EA, et al. The
Lifelong Impact of X-Linked Hypophosphatemia: Results From a Burden of
Disease Survey. ] Endocr Soc (2019) 3:1321-34. doi: 10.1210/j5.2018-00365

6. Seefried L, Smyth M, Keen R, Harvengt P. Burden of Disease Associated With
X-Linked Hypophosphataemia in Adults: A Systematic Literature Review.
Osteoporos Int (2021) 32:7-22. doi: 10.1007/s00198-020-05548-0

7. Horn A, Wright ], Bockenhauer D, Van’t Hoft W, Eastwood DM. The
Orthopaedic Management of Lower Limb Deformity in Hypophosphataemic
Rickets. J Child Orthop (2017) 11:298-305. doi: 10.1302/1863-2548.11.170003

8. Petje G, Meizer R, Radler C, Aigner N, Grill F. Deformity Correction in
Children With Hereditary Hypophosphatemic Rickets. Clin Orthop Relat Res
(2008) 466:3078-85. doi: 10.1007/s11999-008-0547-2

Frontiers in Endocrinology | www.frontiersin.org

September 2021 | Volume 12 | Article 754084


http://www.phophatdiabetes.at
https://doi.org/10.1038/s41581-019-0152-5
https://doi.org/10.1530/EJE-15-0661
https://doi.org/10.1016/j.metabol.2019.154049
https://doi.org/10.1016/j.metabol.2019.154049
https://doi.org/10.1007/s10354-019-00732-2
https://doi.org/10.1210/js.2018-00365
https://doi.org/10.1007/s00198-020-05548-0
https://doi.org/10.1302/1863-2548.11.170003
https://doi.org/10.1007/s11999-008-0547-2
https://www.frontiersin.org/journals/endocrinology
http://www.frontiersin.org/
https://www.frontiersin.org/journals/endocrinology#articles

Mindler et al.

Deformity and Gait in XLH

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

. Mindler GT, Kranzl A, Stauffer A, Haeusler G, Ganger R, Raimann A. Disease-

Specific Gait Deviations in Pediatric Patients With X-Linked Hypophosphatemia.
Gait Posture (2020) 81:78-84. doi: 10.1016/j.gaitpost.2020.07.007

Steele A, Gonzalez R, Garbalosa JC, Steigbigel K, Grgurich T, Parisi EJ, et al.
Osteoarthritis, Osteophytes, and Enthesophytes Affect Biomechanical Function
in Adults With X-Linked Hypophosphatemia. J Clin Endocrinol Metab (2020)
105:e1798-814. doi: 10.1210/clinem/dgaa064

Hardy DC, Murphy WA, Siegel BA, Reid IR. Whyte MP. X-Linked
Hypophosphatemia in Adults: Prevalence of Skeletal Radiographic and
Scintigraphic Features. Radiology (1989) 171:403-14. doi: 10.1148/
radiology.171.2.2539609

Zhang C, Zhao Z, Sun Y, Xu L, JiaJue R, Cui L, et al. Clinical and Genetic
Analysis in a Large Chinese Cohort of Patients With X-Linked
Hypophosphatemia. Bone (2019) 121:212-20. doi: 10.1016/j.bone.2019.01.021
Moreira CA, Costa TMRL, Marques JVO, Sylvestre L, Almeida ACR, Maluf
EMCP, et al. Prevalence and Clinical Characteristics of X-Linked
Hypophosphatemia in Parana, Southern Brazil. Arch Endocrinol Metab
(2020) 64(6):2359-3997000000296. doi: 10.20945/2359-3997000000296
Paley D, Herzenberg JE, Tetsworth K, McKie J, Bhave A. Deformity Planning
for Frontal and Sagittal Plane Corrective Osteotomies. Orthop Clin North Am
(1994) 25:425-65. doi: 10.1016/S0030-5898(20)31927-1

Paley D. Principles of Deformity Correction. Berlin Heidelberg: Springer-
Verlag (2002). doi: 10.1007/978-3-642-59373-4

Kovalenko B, Bremjit P, Fernando N. Classifications in Brief: T6nnis
Classification of Hip Osteoarthritis. Clin Orthop Relat Res (2018) 476:1680—
4. doi: 10.1097/01.bl0.0000534679.75870.5f

Kohn MD, Sassoon AA, Fernando ND. Classifications in Brief: Kellgren-
Lawrence Classification of Osteoarthritis. Clin Orthop Relat Res (2016)
474:1886-93. doi: 10.1007/s11999-016-4732-4

Kraus VB, Kilfoil TM, Hash TW, McDaniel G, Renner JB, Carrino JA, et al.
Atlas of Radiographic Features of Osteoarthritis of the Ankle and Hindfoot.
Osteoarthritis Cartilage (2015) 23:2059-85. doi: 10.1016/j.joca.2015.08.008
Svoboda B, Kranzl A. A Study of the Reproducibility of the Marker
Application of the Cleveland Clinic Marker Set Including the Plug-In Gait
Upper Body Model in Clinical Gait Analysis. Gait Posture (2012) 36:562-3.
doi: 10.1016/}.gaitpost.2011.10.286

Sutherland DH. The Evolution of Clinical Gait Analysis. Part II Kinematics.
Gait Posture (2002) 16:159-79. doi: 10.1016/s0966-6362(02)00004-8
Schwartz MH, Rozumalski A. The Gait Deviation Index: A New
Comprehensive Index of Gait Pathology. Gait Posture (2008) 28:351-7.
doi: 10.1016/}.gaitpost.2008.05.001

Pataky TC, Robinson MA, Vanrenterghem J. Region-Of-Interest Analyses of
One-Dimensional Biomechanical Trajectories: Bridging 0D and 1D Theory,
Augmenting Statistical Power. Peer] (2016) 4:¢2652. doi: 10.7717/peer;j.2652
Hughes M, Macica C, Meriano C, Doyle M. Giving Credence to the Experience of
X-Linked Hypophosphatemia in Adulthood: An Interprofessional Mixed-Methods
Study. J Patient Cent Res Rev (2020) 7:176-88. doi: 10.17294/2330-0698.1727
Imel EA. Enthesopathy, Osteoarthritis, and Mobility in X-Linked
Hypophosphatemial. ] Clin Endocrinol Metab (2020) 105:e2649-51.
doi: 10.1210/clinem/dgaa242

Kato H, Koga M, Kinoshita Y, Taniguchi Y, Kobayashi H, Fukumoto S, et al.
Incidence of Complications in 25 Adult Patients With X-Linked

Hypophosphatemia. | Clin Endocrinol Metab (2021) dgab282:¢3682-92.
doi: 10.1210/clinem/dgab282

Fratzl-Zelman N, Gamsjaeger S, Blouin S, Kocijan R, Plasenzotti P, Rokidi S,
et al. Alterations of Bone Material Properties in Adult Patients With X-Linked
Hypophosphatemia (XLH). ] Struct Biol (2020) 211:107556. doi: 10.1016/
j.j$b.2020.107556

Faraji-Bellée C-A, Cauliez A, Salmon B, Fogel O, Zhukouskaya V, Benoit A,
et al. Development of Enthesopathies and Joint Structural Damage in a
Murine Model of X-Linked Hypophosphatemia. Front Cell Dev Biol (2020)
8:854. doi: 10.3389/fcell.2020.00854

Connor J, Olear EA, Insogna KL, Katz L, Baker S, Kaur R, et al. Conventional
Therapy in Adults With X-Linked Hypophosphatemia: Effects on
Enthesopathy and Dental Disease. J Clin Endocrinol Metab (2015)
100:3625-32. doi: 10.1210/JC.2015-2199

Mills ES, Iorio L, Feinn RS, Duignan KM, Macica CM. Joint Replacement in X-
Linked Hypophosphatemia. J Orthop (2018) 16:55-60. doi: 10.1016/j,jor.2018.12.007
Larson AN, Trousdale RT, Pagnano MW, Hanssen AD, Lewallen DG,
Sanchez-Sotelo J. Hip and Knee Arthroplasty in Hypophosphatemic
Rickets. J Arthroplasty (2010) 25:1099-103. doi: 10.1016/j.arth.2009.06.023
Rothenbuhler A, Schnabel D, Hogler W, Linglart A. Diagnosis, Treatment-
Monitoring and Follow-Up of Children and Adolescents With X-Linked
Hypophosphatemia (XLH). Metabolism (2019) 103s:153892. doi: 10.1016/
j.metabol.2019.03.009

Zhukouskaya VV, Rothenbuhler A, Colao A, Di Somma C, Kamenicky P,
Trabado S, et al. Increased Prevalence of Overweight and Obesity in Children
With X-Linked Hypophosphatemia. Endocr Connect (2020) 9:144-53.
doi: 10.1530/EC-19-0481

Radler C, Kranzl A, Manner HM, Hoglinger M, Ganger R, Grill F. Torsional Profile
Versus Gait Analysis: Consistency Between the Anatomic Torsion and the
Resulting Gait Pattern in Patients With Rotational Malalignment of the Lower
Extremity. Gait Posture (2010) 32:405-10. doi: 10.1016/j.gaitpost.2010.06.019

26.

27.

28.

29.

30.

31.

32.

33.

Conflict of Interest: AR and RK received non-related honoraria from Kyowa Kirin
for consultancy and scientific presentations. RG and CR received non-related
honoraria from Nuvasive Inc. and Smith and Nephew for consultancy. The
authors declare that the research was conducted in the absence of any commercial
or financial relationships that could be constructed as a potential conflict of interest.

Publisher’s Note: All claims expressed in this article are solely those of the authors
and do not necessarily represent those of their affiliated organizations, or those of
the publisher, the editors and the reviewers. Any product that may be evaluated in
this article, or claim that may be made by its manufacturer, is not guaranteed or
endorsed by the publisher.

Copyright © 2021 Mindler, Kranzl, Stauffer, Kocijan, Ganger, Radler, Haeusler and
Raimann. This is an open-access article distributed under the terms of the Creative
Commons Attribution License (CC BY). The use, distribution or reproduction in other
forums is permitted, provided the original author(s) and the copyright owner(s) are
credited and that the original publication in this journal is cited, in accordance with
accepted academic practice. No use, distribution or reproduction is permitted which
does not comply with these terms.

Frontiers in Endocrinology | www.frontiersin.org

September 2021 | Volume 12 | Article 754084


https://doi.org/10.1016/j.gaitpost.2020.07.007
https://doi.org/10.1210/clinem/dgaa064
https://doi.org/10.1148/radiology.171.2.2539609
https://doi.org/10.1148/radiology.171.2.2539609
https://doi.org/10.1016/j.bone.2019.01.021
https://doi.org/10.20945/2359-3997000000296
https://doi.org/10.1016/S0030-5898(20)31927-1
https://doi.org/10.1007/978-3-642-59373-4
https://doi.org/10.1097/01.blo.0000534679.75870.5f
https://doi.org/10.1007/s11999-016-4732-4
https://doi.org/10.1016/j.joca.2015.08.008
https://doi.org/10.1016/j.gaitpost.2011.10.286
https://doi.org/10.1016/s0966-6362(02)00004-8
https://doi.org/10.1016/j.gaitpost.2008.05.001
https://doi.org/10.7717/peerj.2652
https://doi.org/10.17294/2330-0698.1727
https://doi.org/10.1210/clinem/dgaa242
https://doi.org/10.1210/clinem/dgab282
https://doi.org/10.1016/j.jsb.2020.107556
https://doi.org/10.1016/j.jsb.2020.107556
https://doi.org/10.3389/fcell.2020.00854
https://doi.org/10.1210/JC.2015-2199
https://doi.org/10.1016/j.jor.2018.12.007
https://doi.org/10.1016/j.arth.2009.06.023
https://doi.org/10.1016/j.metabol.2019.03.009
https://doi.org/10.1016/j.metabol.2019.03.009
https://doi.org/10.1530/EC-19-0481
https://doi.org/10.1016/j.gaitpost.2010.06.019
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
https://www.frontiersin.org/journals/endocrinology
http://www.frontiersin.org/
https://www.frontiersin.org/journals/endocrinology#articles

	Lower Limb Deformity and Gait Deviations Among Adolescents and Adults With X-Linked Hypophosphatemia
	Introduction
	Patients and Methods
	Inclusion/Exclusion Criteria
	Data Acquisition
	Gait Analysis
	Statistics

	Results
	Study Population
	Radiographic Findings of the Lower Limbs
	Gait Deviations

	Discussion
	Limitations

	Conclusion
	Data Availability Statement
	Ethics Statement
	Author Contributions
	Acknowledgments
	References



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages false
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 1
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness false
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages false
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 600
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages false
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 600
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages false
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /ENU (T&F settings for black and white printer PDFs 20081208)
  >>
  /ExportLayers /ExportVisibleLayers
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /BleedOffset [
        0
        0
        0
        0
      ]
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /ClipComplexRegions true
        /ConvertStrokesToOutlines false
        /ConvertTextToOutlines false
        /GradientResolution 300
        /LineArtTextResolution 1200
        /PresetName ([High Resolution])
        /PresetSelector /HighResolution
        /RasterVectorBalance 1
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks true
      /IncludeHyperlinks true
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MarksOffset 6
      /MarksWeight 0.250000
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PageMarksFile /RomanDefault
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
    <<
      /AllowImageBreaks true
      /AllowTableBreaks true
      /ExpandPage false
      /HonorBaseURL true
      /HonorRolloverEffect false
      /IgnoreHTMLPageBreaks false
      /IncludeHeaderFooter false
      /MarginOffset [
        0
        0
        0
        0
      ]
      /MetadataAuthor ()
      /MetadataKeywords ()
      /MetadataSubject ()
      /MetadataTitle ()
      /MetricPageSize [
        0
        0
      ]
      /MetricUnit /inch
      /MobileCompatible 0
      /Namespace [
        (Adobe)
        (GoLive)
        (8.0)
      ]
      /OpenZoomToHTMLFontSize false
      /PageOrientation /Portrait
      /RemoveBackground false
      /ShrinkContent true
      /TreatColorsAs /MainMonitorColors
      /UseEmbeddedProfiles false
      /UseHTMLTitleAsMetadata true
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


