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Abstract

The objective of this study was to determine the feasibility, reliability and validity of the Pediatric
Quality of Life Inventory™ generic core scales (PedsQL™ questionnaire) in children with sickle
cell disease. This was a cross-sectional study of children from an urban hospital-based sickle cell
disease clinic and an urban primary care clinic. The study participants were children ages 2 to 18
years who presented to clinic for a routine visit. Health-related quality of life (HRQL) was the
main outcome. HRQL of children with sickle cell disease were compared to children without
disease to test validity. Missing items were used to determine feasibility and Cronbach’s alpha was
used to determine reliability. Parents of 178 children (104 with sickle cell disease and 74 without
disease) and 118 children (78 with sickle cell disease and 40 without disease) completed HRQL
questionnaires. The PedsQL™ questionnaire was feasible and reliable. The parent-proxy and child
self-report questionnaire differentiated between children with and without sickle cell disease. The
parent proxy-report differentiated well between children with mild and severe sickle cell disease.
The questionnaire performed well in children with sickle cell disease and is a feasible, reliable,
and valid tool to measure HRQL in children with sickle cell disease.
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Introduction

Determining the performance of a health-related quality of life (HRQL) questionnaire within
the population to which it is applied is critical prior to utilizing the questionnaire as a patient
reported outcome.[1,2] Understanding the basic psychometric properties such as validity and
reliability of a measure help support its use within clinical trials and for drug labeling by the
FDA.[1-4] Ultimately, the work done to understand the performance of a HRQL measure
should help advance the concept that these questionnaires can be used in everyday clinical
practice to monitor the HRQL of a patient.
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There are limited data on the HRQL of children with sickle cell disease[5-8] and even less
is known about the performance of HRQL questionnaires within this population.[9] The
Child Health Questionnaire (CHQ) is the only HRQL questionnaire that has been shown to
be valid and reliable for use in children with sickle cell disease.[9] Currently, the CHQ is
limited to a child self report version ages 10 to 18 years of age and to a parent report version
ages 5 to 18 years of age. In addition, the child self report version is quite long and thus can
be difficult to use in everyday clinical practice. The Pediatric Quality of Life Inventory™
generic core scales (PedsQL™ questionnaire) measure HRQL by proxy report for children
as young as 2 years of age and by self report for children as young as 5 years of age. It is
brief and takes only 5 to 10 minutes to complete. These characteristics make the PedsQL™
an appealing questionnaire to measure HRQL in children with sickle cell disease.

The objective of this study was to determine the performance of the PedsQL™ questionnaire
in children with sickle cell disease. We hypothesized that the PedsQL questionnaire would
perform well in children with sickle cell disease; specifically that the PedsQL™
questionnaire would be reliable, valid, and feasible to use in a clinic setting.

Materials and Methods

Study Setting and Subjects

This was a cross-sectional study conducted at the Medical College of Wisconsin pediatric
sickle cell disease clinic from January, 2006 to June, 2007. Children 2 through 18 years of
age who presented to the clinic for a routine check-up were eligible for the study.

Children were also recruited from an urban primary care clinic in Milwaukee, Wisconsin
from January, 2007 through June, 2007 to represent a comparison group of children without
sickle cell disease for the validity portion of this study only. Children presenting to either
clinic with an acute illness were not eligible for the study since it was felt this illness would
affect the child’s baseline HRQL measurement.

The Institutional Review Board of the Medical College of Wisconsin/Children’s Hospital of
Wisconsin approved the study. Informed consent was obtained from the parent and assent
was obtained from children 7 years of age or older.

Measurements

Demographic and medical information was obtained on all patients through parent report
and review of the child’s medical chart. For children with sickle cell disease, information
was also obtained from the sickle cell disease center’s comprehensive clinical database.
Race data for the children was collected using a modified United States Census
classification and reflect parent report based on the following choices: White, Black, Native
Hawaiian or Other Pacific Islander, Asian, American Indian or Alaskan native, Other or
Unknown.

For children with sickle cell disease, disease status was classified a priori as mild or severe
disease regardless of the child’s sickle cell phenotype. Children with a history of a sickle
cell related stroke, acute chest syndrome, 3 or more hospitalizations in the prior 3 years, or
recurrent priapism were classified as having severe disease based on criteria used for
intervention with hydroxyurea or bone marrow transplantation.[10-12] All others were
classified as having mild disease. Despite recent advances in the care and treatment of
children with sickle cell disease, there is currently not a scale available to determine clinical
severity. Therefore, given the considerable variability in the expression of the clinical
phenotypes of sickle cell disease, classification into mild and severe disease was based
largely on what was observed in the past for each patient. The primary outcome was health-
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related quality of life as measured by the PedsQL™ parent and child self-report form of the
generic core scales.

The PedsQL™ is a 23 item generic HRQL questionnaire that has a child self report for ages
5 through 18 years and a proxy report for children ages 2 through 18 years.[13] The
questionnaire takes 5 to 10 minutes to complete. The questionnaire yields information on the
physical, emational, social and school functioning of the child during the previous 4 weeks.
It has been extensively tested in both healthy children and children with chronic disease.
[14-20] Mean scores are calculated based on a 5-point response scale for each item and
transformed to a 0 to 100 scale with a higher score representing better quality of life. The
PedsQL™ yields 3 summary scores: a total scale score, a physical health summary score,
and a psychosocial health summary score. There are 4 scale scores: physical functioning,
emotional functioning, social functioning, and school functioning. The total score is
comprised of the average of all items in the questionnaire. The psychosocial summary score
is comprised of the average of the items in the emotional, social, and school functioning
scales. The physical health summary score is comprised of the average of items in the
physical functioning scale and is the same score as the physical functioning score. Missing
items were accounted for based on the developer’s recommendation.[13]

The PedsQL in paper form was completed in the clinic by the parent/and or child after
appropriate introduction for completion of the questionnaire was given by one member of
the research team (L.F.). As the guidelines for administration of the PedsQL recommend,
[13] children and parents self-completed the questionnaire independently. In addition, as
recommended, children ages 5 to 7 years of age completed the questionnaire with the
assistance of one member of the research team (L.F.).

Feasibility and Floor/Ceiling Effects

Reliability

Validity

To determine feasibility, missing values for each item were determined. In addition, the
percentage of scores that were at the ceiling (top of the scale) or floor (bottom of the scale)
were calculated for each scale.

Although the internal consistency reliability is known for the PedsQL questionnaire in
healthy children and children with other chronic diseases,[16-22] it is not known within the
population of patients with sickle cell disease. The internal consistency reliability was
calculated to determine whether the items within each scale of the PedsQL generic parent
and self report questionnaire were consistent with each other. A Cronbach’s alpha
coefficient of greater than 0.70 was considered acceptable for group-level analysis.[19]

Validity can be determined using a known-groups comparison method to determine if a
questionnaire measures what it intends to measure. To determine the discriminant validity of
the PedsQL parent-proxy and child self-report questionnaire, comparisons were made: 1)
between children with and without sickle cell disease and 2) between children with mild and
severe sickle cell disease.

Factor Analysis

To further determine validity of the PedsQL questionnaire an exploratory factor analysis
was performed to determine if items correlated as expected for the scale structure.
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Descriptive statistics were calculated for child and disease characteristics. Categorical
variables are presented as observed frequencies and proportions while continuous variables
(child age) are presented as sample medians. Differences between child demographic
characteristics were compared using Chi-square tests and Fisher’s Exact Test, where
appropriate, for categorical variables. Child age was compared between children with and
without sickle cell disease using a Wilcoxon Rank-Sum Test. Internal reliability was
assessed using Cronbach’s alpha for each of the four subscales of the PedsQL as well as for
the summary and total scores.

Mean scores for HRQL for the summary scores and each of the subscales were calculated
using PedsQL developer’s guidelines.[23] Because of the skewed distribution of the
summary and subscale scores, differences in mean scores between 1) children with and
without sickle cell disease and 2) children with mild and severe disease are reported as
medians and Interquartile ranges (IQR) and compared using Wilcoxon Rank Sum Tests. To
control for the possibility of false positives due to multiple testing, the false discovery rate
(FDR) approach was applied to the subscale analysis, with control set to 5%.[24]

A preliminary exploratory factor analysis was performed for both the patient self-report and
parent proxy-report for children ages 5 to 18 years to test the underlying dimensions of the
PedsQL items within a sickle cell population. The extracted factors were based on the
eigenvalue > 1.0 criterion and were rotated using the Promax oblique rotation. Ages 2 to 4
years were not included in the factor analysis as the PedsQL parent report for ages 2 to 4
years does not include all of the school functioning items. All analyses were performed
using SAS v9.1.3 (SAS, Cary, NC).

One hundred and four parents of children with sickle cell disease and 74 parents of children
without disease completed the parent report of the PedsQL™ questionnaire. Seventy-eight
children with sickle cell disease and 40 children without disease completed the self report
PedsQL questionnaire. Table 1 shows the demographic characteristics of children with and
without sickle cell disease. Children with sickle cell disease were older than the children
without sickle cell disease and more likely to be African American. However, the majority
of children without sickle cell disease were African American. Approximately 73% of
patients with hemoglobin SS disease were classified as having severe disease. Six of these
patients reported having chronic orthopaedic, bone or joint problems. The children in both
groups reported similar medical illnesses such as asthma. Two patients with sickle cell
disease classified as mild disease had a history of stroke. One of these patients was
diagnosed with a perinatal stroke as a neonate and the other had stroke with meningitis as a
baby. Neither had further therapy related to the stroke. As a result, these strokes were not
thought to be secondary to sickle cell disease so these patients were classified as mild sickle
cell disease.

Feasibility and Floor/Ceiling Effects in Children with Sickle Cell Disease

Feasibility was determined by calculating the number of missing item responses from both
the parent and child self report questionnaires for children with sickle cell disease. There
was less than 5% missing for each item except for items in the school functioning scale
which had up to 8.6% of one item missing. The floor and ceiling effects (Table 2) for the
parent and child self report of the PedsQL™ questionnaire were similar to that of a
population based sample of children.[18] Our sample did have a lower ceiling effect in the
physical functioning items compared to the population based sample of children.

J Pediatr Hematol Oncol. Author manuscript; available in PMC 2009 September 1.



1duasnuey Joyiny vd-HIN 1duasnuey Joyiny vd-HIN

1duasnuey Joyiny vd-HIN

Panepinto et al. Page 5

Reliability
The reliability (Table 2) of the PedsQL questionnaire in children with sickle cell disease was

acceptable in all scales and in the summary scores as evidenced by a Cronbach’s alpha
greater than 0.7.

Validity between children with and without sickle cell disease

Differences in median summary scores were analyzed between children with and without
sickle cell disease. (Table 3). Parent proxy-reports showed children with sickle cell disease
had worse HRQL in all summary scores when compared to children without sickle cell
disease. Looking at differences at the scale level, the HRQL of children with sickle cell
disease was the worst in the area of physical functioning as might be expected given that
pain is a predominant symptom in children with sickle cell disease. Children also had worse
social and school functioning compared to children without sickle cell disease. There was no
difference between children with and without sickle cell disease in the area of emotional
functioning.

When examining child self reports (Table 3), children with sickle cell disease had worse
physical functioning than those without disease. There were no differences in HRQL scores
in other areas.

Validity between children with mild and severe sickle cell disease

The parent proxy-report of the PedsQL questionnaire differentiated between children with
mild and severe sickle cell disease in all summary scores (Table 4). At the scale level, there
were differences between mild and severe disease in the areas of physical functioning and
school functioning. The differences in the physical functioning area of HRQL was expected
given that classification of children into mild and severe disease reflects complications that
largely impact the child’s physical functioning. In addition, children in the severe sickle cell
disease group would be expected to have more school functioning problems as they have
had more hospitalizations and complications such as stroke.

Unlike the parent proxy-report, the child self-report did not differentiate between mild and
severe sickle cell disease in any area (Table 4). Overall, children in both the mild and severe
groups tended to rate their HRQL better than their parents did.

Factor analysis

Table 5 and Table 6 show the results of the exploratory factor analysis done on the parent
proxy and child self-report of the PedsQL questionnaire for ages 5 to 18 years. Our analysis
found 5 factors (latent constructs) for the parent proxy-report (Table 5). This is similar to
what has been found in other factor analysis of the parent proxy-report of the PedsQL™
questionnaire.[22,25,26] Our results showed differences related to physical items which
likely is due to the prominent role pain plays in sickle cell disease. The physical functioning
items “hurt or ache” and “low energy” loaded with school functioning items, “miss school/
not well” and “miss school-doctor appointment” and with an emotional functioning item
“have trouble sleeping”. In addition, the physical functioning items “hard to walk more than
a block”, “hard to take bath or shower” and “hard to do chores around house” loaded with
emotional items “feel angry” and “worry about what will happen”. Our factor analysis also
showed school functioning items loading with a social item “trouble getting along with
peers”.

In the child self-report, a six factor structure resulted from the factor analysis (Table 6).
Social functioning items loaded predominately together with emotional functioning items
for two of the factors in our factor analysis. School functioning items loaded into 3 different
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factors with 2 of the 3 factors having physical functioning items loading with the school
functioning items. The remaining factor had physical and emotional items that loaded
together.

Discussion

The PedsQL ™ questionnaire performed well when used in a group of children with sickle
cell disease. It differentiated children with sickle cell disease from those without disease and
was reliable. In addition, it was feasible and showed no floor effects and a smaller ceiling
effect than what has been shown in healthy children and in children with other chronic
diseases.[22] This study provides the necessary psychometric properties of one of the most
commonly used generic HRQL tools and supports the use of this questionnaire to measure
HRQL in children with sickle cell disease. The brevity of the questionnaire and a child self
report in children as young as 5 years of age make its use in a clinical setting possible.

As expected, the proxy-report of the PedsQL™ questionnaire differentiated between
children with severe and mild sickle cell disease and those with no disease. In addition, the
child self report showed worse physical HRQL in children with sickle cell disease compared
to children without disease. This was expected given the a priori grouping of children with
sickle cell disease based on physical symptoms. The child self-report questionnaire did not,
however, distinguish between those with mild and severe sickle cell disease. Furthermore,
children with sickle cell disease did not have significantly worse HRQL in the area of
school, social and emotional functioning compared to their peers without sickle cell disease.
This may be due to the non-specific nature of this generic questionnaire which may not
capture the areas uniquely different such as self esteem issues secondary to delayed puberty
or icterus that many of these children have. A disease specific companion module for this
generic questionnaire would help address this limitation. However, our findings are similar
to a prior study of the HRQL of urban school children.[27] This study showed that the
HRQL of urban school children, who were largely African American, was quite low
compared to healthy norms and were similar to children with a chronic disease.[22]

Prior to this study, we validated the CHQ and found it also performs well in children with
sickle cell disease.[9] Similar to the PedsQL™ questionnaire, we found the CHQ was a valid
and reliable tool to measure HRQL in children with sickle cell disease. The PedsQL ™,
however, includes self report to children as young as 5 years of age and is brief and thus
easier to administer in our clinical setting. There are no other data on the performance of
HRQL questionnaires in children with sickle cell disease.

The exploratory factor analysis extends our understanding of the underlying structure of the
PedsQL™ questionnaire within our population. The “missing school” items on the PedsQL
seem to be measuring physical limitations such as pain and low energy which is similar to
what has been shown in other populations of children who are ill [25] but different than
healthy populations.[22] In addition, other school items such as “having a hard time paying
attention” or “keeping up with school work” loaded with social functioning items such as
“getting along with others” which suggests that some school problems are related to the
difficulty these children have with social functioning.

The emotional functioning items seemed to split and load highly into a social-emotional
factor and physical-emotional factor. This may reflect both the difficulty children with sickle
cell disease have socially such as getting along with peers and others not wanting to be
friends with them and their emotional issues of feeling afraid or scared and sad or blue. In
addition, their difficulty with some physical functioning items such as walking more than a
block or doing chores loaded highly with emotional items such as feeling angry and
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worrying about what will happen which suggests their physical limitations are partly related
to emotional distress. A disease specific HRQL tool would be able to develop constructs
such as pain and social and emotional issues more specific to sickle cell disease which
would help address more distinctly the interplay of limitations related to this chronic illness.

This study was conducted in one geographic area and may not be generalizable to other
regions. However, it is unlikely that our patients with sickle cell disease and children
without disease from the urban clinic are inherently different from those in other areas. We
are also limited by a smaller sample size for our factor analysis. Further testing on larger
numbers of patients will be needed to confirm our findings. In addition, it is critical to
determine if the measure is responsive, or sensitive to change over time, to further support
the use of the PedsQL in this population and prior to using it to evaluate the effect of
treatment interventions. Lastly, to better understand how therapies, such as hydroxyurea and
chronic blood transfusions, affect the HRQL of children with sickle cell disease, further
work will need to be done to determine treatment impact on HRQL of these children.

We showed that the PedsQL ™ is a valid and reliable tool and was feasible to measure
HRQL in children with sickle cell disease. Understanding the underlying psychometrics of
another commonly used generic HRQL questionnaire, the PedsQL™ questionnaire, within
children with sickle cell disease lays the groundwork for its use in future clinical research
trials. The next step involves developing a disease specific sickle cell disease companion
HRQL module for the PedsQL™ to increase the specificity of HRQL measurement in these
children. In addition, further testing to determine whether the questionnaire is sensitive to
changes over time in this population will be necessary prior to being able to interpret
findings within a clinical trial.
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TABLE 1

Demographic Characteristics of Children With and Without Sickle Cell Disease

n 104 74
Age, median (years) 10.0 7.0 0.014W
Gender, female 52 (50.0) 42 (56.8) 0.374
Racer ¥ <0.001
Black or African-American 98 (94.2) 58 (78.4)
Asian or Native Hawaian/other Pacific Islander 0 (0.0) 2(2.8)
White 0(0.0) 5 (6.8)
Other 1(1.0) 6(8.1)
Unknown 0 (0.0) 1(1.9)

Medical co-morbidities’

Asthma 20 (29.0) 28 (39.4) 0.193
Chronic allergies 6(8.7) 11 (15.3) 0.230
Chronic orthopaedic, bone or joint problems 9 (13.0) 3(4.2) 0.059
Chronic rheumatic disease 1(1.4) 0(0.0) 0.489F
Diabetes 1(1.49) 1(1.4) 0.999F
Epilepsy 4(5.8) 1(14) 0.205F
Other chronic medical condition 2(29) 5(7.1) 0.443F
Mild Disease Status 49 (47.1)
Stroke™ 2

Vaso-occlusive crises

Hospitalized for crisis < 3 times in last 3 years 19
Severe Disease Status 55 (52.9)
Stroke 12
Acute Chest Syndrome 40
Recurrent Priapism 2

Vaso-occlusive crises

Hospitalized for crisis < 3 times in last 3 years 10
Hospitalized for crisis > times in last 3 years 33
Phenotype
Hb SS 66 (63.5)
Hb SC 26 (25.0)
Hb SB* thalassemia 9(8.7)
Hb SpP thalassemia 1(1.0)
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Other 2(1.9)

TSome data missing

iBased on United States Census classification and reflect parent report based on the following choices: White, Black, Native Hawaiian or Other
Pacific Islander, Asian, American Indian or Alaskan native, Other or Unknown.

Fp—value from Fisher’s Exact Test
w -
p-value from Wilcoxon Rank Sum Test

*
One subject with perinatal stroke, one subject with stroke secondary to meningitis
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TABLE 2

Floor/Ceiling Effects and Internal Consistency Reliability of the PedsQL Parent Proxy-Report and Child Self-
Report in Children with Sickle Cell Disease

Scale n % Floor / % Ceiling | Cronbach's a
Total Score 104 0.0/48 0.930
Psychosocial Health™ 104 0.0/6.7 0.887
Physical Health™ 104 0.0/10.6 0.905
Emotional Functioning | 104 0.0/15.4 0.813
Social Functioning 104 1.0/14.4 0.768
School Functioning 97 1.0/12.4 0.829
Scale n % Floor / % Ceiling | Cronbach's a
Total Scale Score 78 0.0/13 0.903
Psychosocial Health™ 8 0.0/26 0.879
Physical Health™ 78 0.0/6.4 0.787
Emotional Functioning | 78 0.0/12.8 0.733
Social Functioning 77 0.0/19.5 0.807
School Functioning 77 0.0/3.9 0.73

*
Psychosocial Health represents Psychosocial Health Summary Score and Physical Health represents Physical Health Summary Score

J Pediatr Hematol Oncol. Author manuscript; available in PMC 2009 September 1.



Page 12

Panepinto et al.

81095 Alewwng yijeaH [eaIsAyd siuasaidas yieaH [ea1sAyd pue 8109S Arewiwing yieaH [e190S0YdASd Suasaidal yifesH [e190S0YdASd
x

abuey ajnuenbisiul — YOI

1591 WINS-)ueY UOXOI[IAA U0 paseq sanjea-d paisnipe ¥ad

I

YET'0 (0'SL ‘0'0v) €95 LL (522 '5'16) 8'59 ov Buruonouny |00yds
€190 (056 ‘0'55) 0°08 Ll (006 '5'29) 008 or Buiuonouny [eroos
€190 (0'58 ‘0'5S) 8'59 8. (528 '0'sv) 0°0L ov Buruonouny [euonows
700 (18 '€'99) 8'89 8L (8€6 '6'TL) €18 ov L EaH [ea1sAUd
199°0 (¢'€8'0°05) 8'59 8/ (z'6L'8'55) L'TL ov JPIEH [B100S0LoASq
v€C0 (e6L 'e'€9) €89 8L (018 'T'79) 562 or 81098 9[edS [ej0 L
9000 (0oL ‘0'0¥) 0°SS 16 (006 ‘0°05) 299 69 Buiuonsun4 jooyss
9200 (006 ‘0'58) 0°'GL v0T (0"00T ‘0°09) €'98 v. Buruonound |eroos
1610 (006 ‘'0°09) 522 ¥0T (006 ‘'0'55) 0°GL v. Buuonoung reuonows
900°0 (g18'008) 889 | ¥OT (696 '€'95) 528 vl LMeaH [eaIsAud
%700 (528'528) 189 | vOT (1'16'2°95) 0'5L vl LUMESH [e10050UASd
9000 (5'€8'0°09) ¥'L9 v0T (726 '2'85) L'08 vL 21028 3]edS [e0 L

1d

(401) veipaiy

(401) ueipay

ETERIS

952951 (19D APHOIS UMM UBIP[IYD

25351 (19 3PIOIS MNOULM UBIP|IUD

uoday-}19S plIyD pue Hoday-Axold wuated TOSPad U0 paseq aseasiq |18 a21S INOYIM pue Yim uaip|iyD 4o TOEH UeIpaA Jo uosiiedwo)
€371avl

NIH-PA Author Manuscript

NIH-PA Author Manuscript

NIH-PA Author Manuscript

J Pediatr Hematol Oncol. Author manuscript; available in PMC 2009 September 1.



Page 13

Panepinto et al.

81005 Arewwing yjeaH [eaisAyd siussaidal yijesH [ealsAyd pue 8109s AJewiwng yijesH [2190S0UoASd siuasaldal yiesH [e100s0yoAsd
x

abuey ajnenbisiu] - YOI

159 WINS-}UBY UOX0D[IAA UO paseq sanjea-d paisnipe ¥ya4

il

0680 | (0’2 '0'0v) 005 | L¥ | (008 '0°SY) 009 | OE Buruonouny [00Yds
0680 | (0'g6‘'26) 008 | 8 | (056 '0°0S) 0'SL | 62 Buiuonauny [e190S
0680 | (0'68'G29)0'G9 | 87 | (0°'08°0'55) 0°'02 | o€ | Butuonouny feuonows
0680 | (828'0°05) 2’29 | 8v | (€18'529) v'eL | o€ LEaH [eaIsAud
0680 | (058'525) 0’50 | 8y | (0'se‘T'8v) 002 | 08 | UPIEOH [B100SOLAS
0680 | (r08'825) 899 | 8y | (€6L'G¥S) 689 | O 3100S 2Jeds [ej0)
2000 | (009‘0se)osy | €5 | (L'16°005)8¢€9 | vv Bujuonouny |0oyos
6900 | (0'g8'0°08) 0'0L | S5 | (0'S6 '0'S9) 0'SL | 6¥ Buruonouny [eroos
7900 | (0'8°0'55) 889 | S | (006 ‘0'59) 0'G. | 6 | Buiuonouny jeuonow3
1000 | (1'82'90v) v'6s | ss | (8'€6'529) 9'8L | 6V LUEaH [edishud
5000 | (0'sz'zov) 09 | s | (528°279) T2 | 6 | UPIEH [B120S0UDAsd
2000 | (8eL'gLy) 209 | oS | (0'88'8'65)8CL | 6¥ 31098 9[e9S [eI0 L

1d

(401) ueipain u

(401) ueipaiN

BT

9seasi aJ9N3S

9seas1q PIIA

Al1anss aseasiq Ag aseasi [18D 391S YIM UsJp|IyD J0) S2100S 9]eds pue Alewing UeIpaiAl

¥ 37avl

NIH-PA Author Manuscript

NIH-PA Author Manuscript

NIH-PA Author Manuscript

J Pediatr Hematol Oncol. Author manuscript; available in PMC 2009 September 1.



Page 14

Panepinto et al.

6¢°0—

€10 800

800

sbuiy) 106104

LT°0

¢0'0 2¢0'0-

¢00

9]eljusduod 0} preH

21°0- ¥2°0 210 120 s1ay0 yum Aejd usym dn daay 01 preH
[AN0] 00— | GIT'0O— op staad Jayio sbuiyy buioq
20°0— 8T0 21 o— pasea]
100 €00 SpusL 8q 0 JUeM 1,Uop SIBYIO

siaad /m Buoje Buimeb ajgnol L

uaddey |11m 1eym Inoge ALIOAN

100 Buidaals sjgnou L
S1'0—- Kibue 984
6T°0 an|q Jo pes [994

P8BS 10 plelye |99

12°0— 0g0 ABI1aus Mo| aneH

10°0— 870 8Yoe 10 UnH

S10- ST°0 SN0y puNno.e $310y2 op 0} pIeH

00 100 J18MOYS/y1eq 8e) 0} pJeH

900- | 800- | zT0 600 sbuiyy Aneay 11| 01 pJeH
10°0- 110 120 €0°0— 951919Xa 10 Sp0ds op 0} preH

S

uni o1 preH

14

€ 4

T

00| T < Y[em 03 preH

way| / 3[eds

101084

101084

J010e4 | aooe4

101084

(81— saby) aseasiq [19D 312IS YUM uaJp|iyD ul Loday-Axold Juared 1OSpad Joj sBuipeo 1010e4 paleioy Xewold

S 31gavl

NIH-PA Author Manuscript

NIH-PA Author Manuscript

NIH-PA Author Manuscript

J Pediatr Hematol Oncol. Author manuscript; available in PMC 2009 September 1.



Page 15

Panepinto et al.

0t'0 < sBuipeoy J0joey s10usp $|180 pPaybIyBIH

956°89 = paute|dxa soueLIeA [€10 L

%T'S %99 %E'L %0'TT | %6'8€
8TT ¢sT 89T €5°¢C 76'8
210 92'0— juswiulodde 10300p° |00YS SSIIA
ST'0 100 ]19M Jou" |00Ys SSIA
000 0Z'0 Y10Mm|ooyds yum Buidasy ajgno. L
S 14 € 4 T wil| / 9eds
J010e4 | Jopeq | Joloed | a010e4 | u030EA

NIH-PA Author Manuscript

NIH-PA Author Manuscript

NIH-PA Author Manuscript

J Pediatr Hematol Oncol. Author manuscript; available in PMC 2009 September 1.



Page 16

Panepinto et al.

¥1°0—-

800

91'0—

sbuiyy 196104

9]eljusduod 01 preH

sJayo yum Aejd usym dn daay 01 preH

01'0—- | 610- | €00- €10 220 op s1sad Jayio sBuiyy Butoq
100 0€0 pasea ]
L0°0 82°0— SpualJy 3q 0] JUBM J,Uop SIsYI0

s1aad /m Buoje Buimab ajgno. L

uaddey [j1m Jeym Inoge ALIOAA

ST'0 G1'0— Buidaals sjgnou L
02'0— 80'0- 820 Kibue [234
80°0— 10 SE0 170 200 an|q o pes |34

440} 01°0— 8¢°0 ¥0'0— | SO0— PaJeIs J0 plelje |99

€00 €10 [440) ABlaus mo| aneH
¢00 ¥0°0 §0'0 ayoe 1o UnH
810 100 8SNoyY punoJe saJoyd op 0} pJeH
100 170 700 €00 €10 1amoys/Lreq axel 01 preH

170 €e0— 10°0—- 170 sbuiys Aneay 11 03 preH
60°0— 60°0— 120 120 L10— 8510493 10 sHods op 0} preH
02'0- 900 8€0 Se0 or1o- uni 01 preH
0%°0- 91’0 €€'0 10— LE0 870 9010 T < X[em 0} pJeH

9

S

14

€

4

T

way| / 3[eds

J010eH

101084

101084

101084

101084

101084

(87— $3BV) 8seasiq [18D 9P{AIS YNM UBIPIYD Ul Loday-1[9S Juaied TOSPad Joj sBuipeo J0joeS pareloy Xewoid

9314avlL

NIH-PA Author Manuscript

NIH-PA Author Manuscript

NIH-PA Author Manuscript

J Pediatr Hematol Oncol. Author manuscript; available in PMC 2009 September 1.



Page 17

Panepinto et al.

00 < sBuipeoy Jojoey aj0usp s|180 paybiybiH

%T'G9 = paure|dxa soueLIeA [e10 ]

%C'S %E'S %8'S %89 %S'6 %G'CE
61T €T ve'T LST 8T'¢C 8y'L
I ST0 820 €00 Juswiulodde 10300p— |00YIS SSIA
[440] 80°0— 10— 6T°0 118M Jou— [00YIs SSIA
0co 12’0 €00 870 000 10Mjo0ys yim Buidasy s|gnos L
9 g 14 € 4 T wie}| / 31eds
J010e4 | Joyeq | 401084 | Joroeq | Jojoe4 | 4010B4

NIH-PA Author Manuscript

NIH-PA Author Manuscript

NIH-PA Author Manuscript

J Pediatr Hematol Oncol. Author manuscript; available in PMC 2009 September 1.



