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Simple Summary: Children: adolescents, and young adults who are affected by hematological malig-
nancies and who are undergoing intensive phases of cancer treatment including hematopoietic stem
cell transplantation, experience diminished functional ability. This study was aimed at assessing if
osteopathic treatment and evaluation can be used when an 11-week precision-based exercise program
is run inside the hospital. Our results support that osteopathy plus precision-based intervention could
be a desirable support in the clinical prise en charge of these children and adolescents. Osteopathy is a
safe method for the evaluation of clinical conditions and requires strong multidisciplinary synergy
between pediatricians and exercise physiologists.

Abstract: Children: adolescents, and young who are adults affected with hematological malignancies
(CAYA-H) and who are undergoing intensive phases of cancer treatment, including hematopoietic
stem cell transplantation (HSCT), experience diminished functional ability. This study was aimed at
assessing the feasibility, efficacy, safety, and satisfaction of an osteopathic intervention in CAYA-H
attending an 11-week precision-based exercise program (PEx). All of the participants were given
4–10 treatments according to the prescription ordered by the sports medicine doctor in charge of
the PEx, and the following outcomes were assessed: (1) spinal column range of motion (ROM) by
palpation; (2) lower and upper limb joints ROM by a goniometer; (3) orthostatic posture by plumb
line assessment; (4) chest and abdomen mobility by inspection and palpation; (5) cranial-sacral
rhythmic impulse (CRI) by palpation; and (6) adverse effects. Goal attainment scaling (GAS) was
used to identify the accomplishment of a desired clinical result. Moreover, HSCT patients who were
affected with graft-versus-host disease and/or osteonecrosis had their joints assessed in terms of
ROM as tools to monitor the effectiveness of immunosuppressive treatment. A total of 231 CAYA-H
were identified, and 104 participated in the study (age 10.66 ± 4.51 yrs; 43% F). PEx plus osteopathy
reached positive GAS scores by improving the ROMs of the spinal column and/or limbs (81%
and 78%, respectively), chest and abdomen mobility (82%), and CRI (76%). Only minor reversible
adverse effects were noticed during the study. Together, our data seem to initiate a new course where
osteopathy could be useful in evaluating structural edges due to the clinical history of each CAYA-H.
Given the contributions that were obtained by the GAS scores, osteopathic treatment seems to reveal
interesting potential that can be targeted in the future.

Keywords: hematology; pediatric; osteopathy; precision-based exercise; leukemia; lymphoma;
hematopoietic stem cell transplantation
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1. Introduction

According to the European Society of Paediatric Oncology’s (SIOPE) perspective, there
are nearly 500,000 European children, adolescents, and young adults with hematological
malignancies (CAYA-H) today. In 2030, there will be around 750,000 CAYA-H survivors:
two-thirds of them will have some long-term effects and/or sequelae due to treatment
and/or complications [1,2]. Cardiomyopathy, pulmonary diseases, myopathy, osteoporosis,
and osteonecrosis and motor nervous function impairments are some of the consequences
of cancer treatment that can jeopardize the possibility of performing physical activity [3–6].
Pain, fatigue, anxiety, and fear are the final causes of the reduced exercise tolerance in
CAYA-H [7,8]. Exercise capacity is reduced at the beginning of treatment, after being off-
therapy for one year, and even after 15 years of follow-up [9–12]. Thus, adapted precision
exercise-based training programs (PEx) are an emerging therapeutic option as an adjuvant
treatment in pediatric oncology [13–17]. Although a recent review suggested that the effects
of PEx for childhood cancer participants are not yet convincing due to the small numbers of
participants and insufficient study designs, the first results show some positive effects on
physical fitness in the intervention groups compared to the control groups [18]. There were
positive intervention effects in terms of body composition, flexibility, cardiorespiratory
fitness, muscle strength, and health-related quality of life (cancer-related items). In the
last 2 years, new studies on large cohorts of CAYA-H showed how supervised in-hospital
PEx for children with cancer are safe and play a cardio-protective role as well as improve
exercise capacity [19,20].

A totally new field of research, one that has been neglected in the scientific literature
dedicated to PEx, concerns the possible effect of manual treatment added to exercise in
CAYA-H. Complementary therapies, such as osteopathy, can help to manage the exas-
perating cluster of signs and symptoms, relieving the physical and emotional burden of
CAYA-H and their families [21]. As confirmed by the WHO in 2019, osteopathic medicine
relies on manual contact for diagnosis and treatment [22]. Osteopathic treatment (OT) can
help to manage pain relief and quality of life (QoL) in patients with cancer and in very frail
patients with neurodegenerative diseases [23,24], and it has also been shown to improve
functional status in acute and chronic pain of nociceptive or neuropathic origin in different
clinical conditions [25–27]. Several studies have demonstrated a possible anti-inflammatory
effect of OT, showing a reduction of inflammatory cytokines (IL-6, IL-12), substance P, and
TNFα [28,29].

Although PEx are known to impact exercise tolerance in CAYA-H, as reported in
previous studies, the effect of exercise plus OT has never been tested. In order to deal
with CAYA-H in a patient-centered way and to allow our study to integrate the outcomes
of patients with very heterogeneous symptoms, we arbitrarily decided to use a broad-
spectrum tool to quantify the treatment benefits: goal attainment scaling (GAS). GAS is
an assessment instrument that can be used to evaluate interventions based on individual,
patient-specific goals [30,31]. This is of particular importance in clinical studies in diseases
where due to the diversity of symptoms, it is especially difficult to perform an inferential
analysis based on a single quantified outcome, i.e., a single standardized endpoint. The
symptoms and signs of CAYA-H during cancer treatment are diverse and range from
minor inconveniences that compromise quality of life to being life-threatening as a result
of side effects that are related to cancer treatment. The most common symptoms and
signs are joint and skeletal muscle pain at rest and during exercise, headache, flushing,
itching, abdominal pain, nausea, vomiting, heartburn, tachycardia, odynophagia (difficult
swallowing), sialorrhea, dyspnea, and hyper or hypotension. Osteopathic evaluation
(OE) seems to be an appealing support for the evaluation of diminished joint range of
motion (ROM) and postural unbalance due to problems originating from various parts
of the skeletal muscle system (structural function). OE could also eventually support the
pre-clinical diagnosis of symptoms and signs that are characteristic of CAYA-H in their
intensive phases of cancer treatment, including a differential diagnosis within the specific
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thorax and abdominal organ disorders that manifest during inspection and palpation
(visceral function).

This study aimed to assess the safety, feasibility, efficacy, and satisfaction of OT in
CAYA-H during their cancer treatment plus an 11-week precision-based exercise program.
Additionally, OE was tested as a possible complementary procedure to safely evaluate
clinical conditions in CAYA-H before and after the exercise program. Specifically, using
a GAS, the following indicators were tested: (1) the ROM of the cervical-dorsal-lumbar
spine; (2) the ROM of the upper and lower limb joints; (3) the orthostatic posture; (4) the
visceral function of the thorax and abdomen; (5) the cranial and sacral rhythmic impulse
(CRI); and (6) the possible adverse effects of exercise plus OT.

2. Materials and Methods

Every attempt was made to avoid unnecessary discomfort and disturbance to the
CAYA-H and their parents according to the ERICE statement about the cure and care of
long-term survivors of childhood cancer [32]. All of the children and their parents provided
informed assent and written consent to participate in the study, and it was approved by
the University of Milano Bicocca ethics committee (registered number 2017/284). Personal
data were treated in compliance with the European standard principles of confidentiality
(n. 2016/679). The protocol was registered to ClinicalTrials.gov PRS (n. NCT04090268).

2.1. Precision-Based Exercise Protocols and OT

Eligible CAYA-H were those treated for any hematological malignancy (including
relapses) at the Maria Letizia Verga center (Monza—Italy) from April 2017 to December
2019, with the participants being aged 3 to 19 years old. Another criterion was that
each CAYA-H agreed to participate in a round of an 11-week combined training program
(endurance, resistance, balance, and flexibility) three times per week that was individually
targeted, with workloads ranging from moderate to intense exercises, depending on
the daily clinical conditions. Each participant was informed by the referring pediatric
hematologist of the possibility of participating in the research protocol. Subsequently, a
sports medical doctor evaluated the possible risks of performing precision training or OT.
The CAYA-H were allocated in two precision exercise protocols and OT depending on
their clinical history and according to the intensity of their chemotherapy protocol (See
Appendix A).

The osteopaths received a 4-month ad hoc training period, which was provided by the
sports medicine doctors. They treated the CAYA-H during the 11 weeks of PEx. The OT
techniques that were used during the treatments were focused on recovery from structural
or visceral cancer-related consequences of chemotherapy, immobilization, and/or exercise
training (e.g., vertebral crush fracture). All the participants showing joint pain and/or ROM
limitations, myalgia, acute abdominal or lung infection or toxicity (especially transplant
recipients), sleep disorders, nausea, headache, chronic chest wall restriction, and active
and/or outcomes of osteonecrosis underwent 4–10 OTs, as per the prescription by the
referring physician (see Appendix A).

2.2. Osteopathic Evaluation

CAYA-H assessment was performed before (T0) and after (T1) the 11 weeks of PEx
and OT and at any time when an intercurrent condition raised. The OE was assessed and
noted using a medical record that had been divided in sections that evaluated the spinal
column and the ROM of the lower and upper limb joints, the orthostatic posture [33], a
clinical examination of the chest and abdomen, and a CRI [34,35] (see Appendix A).

Every OE and/or exercise training session was reported on a daily basis for each pa-
tient and was included in their clinical report. Any relevant adverse effects were considered
as possible outcomes of interest and were clearly identified. Before the onset of the study,
we arbitrarily decided to set a list of possible adverse effects to be followed up with in
the 2 days after the OT session: neurological (vertigo, nausea, headache), musculoskeletal
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(joint or muscular pain), gastrointestinal or urogenital (diarrhea, abdominal pain), and
subjective discomfort during the treatment.

When interpreting outcomes with a GAS endpoint, it is essential that the chosen
goals are reported upon in a similar way as baseline variables are traditionally reported
upon in randomized controlled trials; to ensure that this was the case in the present study,
we ran a 1-year extensive investigation before starting the OE. Thus, we were able to
categorize the goals based on the most common parameters that we found to be recurrent
and noticeably impaired (e.g., dorsal and lumbar dysfunctions of the column due to the
presence of a central venous catheter inserted at the second rib level or back pain as the
principal structure enduring painful stiffness when long bed-rest periods occur). Finally,
we built a basal OE that was used to establish one or more rehabilitative goals by a GAS
(see Appendix A). None of the osteopaths who participated in the final OE had any prior
knowledge of the initial goals that had been established [36].

2.3. Evaluation of the Satisfaction of the OT Intervention

The visual analogue scale (VAS) method was used to evaluate the satisfaction of both
participants and their parents after 11 weeks of OT. The VAS is a patient-reported scale that
ranges from 0 to 10 (where 0 is not satisfied and 10 is completely satisfied) [37].

2.4. Study Design and Statistical Analysis

This was a clinical, analytic, observational, cohort study, where the magnitude of the
intervention was also evaluated longitudinally. Values were expressed as mean (±standard
deviation). Sample size calculation determined that a sample of 15 participants would be
adequate to detect a difference of 25% in the exercise capacity between the participants and
the healthy children and was determined to have a power of 0.80 (α = 0.05). The column,
subtype box and violin, and violin plot graph families were used. All of the statistical
analyses were performed using a commercially available software package (Prism 8.0:
GraphPad, La Jolla, CA, USA).

3. Results

Two hundred thirty-one CAYA-H were eligible for participation in the study (age
10.6 ± 4.5 yrs; 43.0% F). Eighty-one (35%) CAYA-H did not participate in the study, the
main reason for which was due to logistical reasons (out of province or region). A small
number of families refused to attend the PEx and OT sessions because of a lack of interest
in participating in the research project (5%). Finally 150 CAYA-H were recruited and 24
(16%) dropped out (<15% of adherence to the PEx sessions) due to lack of compliance such
as living too far away from the hospital or a busy familiar schedule when young siblings
were in the same familiar nucleus or in cases of death (four deceased CAYA-H).

OT was also performed in severe clinical conditions, when the active PEx was un-
bearable. In fact, 22 CAYA-H received just OT: because their clinical conditions were
substantially different from the rest of the participants enrolled, their data are not presented
in this paper.

One-hundred four CAYA-H attended more than 16% of the PEx and more than 3 OT
sessions. Only the CAYA-H who attended more than 30% of PEx and more than 4 OT
sessions were considered for GAS scores at T1 because the effect of the intervention is only
reliable when there is medium or high adherence to the training sessions [20]. Patients
with adherence to the PEx that was lower than 29% were considered as a low adherence
group, and their data are not presented in this paper. The flow diagram of participants
is visible as a Supplemental figure (Figure S1) as per the “Strengthening the Reporting
of Observational Studies in Epidemiology (STROBE) Statement: guidelines for reporting
observational studies”.

Table 1 shows the characteristics of CAYA-H accordingly with their adherence to the
PEx and OT and divided by cohorts of age, sex, malignancy type, treatment protocol, HSCT
percentage for each malignancy, deaths.
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Table 1. Clinical characteristics of CAYA-H divided into high, medium, or low adherence groups
(HAd, MAd, LAd, respectively). ALL: acute lymphoblastic leukemia; AML: acute myeloid leukemia;
HL: Hodgkin lymphoma; NHL: nonHodgkin HSCT: hematopoietic stem cell transplant.

Had—MAd LAd

Patients (n) 75 29
Age (yrs) 11.08 ± 4.46 10.00 ± 4.30
Age (yrs, range) 3–22 3–18
Sex (% Female) 54.50 46.00
Aged 3 < x < 11 yrs (%) 50.13 50.00
Aged 12 < x < 22 yrs (%) 49.87 50.00
Treatment protocol
ALL (%) 59.70 62.29
HSCT (%) 27.78 28.95
Treatment protocol
AML (%) 10.50 9.84
HSCT (%) 57.79 66.60
Treatment protocol
HL (%) 13.28 9.84
HSCT (%) 18.83 50.00
Treatment protocol
NHL (%) 6.18 4.91
HSCT (%) 18.39 100.00
Treatment protocol
Non onco (%) 10.35 13.11
HSCT (%) 71.60 75.00
>then 1 round (%) 32

Thirty-three participants (32%) were enrolled for more than one round because their
functional capacity and exercise tolerance were far from the established goals. Osteonecro-
sis (26%) and/or GvHD (8%) at the limb joints were the recurrent conditions in this cohort
of CAYA-H: the main part attende as pre or post intercourse for osteonecrosis and/or
joints’ GvHD.

The more relevant structural and visceral dysfunctions at both T0 and T1 were the
reduced extension of the dorsal spine (59% and 47%, respectively); reduced extension
of the sacral spine (42% and 27%, respectively); reduced flexion of the ankle (20% and
12%, respectively) and reduced internal rotation of the hip (22% and 12%, respectively);
unbalanced forward posture (8% and 7%, respectively); impaired diaphragmatic expansion
capacity at both T0 and T1 (61% and 38%, respectively); and reduced CRI (85% and
63%, respectively).

In Figure 1, the GAS scores of the spinal column functions that were obtained at T1
are shown. A GAS score of “0” was achieved in all of the functional parameters in 41%
of the OEs. Better outcomes than expected (score +1 and +2) were also represented (33%
and 7%, respectively). Scores that did not change (−1) or that worsened (−2) were in the
minority (9% and 10%, respectively). The spinal functions where the lower scores were
mainly represented were the reduced extension in the lumbar, dorsal, and cervical districts.

In Figure 2, the GAS scores for different leg functions are shown. In 40% of cases, the
GAS reached a score of “0” (ROM increased by 3◦). Better outcomes than expected (score +1,
ROM increased by 4–6◦ and +2, ROM increased more than 6◦) were also represented (31%
and 7%, respectively). No change (−1) or worsening scores (−2) were a minority (9%
and 13%, respectively). The structural functions where the lower scores were mainly
represented were the external and internal rotation of the hip and the flexion of the ankle.
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In Figure 3A, the GAS scores for the CRI sacral functions are shown. In 43% of cases,
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and 13%, respectively. The function where the lower scores were mainly represented was
sacral amplitude.
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In Figure 3B, the GAS scores of the CRI cranial functions are shown. In 42% of cases, a
GAS score of “0” was obtained for all of the parameters. Better outcomes than expected
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(score +1 and +2) were represented (30% and 5%, respectively). No change or worsening
scores were represented in 14% and 9% of cases, respectively. The function where the lower
scores were mainly represented was cranial amplitude.

The most prevalent abdominal visceral dysfunctions were at the right and left iliac
regions and at the left hypochondriac and lumbar regions, where pain during superficial
and deep palpation and/or altered bowel movements were observed. When a possible
clinical red flag was found, the pediatrician in charge of the patient was promptly consulted,
and the finding reported on the clinical report created by the sports medical doctor. In 68%
of cases a GAS score of “0” was obtained, while no changes were evident in 32%. The most
common chest dysfunctions were related to the diaphragm and 1◦ and 2◦ rib mobility. In
82% of cases, a GAS score of “0” was obtained, while in 18%, no changes were evident.

Only minor adverse effects were reported in a few cases after the OT sessions (1.7%):
three patients stated moderately increased joint pain the day after the treatment, and
one reported increased nausea. Medical doctors promptly evaluated the patients, and a
re-tailored OT and/or medication was prescribed in order to alleviate the symptoms. One
adolescent refused to be treated by certain osteopaths but agreed to be followed up with
by others.

Overall, the average VAS score regarding the PEx showed considerable satisfaction
by both the CAYA-H and their parents (9.30 ± 1.25 and 9.64 ± 0.60, respectively). When
the OT intervention was considered on its own, the average VAS score was also high
(9.06 ± 1.25 and 9.47 ± 1.25, respectively).

4. Discussion

This study attempted to prove the feasibility and safety of osteopathy in a pediatric
hematologist-oncological cohort that included very frail patients who enrolled in a precision
exercise-based training protocol. A well-coordinated and collaborative multi-disciplinary
prise en charge of patients with CAYA-H allowed for the inclusion of healthcare profession-
als who were new to the paediatric hemato-oncological setting, such as sports medicine
doctors, osteopaths, exercise physiologists, and other specialists (orthopedics, physiatrists).
The shared OE and the tailored OT plan allowed for the expression of the rehabilitative
potential of manual therapy integrated with the PEx. Osteopathy has been previously used
in adult patients with cancer as compassionate therapy [38–40]. CAYA-H sometimes have
challenging clinical histories due to miscellaneous and sometimes simultaneous causes of
both structural and visceral origin. A characteristic point of structural dysfunction was
seen at the cervical-dorsal level, and despite setting goals for better mobility, these goals
were not able to be reached in all cases. of the main reason behind reduced cervical-dorsal
mobility is the presence of a central venous catheter (CVC) or a peripherally inserted central
catheter (primarily positioned in one arm). As reported by Brisson et al., reduced spine
mobility can be a complication of CVC insertion in children under general anesthesia [41].
Apart from the possible surgical side-effects, patients are prone to adopting a typically
defensive posture to protect the devices from detaching during their daily life activities.

OE was an important tool for patient clinical assessment in order to identify where
the thoraco-pulmonary areas lacked excursion, which was investigated both passively
and actively. The data in this study showed that in CAYA-H, the diaphragmatic medial
and lateral pillars had a reduced inspiration capacity, especially when the clinical history
involved long periods of bed rest. OT, which acted as a support to the PEx, was prescribed
to improve and maintain the respiratory muscles elasticity, by passively elongating the
muscle fibers in the diaphragm pillars to counteract the stiffness that had been acquired
during the patient’s clinical history.

From a visceral point of view, pulmonary toxicity is a common long-term complication
that results from infections as well as from exposure to certain anticancer therapies in
childhood and can vary from subclinical to life threatening events [42]. Certainly, the
iatrogenic consequences of a reduced thoraco-pulmonary compliance in CAYA-H have
been attributed to radiotherapy, anticancer treatment, and eventually to GvHD in HSCT
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recipients [43–46]. The OE evaluated the progress that was being made during the PEx
training that was aimed at improving the mechanical capacity of the thoraco-pulmonary
system, and OT supported efforts to counteract the stiffness of the system.

The lumbar spine is the principal structure in which painful stiffness endures after long
periods of bed rest, and substantial skeletal muscle oxidative capacity is lost in 30 days [47].
On the other hand, growing adolescents exhibit a peculiar posture that characterized by the
shortening and spasming of the psoas muscles, the shortening of the abdominal muscles,
and/or increased lumbar lordosis and anterior tilt of the pelvis [48]. The primary reason for
OT support during the 11 weeks of PEx training was to improve the core muscles strength
(pelvic floor, abdominal wall, back, and diaphragm muscles) parameters, the strengthening
of which would consequently improve lumbar mobility. OE permitted the lumbar spine
mobility condition that is present in CAYA-H after long periods of bed rest (i.e., mobility
severely reduced) to be differentiated when compared to CAYA-H who were more active
(i.e., mobility closer or equal to the physiological function).

From a visceral perspective, some of the CAYA-H with back pain who had sacro-
lumbar vertebral structures demonstrating limited mobility showed associated urogenital
or intestinal problems. Song et al. found that in adolescents, the musculoskeletal system
can often contribute to chronic pelvic pain, a dysfunction that may develop as a response
to gynecological or non-gynecological problems [48]. The OE of these CAYA-H helped to
support pediatricians make a differential diagnosis between primary structural system
issues (myofascial pain) vs. possible diseases of the reproductive organs, bowel syndromes,
or urinary problems [49]. An example of this was a case of severe acute back pain that
resulted in a walking impairment and that was considered to be of spinal origin as it did not
demonstrate any signs of abdominal tenderness. Because the OE was strongly indicative of
the pain possibly being of a pelvic organ origin, a CT scan was requested after a consultation
between the osteopath, the sports medicine doctor, and the pediatrician. Finally, the pain
was determined to be the result of a supraelevator rectal abscess. Introducing OT in
CAYA-H adds novel insights and convenient, non-invasive means to investigate pelvic
pain, especially considering the reluctance of young patients when these anatomical parts
are involved.

In CAYA-H, specific joints have long-term reduced function., e.g., ankle flexion
and/or lower limb muscle strength, due to specific drugs such as vincristine and cor-
ticosteroids [20,50–52]. Our OE confirmed all of the signs that have been previously
reported, according to the phase treatment, especially in the intensive phases.

Osteotoxic chemotherapy, prolonged treatment with steroids, poor nutrition, vitamin
D deficiency, and poor muscle mass are recognized risk factors that contribute to bone
pathology during and after cancer therapy, resulting in negative skeletal configurations, os-
teoporosis, long bone and vertebral fractures, and osteonecrosis [53]. The latter is a serious
and debilitating complication in CAYA-H, of which incidence varies according to diagnosis,
age, sex, and treatment protocols, with 5 to over 50% of the pediatric patients experiencing
these side effects [54,55]. Osteonecrosis is an elusive condition with a challenging diagnosis
due to a heterogeneous manifestation, especially when there is already severe joint damage
that is present. OE allowed the clinical follow up of active osteonecrosis at hip, knee, and
ankle sites, locations where the worst sequelae occur, by identifying which CAYA-H were
at risk for significant progression and required an intense orthopedic evaluation.

Another peculiar complication that involves the upper and lower limb joints is chronic
GvHD, a problem that affects 5–30% of allogenic HCST recipients. GvHD causes different
degrees of severe extremity contractures from skin and fascial inflammation, poor aerobic
capacity from pulmonary involvement and deconditioning, dry mucous membranes (e.g.,
eyes and mouth), oral ulcers, and edema from hepatic congestion [56–58]. In our study
CAYA-H with GvHD were included and OE specifically measured the benefit of each line
of treatment, especially when joints were involved. PEx plus OT seemed to impact the
decreased ROM of the upper and lower limbs once anti-rejection medications reached their
maximum therapeutic potential. Certain CAYA-H were able to improve their ROM by a
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few degrees, bring them closer to the full physiological ROM, representing a considerable
step in a better QoL.

A literature review revealed that a CRI of cranio-sacral function in CAYA-H has never
been investigated. A correspondence with the clinical status of our patients was noticed:
very frail patients, including the four children who were treated at the end of their lives,
showed reduced expression of all of the CRI parameters. On the other hand, children who
were more physically active, i.e., in the medium intensive phases of treatment or after
therapy discontinuation, showed a more appreciable CRI.

In CAYA-H, the gut microbiota is modified after chemotherapy or radiotherapy ad-
ministration, leading to gastro-intestinal side effects such as nausea, vomiting, diarrhea,
abdominal distention, and constipation [59]. Mucositis is the main cause of abdominalgia
and compromises intestinal function, which affects nutritional status and QoL, eventu-
ally affecting survival [60]. Nausea and vomiting are the most common side effects of
chemotherapy [61]. Manual treatment on chemotherapy-induced nausea and vomiting in
pediatric cancer have been used successfully to eliminate nausea or to reduce the severity,
length, and frequency of nausea and vomiting [61,62]. The potential auxiliary outcomes
of manual treatment effects include increased vagal activity and decreased stress hor-
mones [63]. Applying OT in CAYA-H improved our knowledge of the potential of manual
treatment in easing these vicious symptoms, and it was possible to monitor gastro-intestinal
function by OE. Allowing parental caregivers to actively participate in reducing their child’s
discomfort by allowing them to repeat some manual maneuvers can reduce their anxiety
and can create a synergic alliance with the health figures.

A lot of time was spent in training each osteopath to report every OE that was
performed on each patient on a daily basis. We considered relevant adverse effects as
possible outcomes of interest because we are aware of the fact that adverse effects data
are often handled with less rigour than the primary beneficial outcomes of a study [63].
Because only reversible minor adverse effects were noted during this study, we considered
osteopathy as being successfully introduced in a complex clinical setting. When a possible
pre-clinical sign or symptom was found, we promptly referred it to the pediatrician who
was in charge of the patient.

The limitations of this study, which are in accordance with the “imaginative solution”
proposed by Zucchetti et al. [64], are the lack of possible randomization criteria for the
participants in intervention and control groups. These authors also suggest the evaluation
of common types of side effects such as fatigue, which we assessed only indirectly, to be
among the reasons that justify a lack of adherence to PEx. We are also definitely aware of
the fact that a randomized control trial would have provided the highest evidence level
for this experimental intervention. We evaluated a CTRL group of healthy children and
adolescents, and their functional performance was assessed in order to verify how far our
CAYA-H were from their peers in terms of exercise capacity [20]. In terms of having a
CTRL group of CAYA-H, upon a careful evaluation, two true homogenous groups could
not be established within these 2.5 years in the experimental setting. We would have to
consider the different diseases (leukemia type, lymphoma type), the different treatment
protocols, the standard vs. high-risk line of treatments, sex and age, clinical complications
such as secondary lung infections or post-transplant GvHD. We accept that our study has a
lower ranking in the hierarchy of evidence, as losing the power of randomization causes
the study to be more susceptible to bias and confounding. However, the large cohort of
patients and the GAS score along with average positive goal achievement made it fair to
conclude that the intervention might be responsible for the improvements that were seen
in the present study. We hope that more researchers will add evidence proving the benefit
of the use of manual treatment in children with cancer settings.

5. Conclusions

When following medical prescriptions, osteopathic intervention appeared to be safe
and effective in pediatric hemato-oncological patients, who expressed a high level of appre-
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ciation. This study suggests that osteopathic evaluation and treatment can be integrated to
precision-based exercise programs, even when children, adolescents, and young adults are
undergoing the most intensive phases of the cancer treatment.

Supplementary Materials: The following are available online at https://www.mdpi.com/article/
10.3390/cancers13246321/s1, Figure S1: Participants’ flow chart, from the eligibility number of
participants to those with a GAS score (see the methods section for further explanation). CAYA-H:
Children, adolescents and young adults with hematological malignancies; PEx: precision-based
exercise program; OT: osteopathic treatment. GAS: goal attainment scaling.
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Appendix A

Training protocols: A “frail training protocol” was used for (1) patients in their
early post- hemopoietic stem cells transplantation (HSCT) course; (2) patients with acute
lymphoblastic leukaemia (ALL) and acute myeloblastic leukemia (AML) during their front-
line induction. A “standard training protocol” was used for: (1) patients affected with ALL
during their consolidation, high-dose blocks, and re-induction, or after relapse; (2) patients
with AML, after the induction phase; (3) patients in late post HSCT course; (4) patients
affected with non-Hodgkin and Hodgkin lymphoma.

Osteopathic treatment (OT): Muscle inhibition techniques, joint active and passive
mobilization, deep skeletal muscle fascial, and cranio-sacral approaches were used. Arbi-
trarily high velocity low amplitude techniques (thrust) were considered to be inappropriate
for young and frail CAYA-H.

Osteopathic evaluation (OE): CAYA-H assessment was performed before (T0) and after
(T1) the 11 weeks of precision-based exercise and OT and any time when an intercurrent
condition was raised. The OE was assessed and noted using a medical record that was
divided in sections evaluating (1) the spinal column passive ROM by palpation, were three
grades of reduced mobilization were reported according to the severity of impairment
(mild, moderate, and severe impairment); (2) the ROM of the lower and upper limb joints
by an orthopedic goniometer (from 0 to 3 grades was a mild improvement, from 4 to
6 grades a moderate improvement, and above 7 grades a major improvement); (3) the
orthostatic posture by plumb line assessment. The ideal alignment was considered when
the plumb line of reference passed slightly anterior to the outer malleolus by hypothetically
dividing the body into front and back sections of equal weight. When the line was ante-
rior, it was considered as an orthostatic unbalanced forward posture, when it was in the
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opposite orientation, then it was considered to be an unbalanced backward posture [30];
(4) the chest and abdomen by inspection and palpation. The presence of thoracic or ab-
dominal respiratory patterns was assessed, i.e., the prevalent use of the accessory thoracic
respiratory muscles and/or abdominal and diaphragmatic involvement, the symmetrical
expansion of the lung bases, and the anterior expansion capacity for each respiratory act.
The abdomen was checked for the possibility of approaching each quadrant by palpation
without pain; (5) the CRI by palpation. This is hypothesized to be a palpable physiological
phenomenon that occurs in rhythmic cycles, called the flexion and extension-phase, which
are independent from cardiac and respiratory rates [31,32].

The basal OE was used to establish one or more rehabilitative goals by a goal at-
tainment scaling (GAS). Each osteopath that made the final OE had no prior knowledge
with respect to the initial goal that was established. GAS is particularly dependent on
defining goals that are measurable; can be tailored to a patient; can be written; allow
accurate, unambiguous determination of goal achievement; and are flexible enough to
cover most situations [33]. Scores 0, +1, and +2 were considered to represent the positive
accomplishment of the goal (goal attained, more than attained and normal physiological
function, respectively). Scores of −1 and −2 were considered to represent no clinical result
(no changes and worst conditions compared to the initial OE, respectively). A CAYA-H
could reach one or more GAS at the same time.

References
1. AIRTUM Working Group; CCM; AIEOP Working Group. Italian cancer figures, report 2012: Cancer in children and adolescents.

Epidemiol. Prev. 2013, 37 (Suppl. 1), 1–225.
2. Vassal, G.; Schrappe, M.; Pritchard-Jones, K.; Arnold, F.; Basset, L.; Biondi, A.; Bode, G.; Eggert, A.; Hjorthi, L.; Kameric, L.; et al.

The SIOPE strategic plan: A European cancer plan for children and adolescents. J. Cancer Policy 2016, 8, 17–32. [CrossRef]
3. Akyay, A.; Olcay, L.; Sezer, N.; Sonmez, C.A. Muscle strength, motor performance, cardiac and muscle biomarkers in detection

of muscle side effects during and after acute lymphoblastic leukemia treatment in children. J Pediatr. Hematol./Oncol. 2014, 36,
594–598. [CrossRef]

4. Nysom, K.; Holm, K.; Olsen, J.H.; Hertz, H.; Hesse, B. Pulmonary function after treatment for acute lymphoblastic leukaemia in
childhood. Br. J. Cancer 1998, 78, 21–27. [CrossRef]

5. Lanfranconi, F.; Pollastri, L.; Ferri, A.; Fraschini, D.; Masera, G.; Miserocchi, G. Near infrared spectroscopy (NIRS) as a new non-
invasive tool to detect oxidative skeletal muscle impairment in children survived to acute lymphoblastic leukaemia. PLoS ONE
2014, 9, e99282.

6. Marchese, V.G.; Connolly, B.H.; Able, C.; Booten, A.; Bowen, P.; Porter, B.; Rai, S.; Hancock, M.; Pui, C.H.; Howard, S.; et al.
Relationships among severity of osteonecrosis, pain, range of motion, and functional mobility in children, adolescent, and young
adults with acute lymphoblastic leukemia. Phys. Ther. 2008, 88, 341–350.

7. Harila-Saari, A.H.; Huuskonen, U.E.J.; Tolonen, U.; Vainionpää, L.K.; Lanning, B.M. Motor nervous pathway function is impaired
after treatment of childhood acute lymphoblastic leukemia: A study with motor evoked potentials. Med. Pediatr. Oncol. 2001, 36,
345–351. [CrossRef]

8. Cox, C.L.; Montgomery, M.; Oeffinger, K.C.; Leisenring, W.; Zeltzer, L.; Whitton, J.; Mertens, C.; Hudson, M.; Robison, L.
Promoting physical activity in childhood cancer survivors. Cancer 2009, 115, 642–654. [CrossRef] [PubMed]

9. YildizKabak, V.; Calders, P.; Duger, T.; Mohammed, J.; van Breda, E. Short and long-term impairments of cardiopulmonary fitness
level in previous childhood cancer cases: A systematic review. Support. Care Cancer 2019, 27, 69–86. [CrossRef] [PubMed]

10. Ness, K.K.; Kaste, S.C.; Zhu, L.; Pui, C.H.; Jeha, S.; Nathan, P.C. Skeletal, neuromuscular and fitness impairments among children
with newly diagnosed acute lymphoblastic leukemia. Leuk. Lymphoma 2015, 56, 1004–1011. [PubMed]

11. Deisenroth, A.; Sontgerath, R.; Schuster, A.J.; von Busch, C.; Huber, G.; Eckert, K.; Kulozik, A.; Wiskemann, J. Muscle strength and
QoL in patients with childhood cancer at early phase of primary treatment. Pediatr. Hematol. Oncol. 2016, 33, 393–407. [CrossRef]
[PubMed]

12. Hartman, A.; van den Bos, C.; Stijnen, T.; Pieters, R. Decrease in Peripheral Muscle Strength and Ankle Dorsiflexion as Long-Term
Side Effects of Treatment for Childhood Cancer. Pediatr. Blood Cancer 2008, 50, 833–837. [CrossRef] [PubMed]

13. San Juan, A.F.; Fleck, S.J.; Chamorro-Vina, C.; Maté-Muñoz, J.L.; Moral, S.; Pérez, M.; Cardona, C.; Del Valle, M.F.; Hernández, M.;
Ramírez, M.; et al. Effects of an intrahospital exercise program intervention for children with leukemia. Med. Sci. Sports Exerc.
2007, 39, 13–21. [CrossRef]

14. Perondi, M.B.; Gualano, B.; Artioli, G.G. Effects of a combined aerobic and strength training program in youth patients with acute
lymphoblastic leukemia. J. Sports Sci. Med. 2012, 1, 387–392.

http://doi.org/10.1016/j.jcpo.2016.03.007
http://doi.org/10.1097/MPH.0000000000000067
http://doi.org/10.1038/bjc.1998.436
http://doi.org/10.1002/mpo.1084
http://doi.org/10.1002/cncr.24043
http://www.ncbi.nlm.nih.gov/pubmed/19117349
http://doi.org/10.1007/s00520-018-4483-8
http://www.ncbi.nlm.nih.gov/pubmed/30251066
http://www.ncbi.nlm.nih.gov/pubmed/25030039
http://doi.org/10.1080/08880018.2016.1219796
http://www.ncbi.nlm.nih.gov/pubmed/27690707
http://doi.org/10.1002/pbc.21325
http://www.ncbi.nlm.nih.gov/pubmed/17763466
http://doi.org/10.1249/01.mss.0000240326.54147.fc


Cancers 2021, 13, 6321 13 of 14

15. Fiuza-Luces, C.; Padilla, J.R.; Soares-Miranda, L.; Santana-Sosa, E.; Quiroga, J.V.; Santos-Lozano, A.; Pareja-Galeano, H.; Sanchis-
Gomar, F.; Lorenzo-González, R.; Verde, Z.; et al. Exercise Intervention in Pediatric Patients with Solid Tumors: The Physical
Activity in Pediatric Cancer Trial. Med. Sci. Sports Exerc. 2017, 49, 223–230. [CrossRef]

16. Chamorro-Viña, C.; Ruiz, J.R.; Santana-Sosa, E.; González Vicent, M.; Madero, L.; Pérez, M.; Fleck, S.J.; Pérez, A.; Ramírez,
M.; Lucía, A. Exercise during hematopoietic stem cell transplant hospitalization in children. Med. Sci. Sports Exerc. 2010, 42,
1045–1053. [CrossRef] [PubMed]

17. Kabak, V.Y.; Duger, T.; Cetinkaya, D.U. Investigation of the Effects of an Exercise Program on Physical Functions and Activities of
Daily Life in Pediatric Hematopoietic Stem Cell Transplantation. Pediatric Blood Cancer 2016, 63, 1643–1648. [CrossRef]

18. Braam, K.I.; van der Torre, P.; Takken, T.; Veening, M.A.; van Dulmen-den Broeder, E.; Kaspers, G.J.L. Physical exercise training
interventions for children and young adults during and after treatment for childhood cancer. Cochrane Database Syst. Rev.
2016, CD008796. [CrossRef]

19. Morales, J.S.; Santana-Sosa, E.; Santos-Lozano, A.; Baño-Rodrigo, A.; Valenzuela, P.; Rincón-Castanedo, C.; Fernández-Moreno,
D.; González Vicent, M.; Pérez-Somarriba, M.; Madero, L.; et al. Inhospital exercise benefits in childhood cancer: A prospective
cohort study. Scand. J. Med. Sci. Sports 2020, 30, 126–134. [CrossRef]

20. Lanfranconi, F.; Zardo, W.; Moriggi, T.; Villa, E.; Radaelli, G.; Radaelli, S.; Paoletti, F.; Bottes, E.; Miraglia, T.; Pollastri, L.; et al.
Precision-basedexerciseas a new therapeutic option for children and adolescents with haematologicalmalignancies. Sci. Rep. 2020,
10, 12892. [CrossRef]

21. Miladinia, M.; Baraz, S.; Shariati, A.; Malehi, A.S. Effects of Slow-Stroke Back Massage on Symptom Cluster in Adult Patients
with Acute Leukemia: Supportive Care in Cancer Nursing. Cancer Nurs. 2017, 40, 31–38. [CrossRef]

22. World Health Organization. Benchmarks for Training in Traditional/Complementary and Alternative Medicine: Benchmarks for trining in
Osteopathy; World Health Organization: Geneva, Switzerland, 2010. Available online: https://apps.who.int/iris/handle/10665/
44356 (accessed on 12 December 2021).

23. Arienti, C.; Bosisio, T.; Ratti, S.; Miglioli, R.; Negrini, S. Osteopathic Manipulative Treatment Effect on Pain Relief and QoL in
Oncology Geriatric Patients: A Nonrandomized Controlled Clinical Trial. Integr. Cancer Ther. 2018, 17, 1163–1171. [CrossRef]

24. Maggiani, A.; Tremolizzo, L.; Della Valentina, A.; Andrea Della Valentina Mapelli, L.; Sosio, S.; Milano, V.; Bianchi, M.; Badi, F.;
Lavazza, C.; Grandini, M.; et al. Osteopathic Manual Treatment for Amyotrophic Lateral sclerosis: A Feasibility Pilot Study. Open
Neurol. J. 2016, 10, 59–66. [CrossRef] [PubMed]

25. Vismara, L.; Cimolin, V.; Menegoni, F.; Zaina, F.; Galli, M.; Negrini, S.; Villa, V.; Capodaglio, P. Osteopathic manipulative treatment
in obese patients with cronic low back pain: A pilot study. Man. Ther. 2012, 17, 451–455. [CrossRef] [PubMed]

26. Gamber, R.G.; Shores, J.H.; Russo, D.P.; Jimenez, C.; Rubin, B.R. Osteopathic manipulative treatment in conjunction with
medication relieves pain associated with fibromyalgia syndrome: Results of a randomized clinical pilot project. J. Am. Osteopath.
Assoc. 2002, 102, 321–325. [PubMed]

27. Schwerla, F.; Kaiser, A.K.; Gietz, R.; Kastner, R. Osteopathic treatment of patients with long-term sequelae of whiplash injury:
Effect on neck pain disability and QoL. J. Altern. Complement. Med. 2013, 19, 543–549. [CrossRef] [PubMed]

28. Licciardone, J.C.; Kearns, C.M.; Hodge, L.M.; Bergamini, M.V. Associations of cytokine concentrations with key osteopathic
lesions and clinical outcomes in patients with nonspecific chronic low back pain: Results from the osteopathic trial. J. Am.
Osteopath. Assoc. 2012, 112, 596–605. [CrossRef]

29. Cicchitti, L.; Martelli, M.; Cerritelli, F. Chronic inflammatory disease and osteopathy: A systematic review. PLoS ONE 2015,
10, e0121327. [CrossRef]

30. Krasny-Pacini, A.; Evans, J.; Sohlberg, M.M.; Chevignard, M. Proposed Criteria for Appraising Goal Attainment Scales Used as
Outcome Measures in Rehabilitation Research. Arch. Phys. Med. Rehabil. 2016, 97, 157–170. [CrossRef]

31. Urach, S.; Gaasterland, C.; Posch, M.; Jilma, B.; Roes, K.; Rosenkranz, G.; Van der Lee, J.H.; Ristl, R. Statistical analysis of Goal
Attainment Scaling endpoints in randomised trials. Stat. Methods Med. Res. 2019, 28, 1893–1910. [CrossRef]

32. Haupt, R.; Spinetta, J.J.; Ban, I. Long term survivors of childhood cancer: Cure and care. The ERICE Statement. Eur. J. Cancer
2007, 43, 1778–1780. [CrossRef] [PubMed]

33. Kendall, F.P.; McCreary, E.K.; Provance, P.G.; Rodgers, M.M.; Romani, W.A. Muscle Testing and Function with Posture and Pain,
5th ed.; Lippincott Williams e Wilkins: Baltimore, MD, USA, 2005; pp. 60–64.

34. Ferguson, A. A review of the physiology of cranial osteopathy. J. Osteopath. Med. 2003, 6, 74–84. [CrossRef]
35. Kasparian, H.; Signoret, G.; Kasparian, J. Quantification of Motion Palpation. J. Am. Osteopath. Assoc. 2015, 115, 604. [CrossRef]
36. Bovend’Eerdt, T.; Botell REWade, D.T. Writing SMART rehabilitation goals and achieving goal attainment scaling: A practical

guide. Clin. Rehabil. 2009, 23, 352–361. [CrossRef]
37. Chandrasekaran, S.; Gui, C.; Walsh, J.P.; Lodhia, P.; Suarez-Ahedo, C.; Domb, B.G. Correlation Between Changes in Visual Analog

Scale and Patient-Reported Outcome Scores and Patient Satisfaction After Hip Arthroscopic Surgery. Orthop. J. Sports Med.
2017, 5. [CrossRef] [PubMed]

38. Gras, M.; Vallard, A.; Brosse, C.; Beneton, A.; Sotton, S.; Guyotat, D.; Fournel, P.; Daguenet, E.; Magné, N.; Morisson, S. Use of
Complementary and Alternative Medicines among Cancer Patients: A Single-Center Study. Oncology 2019, 97, 18–25. [CrossRef]

39. Anderson, J.G.; Taylor, A.G. Use of Complementary Therapies for Cancer Symptom Management: Results of the 2007 National
Health Interview Survey. J. Altern. Complement. Med. 2012, 18, 235–241. [CrossRef]

http://doi.org/10.1249/MSS.0000000000001094
http://doi.org/10.1249/MSS.0b013e3181c4dac1
http://www.ncbi.nlm.nih.gov/pubmed/19997035
http://doi.org/10.1002/pbc.26038
http://doi.org/10.1002/14651858.CD008796.pub3
http://doi.org/10.1111/sms.13545
http://doi.org/10.1038/s41598-020-69393-1
http://doi.org/10.1097/NCC.0000000000000353
https://apps.who.int/iris/handle/10665/44356
https://apps.who.int/iris/handle/10665/44356
http://doi.org/10.1177/1534735418796954
http://doi.org/10.2174/1874205X01610010059
http://www.ncbi.nlm.nih.gov/pubmed/27651843
http://doi.org/10.1016/j.math.2012.05.002
http://www.ncbi.nlm.nih.gov/pubmed/22658268
http://www.ncbi.nlm.nih.gov/pubmed/12090649
http://doi.org/10.1089/acm.2012.0354
http://www.ncbi.nlm.nih.gov/pubmed/23273259
http://doi.org/10.7556/jaoa.2012.112.9.596
http://doi.org/10.1371/journal.pone.0121327
http://doi.org/10.1016/j.apmr.2015.08.424
http://doi.org/10.1177/0962280218777896
http://doi.org/10.1016/j.ejca.2007.04.015
http://www.ncbi.nlm.nih.gov/pubmed/17543517
http://doi.org/10.1016/S1443-8461(03)80017-5
http://doi.org/10.7556/jaoa.2015.121
http://doi.org/10.1177/0269215508101741
http://doi.org/10.1177/2325967117724772
http://www.ncbi.nlm.nih.gov/pubmed/28932750
http://doi.org/10.1159/000499629
http://doi.org/10.1089/acm.2011.0022


Cancers 2021, 13, 6321 14 of 14

40. Steel, A.; Tricou, C.; Monsarrat, T.; Ruer, M.; Deslandes, C.; Sisoix, C.; Filbet, M. The perceptions and experiences of osteopathic
treatment among cancer patients in palliative care: A qualitative study. Support. Care Cancer 2018, 26, 3627–3633. [CrossRef]

41. Brisson, P.; Patel, H.; Scorpio, R.; Feins, N. Rotary atlanto-axial subluxation with torticollis following central-venous catheter
insertion. Pediatr. Surg. Int. 2000, 16, 421–423. [CrossRef]

42. Tseng-Tien, H.; Hudson, M.M.; Stokes, D.C.; Krasin, M.J.; Spunt, S.L.; Ness, K.K. Pulmonary Outcomes in Survivors of Childhood
Cancer A Systematic Review. Chest 2011, 140, 881–901.

43. Bossi, G.; Cerveri, I.; Volpini, E.; Corsico, A.; Baio, A.; Corbella, F.; Klersy, C.; Arico, M. Long-term pulmonary sequelae after
treatment of childhood Hodgkin’s disease. Ann. Oncol. 1997, 8 (Suppl. 1), S19–S24. [CrossRef]

44. Nysom, K.; Holm, K.; Hertz, H.; Hesse, B. Risk factors for reduced pulmonary function after malignant lymphoma in childhood.
Med. Pediatr. Oncol. 1998, 30, 240–248. [CrossRef]

45. Oguz, A.; Tayfun, T.; Citak, E.C.; Karadeniz, C.; Tatlicioglu, T.; Boyunaga, O.; Bora, H. Long-term pulmonary function in survivors
of childhood Hodgkin disease and non-Hodgkin lymphoma. Pediatr. Blood Cancer 2007, 49, 699–703. [CrossRef] [PubMed]

46. Andrews, C.; Smith, S.; Kennel, M.; Schilling, S.; Kalpakjian, C. The Association of Performance Status and Disease Severity in
Patients with Chronic Graft-vs-Host Disease. Arch. Phys. Med. Rehabil. 2018, 100, 606–612. [CrossRef]

47. Porcelli, S.; Marzorati, M.; Lanfranconi, F.; Vago, P.; Pisot, R.; Grassi, B. Role of skeletal muscles impairment and brain oxygenation
in limiting oxidative metabolism during exercise after bed rest. J. Appl. Physiol. 2010, 109, 101–111. [CrossRef] [PubMed]

48. Song, A.H.; Advincula, A.P. Adolescent Chronic Pelvic Pain. J. Pediatr. Adolesc. Gynecol. 2005, 18, 371–377. [CrossRef]
49. Powell, J. The approach to chronic pelvic pain in the adolescent. Obstet. Gynecol. Clin. N. Am. 2014, 41, 343–355. [CrossRef]
50. Beulertz, J.; Bloch, W.; Prokop, A.; Rustler, V.; Fitzen, C.; Herich, L.; Streckmann, F.; Baumann, F.T. Limitations in Ankle

Dorsiflexion Range of Motion, Gait, and Walking Efficiency in Childhood Cancer Survivors. Cancer Nurs. 2016, 39, 117–124.
[CrossRef]

51. Beulertz, J.; Wurz, A.; Culos-Reed, N.; Chamorro Viña, C.; Bloch, W.; Baumann, F.T. Ankle Dorsiflexion in Childhood Cancer
Patients: A Review of the Literature. Cancer Nurs. 2015, 38, 447–457. [CrossRef]

52. Wright, M.J.; Halton, J.M.; Barr, R.D. Limitation of ankle range of motion in survivors of acute lymphoblastic leukemia: A cross-
sectional study. Med. Pediatr. Oncol. 1999, 32, 279–282. [CrossRef]

53. Mostoufi-Moab, S.; Ward, L.M. Skeletal Morbidity in Children and Adolescents During and Following Cancer Therapy. Horm.
Res. Paediatr. 2019, 91, 137–151. [CrossRef]

54. Mattano, L.A., Jr.; Devidas, M.; Nachman, J.B.; Sather, N.H.; Hunger, S.P.; Steinherz, P.G.; Gaynon, P.S.; Seibel, N.L. Children’s
Oncoogy Group. Effect of alternate-week versus continuous dexamethasone scheduling on the risk of osteonecrosis in paediatric
patients with acute lymphoblastic leukaemia: Results from the CCG-1961 randomised cohort trial. Lancet Oncol. 2012, 13, 906–915.
[CrossRef]

55. Kawedia, J.D.; Kaste, S.C.; Pei, D.; Panetta, J.C.; Cai, X.; Cheng, C.; Neale, G.; Howard, S.C.; Evans, W.E.; Pui, C.; et al.
Pharmacokinetic, pharmacodynamic, and pharmacogenetic determinants of osteonecrosis in children with acute lymphoblastic
leukemia. Blood 2011, 117, 2340–2347. [CrossRef]

56. Smith, R.S.; Asher, A. Rehabilitation in Chronic Graft-Versus-Host Disease. Phys. Med. Rehabil. Clin. N. Am. 2017, 28, 143–151.
[CrossRef]

57. Fiuza-Luces, C.; Borrell, S.; Simpson, R.J.; Ramírez, M.; Lucia, A. Physical function and QoL in patients with chronic graft-versus-
host-disease: A summary of preclinical and clinical studies and a call for exercise intervention trials in patients. Bone Marrow
Transpl. 2016, 51, 13–26. [CrossRef] [PubMed]

58. Lee, S.J.; Flowers, M.E.D. Recognizing and managing chronic graft-versus-host disease. Hemat. Am. Soc. Hematol. Educ. Program
2008, 2008, 134–141. [CrossRef] [PubMed]

59. Reyna-Figueroa, J.; Barrón-Calvillo, E.; García-Parra, C.; Galindo-Delgado, P.; Contreras-Ochoa, C.; Lagunas-Martínez, A.;
Campos-Romero, F.H.; Silva-Estrada, J.A.; Limón-Rojas, A.E. Probiotic Supplementation Decreases Chemotherapy-induced
Gastrointestinal Side Effects in Patients with Acute Leukemia. J. Pediatr. Hematol. Oncol. 2019, 41, 468–472. [CrossRef] [PubMed]

60. Kuiken, N.S.S.; Rings, E.H.H.M.; Tissin, W.J.E. Risk analysis, diagnosis and management of gastrointestinal mucositis in pediatric
cancer patients. Crit. Rev. Oncol./Hemat. 2014, 94, 87–97. [CrossRef]

61. Mazlum, S.; Chaharsoughi, N.T.; Banihashem, A.; Hamidreza, B.V. The effect of massage therapy on chemotherapy-induced
nausea and vomiting in pediatric cancer. Iran. J. Nurs. Midwifery Res. 2013, 18, 280–284.

62. Field, T. Pediatric Massage Therapy Research: A Narrative Review. Children 2019, 6, 78. [CrossRef]
63. Peryer, G.; Golder, S.; Junqueira, D.; Vohra, S.; Loke, Y.K. Chapter 19: Adverse effects. In Cochrane Handbook for Systematic Reviews

of Interventions Version 6.2; Higgins, J.P.T., Thomas, J., Chandler, J., Cumpston, M., Li, T., Page, M.J., Welch, V.A., Eds.; Cochrane:
London, UK, 2021. Available online: www.training.cochrane.org/handbook (accessed on 12 December 2021).

64. Zucchetti, G.; Rossi, F.; Chamorro Vina, C.; Bertorello, N.; Fagioli, F. Exercise program for children and adolescents with leukemia
and lymphoma during treatment: A comprehensive review. Pediatr. Blood Cancer 2018, 65, e26924. [CrossRef] [PubMed]

http://doi.org/10.1007/s00520-018-4233-y
http://doi.org/10.1007/s003839900318
http://doi.org/10.1093/annonc/8.suppl_1.S19
http://doi.org/10.1002/(SICI)1096-911X(199804)30:4&lt;240::AID-MPO6&gt;3.0.CO;2-G
http://doi.org/10.1002/pbc.21175
http://www.ncbi.nlm.nih.gov/pubmed/17420991
http://doi.org/10.1016/j.apmr.2018.04.034
http://doi.org/10.1152/japplphysiol.00782.2009
http://www.ncbi.nlm.nih.gov/pubmed/20395541
http://doi.org/10.1016/j.jpag.2005.09.001
http://doi.org/10.1016/j.ogc.2014.06.001
http://doi.org/10.1097/NCC.0000000000000256
http://doi.org/10.1097/NCC.0000000000000223
http://doi.org/10.1002/(SICI)1096-911X(199904)32:4&lt;279::AID-MPO7&gt;3.0.CO;2-T
http://doi.org/10.1159/000494809
http://doi.org/10.1016/S1470-2045(12)70274-7
http://doi.org/10.1182/blood-2010-10-311969
http://doi.org/10.1016/j.pmr.2016.08.009
http://doi.org/10.1038/bmt.2015.195
http://www.ncbi.nlm.nih.gov/pubmed/26367233
http://doi.org/10.1182/asheducation-2008.1.134
http://www.ncbi.nlm.nih.gov/pubmed/19074071
http://doi.org/10.1097/MPH.0000000000001497
http://www.ncbi.nlm.nih.gov/pubmed/31033786
http://doi.org/10.1016/j.critrevonc.2014.12.009
http://doi.org/10.3390/children6060078
www.training.cochrane.org/handbook
http://doi.org/10.1002/pbc.26924
http://www.ncbi.nlm.nih.gov/pubmed/29314654

	Introduction 
	Materials and Methods 
	Precision-Based Exercise Protocols and OT 
	Osteopathic Evaluation 
	Evaluation of the Satisfaction of the OT Intervention 
	Study Design and Statistical Analysis 

	Results 
	Discussion 
	Conclusions 
	
	References

