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Abstract Introduction Computerized cognitive training has reasonable evidence for amelio-
rating cognitive deficits in childhood cancer survivors; however, availability, affordabil-
ity, and nonadaptation are impending factors. Despite therapist-delivered cognitive
training has similar effects, there is no indigenous and replicable structured manual-
ized cognitive training for childhood cancer survivors in India.

Objective The feasibility and indicative impact assessment of a manualized cognitive
training toolkit (MCTT) (similar effect size as CogMed working memory training and
PSSCogRehb software for children with attention deficit hyperactivity disorder) was
examined to fabricate to meet the needs of the target group.

Materials and Methods With a pre-post design, 10 survivors (M =8, F=2) between
6 and 11 years (mean age =8.6 £+ 2.7 years) with Social Quotient (SQ) > 85 (mean
SQ=99.8 £11.75), and having significant cognitive deficits were recruited. Far-
transfer effects were assessed through parents’ rated Child Behavior Rating Scale,
and near-transfer effects through Cognitive Assessment System-2.

Results Note that 58.33% had cognitive deficits across planning, attention, and
successive and simultaneous processing. MCTT with 18 cognitive tasks (16 difficulty
levels) delivered in 8 days (over 2 weeks:16 hours) was feasible. Except attention
domain, MCTT had significant near-transfer effects on planning (Z=2.88, p<0.01,
r=0.86), simultaneous (Z=2.55, p<0.01, r=0.81), and successive processing
(Z=2.45, p<0.01, r=0.77) with large effect size.

Keywords Discussion MCTT was a feasible toolkit; however, refabrication with increased
= MCTT number of attention-focused tasks and difficulty levels was indicated. Expectedly,
= pediatric cancer MCTT did not have positive/negative impacts on behaviors.
survivors Conclusion MCTT has potentiality for a randomized controlled trial and can be
= cognitive deficits compared to any computerized training for this target group.
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Manualized Cognitive Training Toolkit (MCTT) for Pediatric Cancer Survivors

Introduction

Cancer and its intensive treatment occurring at a critical
period of child development result in difficulty in “thinking,
information processing, and remembering,” often known as
late effects occurring even after a decade of treatment." This
can substantially disrupt the development of normal cogni-
tive progression and negatively affect higher-order mental
processes such as attention, visuospatial skills, learning and
language, and executive functioning including working
memory, sequencing, and processing speed of the survi-
vors.23 Also, information processing speed could be affected
due to the impact of neurotoxin on white matter,* ultimately
affecting intellectual functioning.”

The prevalence of cognitive deficits varies, affecting 15 to
75% of survivors,>™'" and as high as 50 to 80% among
pediatric brain tumor survivors.'> A retrospective clinical
review revealed that within a year of treatment 51.9%
showed deficits in processing speed while 41.4% exhibited
deficits in working memory.'> Another study reported re-
quirement of additional resources for 28% of survivors.'

Early identification and amelioration of cognitive deficits
are essential. Therefore, development of cognitive training/
rehabilitation plays a pivotal role in elevating the level of core
cognitive functioning.'® Although pharmacological treatment
has been found effective in reducing attention deficits, the
treatment reachability remains limited due to parental reluc-
tance, endocrinopathies, seizures, risk of interaction with
current medications, or risk of side effects.'® In contrast, there
is reasonable evidence for positive effects of various neuro-
cognitive interventions in improving the cognitive functioning
and academic achievement of the survivors.'’~20

The therapist-delivered cognitive and problem-solving in-
tervention demonstrated improved meta-cognitive skills and
academic performance among childhood cancer survivors.
Subsequently, as an alternative viable option with no side
effects, the computerized cognitive intervention programs
appeared promising and future-oriented for improving multi-
ple neurocognitive domains instead of only one attention
domain.'®2'"%> Computerized training (Captain Log—a
home-based 12-week cognitive training program) improved
working memory and reduced parents’ rated attention in
pediatric cancer survivors even after 3 months. In a meta-
analysis of nine intervention studies, reported that neuro-
cognitive rehabilitation yielded significant improvements in
working memory, along with continued gains observed 3-6
months after the intervention in areas of attention, executive
function, and academic or intellectual performance.26 Thus,
studies on computerized training (e.g. Captain-Log and
COGMED working memory training) reported near-transfer
effects (improvement on the trained tasks) for survivors.

However, computerized training may not be plausible for
a resource-limited country like India, due to a myriad of
reasons including high cost, custom-related difficulty,
license/limited time subscription issues, language incompat-
ibility, meeting the level of task difficulty, and lack of cultural
competency of tasks. Due to substantial absence from school
or lack of exposure to the reading ability language compe-
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tency of Indian pediatric cancer survivors are low. This makes
few tasks unsuitable, for example, verbal or language-based
tasks in the computerized interventions that might notably
affect survivors’ performance. Low socioeconomic status is
also a big hindrance for their exposure to computer
desktop/laptop, hence speed and accuracy on tasks. Further,
survivors’ follow-up is generally done in the survivors’ clinic
at the outpatient departments (OPDs) of cancer hospitals in
India, which mostly are not equipped with computer desk-
tops to apply computerized interventions. Also, the avail-
ability of desktops/laptops with the parents/families for
implementing home-based/Internet-based computerized
cognitive training is questionable for Indian survivors.
In this context, it would be worth exploring the impact
of an indigenous, structured, and largely culture-free
noncomputerized/manualized cognitive training targeting
planning, memory, and processing speed-related deficits in
pediatric survivors. Again, the existence and impact of
therapist-delivered manualized cognitive intervention in
reducing cognitive deficits have been reported in the litera-
ture?’; however, their replicability is not reported. Addition-
ally, till date only one interventional study was published by
Patel et al, in 2009,°° however, it lacked a structured and
replicable format. Also, it was not tested on survivors exhib-
iting definite cognitive deficits on standard tools. Further, so
far, no therapist-delivered/manualized cognitive training
examined their far-transfer effects on behavioral problems.

This study examined the feasibility and indicative near-
and far-transfer effects of a structured manualized cognitive
training toolkit (MCTT)?”-?® for pediatric cancer survivors
with cognitive deficits.

Materials and Methods

Study Design

The study was an exploratory research and a pre-post design
was adopted to test the feasibility and indicative effect of the
MCTT. Referrals of children registered at the survivor’s clinic
of the oncology department and the oncology division of
the pediatrics department of a tertiary care hospital were
screened for inclusion.

Participants

~Fig. 1 presents the sample recruitment flowchart. A total
number of 38 pediatric cancer survivors were enrolled in the
study and the preassessment was carried out. Out of these,
n=26 were excluded either due to absence of cognitive
deficits or dropout due to logistic and financial reasons. So,
n =12 patients were included for intervention but 2 patients
further dropped out after initial few sessions and the final
sample consisted of n=10 childhood cancer survivors who
completed all sessions of the intervention protocol.

Inclusion Criteria

Male and female pediatric cancer survivors aged 6 to
11 years, Social Quotient (SQ) > 85 on the Vineland Social
Maturity Scale (VSMS), and had significant cognitive deficits
on the Cognitive Assessment System-2 (CAS-2) were eligible.
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Pediatric Cancer Survivors registered at
the oncology survivor clinic of a tertiary
care hospital (n=146) =

Excluded (n=33):

* Age (n=17): Less than 6 years and more than 13 years

= 1Q (n=4): =85

* Dissociative Disorder (1)

Visual Impairment (#n=6): Speech Impairment (»=1): Hearing
Impairment (n=1)

* Reclapse/ Recurrence (n=2)

* Active (n=1)

Pediatric Cancer Survivors cligible to be
included in the study (n=113)

Consent not given/ Parents unable to attend due to logistics as
they were residing away from location of intervention (n=64)

Pediatric Cancer Survivors whose
parents consented to be included in the

study (n=49)

Drop-out before pre-assessment (n=11): Refusal to come back
because of paucity of time required for intervention

Pediatric Cancer Survivors enrolled in
the study and pre-asscssment carricd out .
(n=38) -

Excluded (n=26)
* No Cognitive-deficits (n=10)
Drop-out after pre-assessment (n=16)

Reasons: Travel-related logistics problems; Parent unable
to take leave to bring the child for intervention; Financial
burden of commuting and Unavailability of someone to
take care of houschold chores

[ Children included for intervention (n=12)

Drop-out during intervention (n=2): After 2 sessions (1) and
Irregularity and eventually drop-out after 4 sessions (1)

intervention and post-assessment (n=10)

[ Children who have completed

Fig. 1 Recruitment flowchart (n=10).

Exclusion Criteria

Survivors were excluded if they had preexisting medically
diagnosed psychiatric disorders or neurodevelopmental (at-
tention deficit hyperactivity disorder [ADHD], autism, spe-
cific learning disorder) or congenital conditions (Down
syndrome, fragile X syndrome, global developmental delay,
WAGR syndrome), children who had undergone brain sur-
gery as a part of their cancer treatment regimen, and physical
disabilities (visual, hearing, and upper extremity).

Expected Outcomes

Primary Outcomes
Primary outcomes are the near-transfer effects of the MCTT
for pediatric cancer survivors assessed using CAS-2.

Secondary Outcomes
Secondary outcomes are the possibility of behavioral issues
among pediatric cancer survivors.

Assessment Tools

Vineland Social Maturity Scale

The social maturity and adaptive behavior was assessed
through the VSMS, 2930 with 89 items across 5 domains:
communication, daily living skills, socialization, motor abili-

ties, and self-help skills. Intelligence quotient/SQ screening
was done on the basis of VSMS as per the Indian Disability
Gazette of 2024.

Cognitive Assessment System-2

The neurocognitive functioning was assessed through the
CAS-23" across PASS domains (Planning, Attention, Simulta-
neous processing, and Successive processing). Out of 12
subtests, 8 were used for assessing children’s strengths and
cognitive deficits.

Child Behavior Checklist
Parents’ rated Child Behavior Checklist (CBCL) by Achen-
bach32 was used to assess child’s behavior.

Intervention Description

Manualized Cognitive Training Toolkit

The MCTT%7+28 grounded in PASS theory, is a structured,
multidomain therapists-delivered intervention that is ad-
ministered in one-on-one format. It features 36 cognitive
activities, spanning over 9 domains: planning, sustained
attention, simultaneous processing, successive processing,
working memory, language skills (one task of education
standard-1 level), visual-spatial processing, and mind-mo-
tor coordination. Each task has eight difficulty levels, each

Indian Journal of Medical and Paediatric Oncology © 2025. The Author(s).



Manualized Cognitive Training Toolkit (MCTT) for Pediatric Cancer Survivors

consisting of two sessions. To achieve a basic competency
level, a child has to pass the four difficulty levels (8
sessions). MCTT was designed to target children aged 6 to
11 years with ADHD and demonstrated similar or better
effects than computerized tools (e.g., COGMED and PSSCog-
Rehab). It had no far-transfer effects for children with
ADHD.

MCTT in our study was carried out in a designated room in
a hospital OPD setup. Parents were allowed to witness the
activities. The survivors were given a break in between to
curb the fatigue effect. The intervention fidelity was main-
tained as all the therapists were trained in carrying out MCTT
in a past study.

Ethical Approval

Ethics clearance was obtained from an institutional ethics
body of a large public sector medical college vide IEC-
82/04.02.2022, RP-18/2022, OP-10/15.06.2023. All proce-
dures performed in this study involving human participants
were in accordance with the ethical standards of the institu-
tional and/or national research committee and with the 1964
Helsinki Declaration and its later amendments or compara-
ble ethical standards.

Results

Cognitive profiling and behavioral problem screening were
conducted for 38 pediatric cancer survivors. Out of this, 10
children who scored average and above on the full-scale of
CAS-2 for no cognitive deficits and 16 children after baseline
assessment who did not provide consent were excluded.
Finally, 10 (male =8, female=2) participants aged 6 to
11 years (mean = 8.6 years, standard deviation [SD]=2.70)
with SQ > 85, 1Q range=91-127, mean SQ=99.8, SD
=11.75) completed this pilot study. Of the 10 participants,
6 (60%) had rejoined school following the completion of
treatment (one each in class UKG, 2, 3, and 5, and two in
nursery); however, 4 (40%) of them had not yet resumed
formal education.

Table 1 Pre—post percentage change in CAS-2 scores

Satapathy et al.

The participants had a diagnosis of Wilms’ tumor (n =3,
30%), retinoblastoma (n=2, 20%), neuroblastoma (n=1,
10%), hepatoblastoma (n=1, 10%), brain tumor (n=1,
10%), Hodgkin’s lymphoma (n =1, 10%), and synovial sarco-
ma (n=1, 10%). The mean duration of the survivorship phase
among participants was 2.19 years, with a range spanning
from 2 to 96 months. Mean age of onset of illness was 3.7
years.

The gap between baseline and first intervention session
was 1 to 2 days and postintervention assessment was done
on the next day of intervention completion, except in one
case where it was done on the same day of last intervention
session. We did not analyze the intention to treat children
(n=2)tostrictly look into the impact and feasibility issues so
as to make the MCTT new intervention protocol most appro-
priate for cancer survivors.

Preliminary Impact Assessment
=Table 1 revealed that approximately 30 to 66% of these
children experienced cognitive deficits in areas such as
planning, attention, and successive and simultaneous proc-
essing. Additionally, 58.33% had overall cognitive impair-
ments across these four domains.

=Table 1 revealed that MCTT demonstrated exceptional
ability to reduce cognitive deficits in full-scale domains of
CAS-2. While all 10 children had cognitive functioning in the
below average-very poor range, MCTT intervention for 16
intensive hours could convert scores of six children (60%)
into average and above average scores for cancer survivors. A
total of nine children were able to reduce their cognitive
deficits and 30 to 60% of children had changed scaled scores
on successive processing, simultaneous processing, planning,
and attention domains. This was corroborated when the
mean pre-post intervention scores on all domains were
compared in =Table 2, which indicated that there were
significant mean differences on planning, simultaneous,
and successive processing along with the full-scale CAS-2.
The effect size of the mean score difference was large for all
these three domains and the full scale although the

Pre-post comparison of percentage of change in CAS-2 scores

Planning

Interpretation Index Pre Post Percentage
score f (%) Combined f f% Combined f it

(combined%) (combined%)

Very poor <70 3 (30) 9 (90) 1(10) 5 (50) 40

Poor 70-79 2 (20) 1(10)

Below average 80-89 4 (40) 3 (30)

Average 90-109 1(10) 1(10) 4 (40) 4 (40) 30

Above average 110-119 0 (0) 0 (0) 1(10) 1(10) 10

Superior 120-129 0(0) 0(0)

Very superior > 130 0 (0) 0 (0)
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Table 1 (Continued)

Pre-post comparison of percentage of change in CAS-2 scores

Planning
Interpretation Index Pre Post Percentage
score f(%) Combined f % Combined f change
(combined%) (combined%)
Simultaneous
Interpretation Index Pre Post Percentage
score f(%) Combined f f (%) Combined f change
(combined %) (combined %)
Very poor <70 1(10) 6 (60) 0 (0) 0 (0) 60
Poor 70-79 2 (20) 0(0)
Below average 80-89 3(30) 0 (0)
Average 90-109 4 (40) 4 (40) 8 (80) 8 (80) 40
Above average 110-119 0 (0) 0 (0) 2 (20) 2 (20) 20
Superior 120-129 0 (0) 0 (0)
Very superior > 130 0 (0) 0 (0)
Attention
Interpretation Index score Pre Post Percentage
f(%) Combined f (%) Combined f change
(combined%) (combined%)
Very poor <70 0 (00) 8 (80) 1(10) 5 (50) 30
Poor 70-79 5 (50) 1(10)
Below average 80-89 3(30) 3 (30)
Average 90-109 2 (20) 2 (20) 4 (40) 4 (40) 20
Above average 110-119 0 (0) 0 (0) 0 (0) 1(10) 10
Superior 120-129 0 (0) 1(10)
Very superior > 130 0(0) 0(0)
Successive
Interpretation Index score Pre Post Percentage
£ (%) Combined f £ (%) Combined f change
(combined %) (combined %)
Very poor <70 0 (0) 4 (40) 0 (0) 1(10) 30
Poor 70-79 2 (20) 1(10)
Below average 80-89 2 (20) 0 (0)
Average 90-109 6 (60) 6 (60) 7 (70) 7 (70) 10
Above average 110-119 0 (0) 0 (0) 2 (20) 2 (20) 20
Superior 120-129 0 (0) 0 (0)
Very superior > 130 0(0) 0(0)
Full scale
Interpretation Index score Pre Post Percentage
£ (%) Combined f £ (%) Combined f change
(combined %) (combined %)
Very poor <70 2 (20) 10 (100) 0 (0) 4 (40) 60
Poor 70-79 1(10) 1(10)
Below average 80-89 7 (70) 3 (30)
Average 90-109 0 (0) 0 (0) 5 (50) 5 (50) 50
(Continued)
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Satapathy et al.

Pre-post comparison of percentage of change in CAS-2 scores

Planning

Interpretation Index Pre Post Percentage
SHETE f(%) Combined f % Combined f izt

(combined%) (combined%)

Above average 110-119 0 (0) 0 (0) 1(10) 1(10) 10

Superior 120-129 0 (0) (0)

Very superior > 130 0 (0) 0 (0)

Abbreviation: CAS-2, Cognitive Assessment System-2.

Table 2 Wilcoxon signed-rank analysis of planning, simultaneous, attention, successive, and full-scale index scores on CAS-2

Index scores Preintervention scores Postintervention scores z r Percentage of
(n=10) (n=10) change (%)
Median Mean + SD Median Mean =+ SD
Planning 78 75.94+9.89 89.5 90.3 £13.06 2.80° 0.885 L 18.97
Simultaneous 86.5 84.5+£12.92 100 100+8.73 -2.55° -0.806 L 18.34
Attention 80.5 82.4+£6.90 91 89.9+14.95 -1.43 -0.452 9.10
Successive 92.5 93.94+13.17 97 99.5+13.30 -2.45° -0.774 L 5.96
Full scale 81 79.5+8.07 96 94.5+10.39 -2.80° -0.885 L 18.87
Abbreviations: CAS-2, Cognitive Assessment System-2; SD, standard deviation.
?p <0.05.
by <0.01.
Table 3 Subtest pre—post comparison
Domain Subtest scaled scores Preintervention scores Postintervention scores z r % of
(n=10) (n=10) change
Median Mean +SD Median Mean +SD
Planning Planned code 6.5 6.3+1.85 8 8.3+2.57 -2.50" -0.791L 31.75
Planned connection 7 5.7+1.95 9 8.5+2.69 -2.67" -0.844 L 49.12
Simultaneous Matrices 8 8.1+£3.28 10 10.6 £2.55 -1.99" -0.629M 30.86
Verbal spatial relations 6.5 6.6 +2.46 10 9.5+1.84 -2.67" -0.844 L 43.94
Attention Number detection 5.5 6.2+3.19 6.5 7+3.59 -0.46 -0.145 12.90
Expressive attention 9 8.5+1.43 9 9.7+2.41 -1.61" -0.509M 14.12
Successive Word series 10 9.9+2.18 11 11.24+3.12 -1.89" -0.598 M 13.13
Visual digit span 5.5 5+4.85 5.5 5.1+4.93 -0.31 -0.098 2

Abbreviation: SD, standard deviation.
Note:

“p<0.05

*p<0.01

percentage of change in scores ranged <20%. The mean
difference on attention domain was not significant despite
=Table 1 and parents’ rated attention deficits showed sub-
stantial changes in attention. = Table 3 expanded the findings
of =Table 2 to indicate that MCTT had significantly improved
cognitive functioning with large effect size on planned codes,
planned connections, and visuospatial relationship; and
medium effect size on matrices, expressive attention, and
word series. The percentage of change observed was > 49 and
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44%, respectively, for planned connections and verbal spatial
relations, and > 30% for planned code and matrices.

Feasibility Analysis (~Table 4)

Of all the consented participants 77.55% were recruited and all
of them completed baseline assessment. Out of the baseline
assessed, 31.58% participated in the intervention and 83.33%
completed the designated intervention MCTT; thus, a high
retention rate was seen. While all survivors viewed the
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Table 4 Feasibility evaluation of MCTT for pediatric cancer survivors

Domain of feasibility
evaluation

Criteria of feasibility evaluation

Findings (frequency and %, wherever
applicable)

Recruitment and Number of potential participants eligible 113
eligibility Number of children screened consented 49

for intervention

Number of children recruited 38 (77.55%)
Data collection on pre- % Completing baseline assessment 38 (100%)
post intervention assess- % included for intervention 12 (31.58%)
ment scales

% Completing post-assessment 10 (83.33%)
Attrition Dropout rate 16.66%

Retention rate 83.33%

Average number of weeks sessions were 2 weeks

conducted

Average number of sessions conducted to 8 sessions

work through the intervention

Total session duration estimated 16 hours

Average session duration 2 hours

Participants’ adherence
to intervention

Adherence to intervention

Average no. of planned sessions =8 + 1 baseline
and 1 post-assessment

Average no. of conducted sessions =8 + 1
baseline + 1 post-assessment

Status of completion of
the MCTT original inter-
vention for children with
ADHD

Original no. of cognitive tasks =36
Applied tasks =35

Average no of completed tasks =18 (50%)
(MCTT Protocol of 18 activities attached as

=Supplementary material.)

Original no. of cognitive domains =9
Applied domains =8 (excluding body bal-
ance domain)

No. of completed domains =7 (language do-
main could not be completed by all due to low
education level)

Original no. of difficulty levels in each task
4

No of completed difficulty levels =4 (all com-
pleted basic competency)

Response to intervention

Acceptance of intervention by the
participants

10 (100%) Done through short 4-point Likert
feedback form

Number of participants with subjective
rating of improvement

10 (100%)

Objective assessment of improvement

9 (90%)

Abbreviations: ADHD, attention deficit hyperactivity disorder; MCTT, manualized cognitive training toolkit.

Note: Adapted from Orsmond and Cohn, 2015.

positive effect of MCTT, objectively 90% of survivors exhibited
reduction in cognitive deficits and improvement in the full-
scale CAS-2. Although MCTT met the five feasibility param-
eters of Orsmond and Cohn,>3 except the added criteria of
completion of the entire MCTT by the authors. Only 50% of the
planned cognitive tasks were completed in 16 hours of 8 days
of intervention over a period of 2 weeks.

Behavioral Problems

None of the children received any significant scores on
overall internalizing and externalizing behavior domains of
the parents’ rated CBCL either at baseline or immediate
postintervention. However, two children were found to be
attention deficits at a clinical level (baseline assessment) but
at the immediate postintervention assessment, both scored
at a normal range on attention and the mean scores of all
survivors were similar on attention after MCTT.

Discussion

Neurocognitive training/rehabilitation through computer-
ized and manualized interventions contain focused cognitive
training tasks in one or multiple cognitive domains, with the
goal of improving accuracy and speed34 of the target groups
on the trained tasks. Both formats intend to enhance a child’s
ability®® to improve speed and accuracy on the trained task
and thus, have the potential to lessen cognitive deficits.®

MCTT as a Structured Cognitive Intervention

In comparison to traditional therapist-led cognitive inter-
ventions'”1%20 the MCTT demonstrated markedly higher
compliance and feasibility. While earlier therapist-directed
programs 71920 yielded improvements in select neurocog-
nitive domains, their implementation was often constrained
by issues such as participant adherence, high resource
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demands, and the necessity of in-person sessions. Moreover,
these interventions were generally not grounded in theoret-
ical frameworks and lacked a structured, replicable design
with cognitive tasks systematically organized by domain
and graded difficulty. The MCTT?”-?8, however, employs a
theory-driven, standardized structure with clearly defined
modules and four progressive difficulty levels across multi-
ple cognitive domains, thereby improving both scalability
and participant engagement. The replicability of MCTT
across culture might be better than these cognitive inter-
ventions, as MCTT has 95% nonlanguage-based cognitive
tasks. The tasks are designed to meet the cognitive develop-
ment and capacity of the children aged 6 to 11 years. Tasks
also target evidence-driven cognitive deficits found in pedi-
atric cancer survivors, unlike computerized interventions
which are generalized and not developed as per the cognitive
age and specific deficits of survivors. In the absence of
structured, largely culture-fare, and replicable therapist-
delivered cognitive training, MCTT could be very useful for
low-middle-income countries including India.

Sample Size

Two existing feasibility studies are published till date. The
sample size of our study was better than the first cognitive
intervention of cancer survivors with only one adolescent>’
and a feasibility study with three survivors.>® However, our
sample size (n=34) is less than the feasibility study on
Cogmed computerized training by Cox et al.>® This could
be attributed to survivors not staying in the close proximity
of the hospital where survivors’ follow-up is done, poor
knowledge and nonpriority of parents on cognitive deficits
and their long-term repercussion on survivors’ quality of
life, and no formal psychoeducation session and materials
on the topic in survivors’ clinic. Our sample size was similar
(Patel et al, 2009 with 12 samples) and better than a pilot
study on computerized training (CaptainLog) with 9
samples.zo'22

Target Age

While survivors aged 8 to 16 years participated in Cox et a
and 9 to 14 years in van’t Hooft and Norberg’s® study, our
sample aged between 6 and 11 years who belonged to the
concrete operational stage of Piaget’s cognitive/intelligence
development theory. This could be the most appropriate age
for cognitive intervention due to beginning of logical and
organized thinking. Nevertheless, many pilot studies includ-
ing randomized controlled trials (RCTs) have taken a wide
age range (e.g., 7-19 years, Kesler et al, %> Patel et al, 6-22
years,?? Butler and Copeland, 6-17 years,*® Butler et al, 10-
17 years,'” Hardy et al, 8-16 years,?>?3 and main study 8-16
years: Conklin et al'®). As the cognitive development in
humans is gradual, age-specific, and almost universal, tar-
geting either preoperational stage (2-7 years, by this time
majority of cancer patients do not reach the survivors’ stage)
or 6/7 to 11 years (evidence-based as many patients reach
survivors’ phase at this age), it is prudent to design cognitive
interventions as per the cognitive ability, capacity, and
flexibility of children in a particular age bracket.

139
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Comparative Group

Cox et al study>® was a methodologically stronger feasibility
study as it had a wait list control. However, even a multicen-
ter pilot study had 20 samples without a comparative
group.'” Our study was in line of earlier feasibility>® and
pilot study.'’-20

Off-Medication|Duration of Survivorship

The mean duration of the survivorship was 2.19 years (1-6
years) in our study, which was different from almost all
reported feasibility, pilot, and main studies mentioned ear-
lier in which 1 year off therapy was prevalent.

Feedback|Acceptance

Our feedback questionnaire had seven questions each in the
child and parent version to assess acceptance/satisfaction. It
was not as robust as used by Cox et al*> but was better than
many studies which did not evaluate acceptance or feedback.

Preliminary Near-Transfer Impact Analysis of MCTT
MCTT had significantly reduced cognitive deficits with large
effect size for planned code, planned connection, verbal, and
spatial relations; medium effect size for matrices, expressive
attention, and word series. Improvement in terms of 30
to>49% changes in scores of these six subscales was
satisfactory and in line with other studies. There was no
significant improvement on number detection, expressive
attention, and visual digit span. Pediatric cancer survivors
display a diverse set of neurocognitive deficits and since
MCTT contained cognitive tasks in eight domains with four
increasing difficulty levels and 18 activities/cognitive tasks
Protocol attached as =Supplementary material (available in
Online only version), it benefited in reducing cognitive
deficits as reflected in five domains. However, no significant
improvement in attention index scores on CAS-2 could be
due to the long survivorship, for example, up to 6 years, and
MCTT should be customized to cater to specific needs of such
survivors.

Feasibility Analysis of MCTT
MCTT met the five feasibility parameters,3> except the added
criteria of completion of the entire original MCTT by the
authors. Although 77.55% of the consented participants were
recruited and completed baseline assessment, only 31.58%
participated in the intervention. This low conversion rate of
consent to actual participation could be attributed to not
following the staggered recruitment strictly as in a random-
ized trial,*' patients not living in a geographical location
proximity to the hospital where the services were provided,
logistic issues, and parents’ perception of cognitive dysfunc-
tion as a nonpriority issue. This is in line of studies reporting
participation rates and adherence tend to be low, while time
and financial costs are high for modest benefits in cognitive
interventions of pediatric cancer survivors.!7:19:20
Especially, we could not finish all 36 activities in the
original MCTT and reduced 50% of cognitive tasks contained
in the original MCTT because of many challenges: (1) To
reduce the risk of attrition and to keep it less burdensome for
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the survivors as the motivation to seek treatment, adher-
ence, and compliance were often fragile in children in
developing countries.*? (2) Pediatric cancer survivors have
slow processing efficiency,*® therefore, need more interven-
tion time to complete all tasks for which parents were not
willing. (3) Since majority of parents lived in different cities,
bearing the logistics and financial burden of staying longer
time at this hospital location for a nonpriority concern could
increase dropout risk.

In this study, 83.33% completed the designated inter-
vention MCTT, thus a high retention rate. The retention rate
was similar to clinic-based cognitive training programs
with completion rates of approximately 70 to 80% for
children with ADHD.** Also, since participants and their
parents were recruited from survivor’s clinic during their
follow-up visit, they were psychoeducated in details on the
late effects of cancer treatment on cognitive functioning,
risks and benefits of cognitive intervention, etc. Further
discussion with parents guided us to know the maximum
days they can stay to participate in the intervention.
Therapists’ rapport with the parents and children and
eagerness of the participating parents to improve children’s
core cognitive deficits could have also contributed to the
successful retention. Moreover, telephonic reminders for
sessions, allowing parents in the session, and briefing them
on child’s performance, excel tracking sheet, could have
facilitated the retention.*® In summary, high adherence to
and acceptability of interventions could be attributed to:
(1) parents’ psychoeducation, flexible time slots of inter-
vention as per parents’ conveniences, and consistent com-
munication by the research team; (2) varieties of cognitive
tasks perhaps kept the monotony and predictability of tasks
intervention at bay, hence helped in sustained motivation
of the survivors; (3) the performance feedback on various
tasks perhaps provided a sense of competency to the
children; and (4) participant’s interest, engagement, in-
volvement, and perceived benefits of the intervention and
perception of interventions as not too technical or de-
manding. So, we can say that as a nonrandomized trial,
refabricated MCTT was feasible and had positive effects on
the neurocognitive functioning of the pediatric cancer
survivors.

Limitations

Although, this feasibility study aimed to finalize the MCTT
protocol for the pediatric cancer survivors to reduce cogni-
tive deficits in shortest possible time, the preliminary near-
transfer effects on the trained tasks were promising. A few
limitations could have been addressed. Recruiting a control
group could have been presented a better comparative
finding. A direct comparison of MCTT with Cogmed or other
computerized cognitive training programs could have
strengthened the study’s findings, as both approaches have
demonstrated efficacy. Computer-assisted interventions
have been shown to improve attention, working memory,
and executive functioning while providing benefits in
standardization, scalability, and replicability.*® Similarly, a
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study by Rastogi et al*’ emphasizes the need for structured,

theory-driven, and culturally adapted interventions for pe-
diatric cancer survivors in India, which have also been shown
to be effective and feasible, as exemplified by MCTT.?’-?8
Also, a follow-up assessment after 1/3/6 months could
have demonstrated the maintenance of benefits of MCTT.

Gray Areas

The following concerns could have reduced the dropout rate
and possibly could have provided better results like recruit-
ment of local survivors, regular psychoeducation of parents
(prior to recruitment) with distribution of psychoeducation
materials in local language in the survivors’ clinics, and
extended training days to cover the 36 cognitive tasks in
the original MCTT.

Future Directions

Future studies can be planned where MCTT can be compared
with other computerized training programs to see its effica-
cy in comparison of already existing computerized treatment
programs. Further, intervention on a larger sample size will
increase the power of the study.

Generalizability of the Study

Since the study had a small sample size, it did not have high
generalizability at present but it can be tested with the
same population using a larger sample size and a RCT.
Further, having computerized treatment approaches as a
comparative treatment modality will provide strength to
the study.

Conclusion

MCTT with 50% of cognitive tasks (18 tasks with 4 difficulty
levels) was found feasible for cancer survivors aged 6 to
11 years and improved index scores on domains of planning,
simultaneous, and successive processing. Before attempting
a randomized trial, it can be refabricated to include tasks
from the original toolkit, focusing mainly on attention.
Essential psychoeducation on “reduction of late effects and
treatment of cognitive deficits” should be available in sur-
vivors’ clinic.

Authors’ Contributions

S.S.: Conceptualized the study, main lead for MCTT devel-
opment, supervised the whole research process and data
analysis, written the original manuscript, and edited it. R.
S.: Contributed in research formulation, development of
MCTT, supervising in data collection, data analysis, and
editing the final manuscript. M.C.: Contributed is in data
collection, data analysis, and writing the initial draft of the
manuscript. S.B.: Contributed in data collection, supervi-
sion during data collection, and in technical/clinical
aspects related to data. R.S.: Contributed in data collec-
tion, supervision during data collection, and in technical/

Indian Journal of Medical and Paediatric Oncology © 2025. The Author(s).



Manualized Cognitive Training Toolkit (MCTT) for Pediatric Cancer Survivors

clinical aspects related to data. R.S.: Contributed as an
advisor for the study, provided supervision during study,
data collection, and training process. V.K.: Contributed in
data collection, data analysis, and managing barriers
during data collection. R.M.: Contributed in data collec-
tion, data analysis, and managing barriers during data
collection. U.D.: Contributed in data collection, data anal-
ysis, and managing barriers during data collection. S.A.:
Contributed in data collection, supervision during data
collection, and in technical/clinical aspects related to data.
VJ.: Contributed in data collection, supervision during
data collection, and in technical/clinical aspects related to
data. The manuscript has been read and approved by all
the authors, that the requirements for authorship have
been met and that each author believes that the manu-
script represents honest work and that information is not
provided in another form.

Patient Consent
Patient consent has been received.

Funding
The study is an ICMR (Indian Council of Medical Re-
search)-funded study.

Conflict of Interest
None declared.

References

1

N

w

w

[=)]

~

oo

o

Phillips NS, Stratton KL, Williams AM, et al. Late-onset
cognitive impairment and modifiable risk factors in adult
childhood cancer survivors. JAMA Netw Open 2023;6(05):
2316077

Sahler QJZ, Dolgin M], Phipps S, et al. Specificity of problem-
solving skills training in mothers of children newly diagnosed
with cancer: results of a multisite randomized clinical trial. ] Clin
Oncol 2013;31(10):1329-1335

Buizer Al, de Sonneville LM], Veerman AJP. Effects of chemother-
apy on neurocognitive function in children with acute lympho-
blastic leukemia: a critical review of the literature. Pediatr Blood
Cancer 2009;52(04):447-454

King TZ, Wang L, Mao H. Disruption of white matter integrity
in adult survivors of childhood brain tumors: correlates with long-
term intellectual outcomes. PLoS One 2015;10(07):e0131744
Reddick WE, White HA, Glass JO, et al. Developmental model relating
white matter volume to neurocognitive deficits in pediatric brain
tumor survivors. Cancer 2003;97(10):2512-2519

Saykin AJ, Ahles TA, McDonald BC. Mechanisms of chemotherapy-
induced cognitive disorders: neuropsychological, pathophysio-
logical, and neuroimaging perspectives. Semin Clin Neuropsychi-
atry 2003;8(04):201-216

Conklin HM, Krull KR, Reddick WE, Pei D, Cheng C, Pui CH.
Cognitive outcomes following contemporary treatment without
cranial irradiation for childhood acute lymphoblastic leukemia. ]
Natl Cancer Inst 2012;104(18):1386-1395

King TZ, Ailion AS, Fox ME, Hufstetler SM. Neurodevelopmental
model of long-term outcomes of adult survivors of childhood
brain tumors. Child Neuropsychol 2019;25(01):1-21

King S, Green HJ. Psychological intervention for improving cogni-
tive function in cancer survivors: a literature review and random-
ized controlled trial. Front Oncol 2015;5:72

Indian Journal of Medical and Paediatric Oncology © 2025. The Author(s).

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

27

Satapathy et al.

Phillips SM, Padgett LS, Leisenring WM, et al. Survivors of
childhood cancer in the United States: prevalence and burden
of morbidity. Cancer Epidemiol Biomarkers Prev 2015;24(04):
653-663

Ku$mierek M, Jasionowska ], Maruszewska P, et al. The impact of
cancer treatment on cognitive efficiency: chemobrain-does it
exist? Eur ] Psychiatry 2020;34(01):20-26

Castellino SM, Ullrich NJ, Whelen M]J, Lange BJ]. Developing
interventions for cancer-related cognitive dysfunction in
childhood cancer survivors. ] Natl Cancer Inst 2014;106(08):
dju186

Schuerch K, Salzmann S, Steiner L, et al. Development of working
memory, processing speed, and psychosocial functions in
patients with pediatric cancer. Pediatr Res 2024

Duaa AH, Alissa M, Jennifer D, Nicole P, Sadhna S. Long term effects
of therapy among childhood cancer survivors treated in the last
two decades. Pediatric Hematology Oncology Journal 2019;4(01):
12-16

Nathan PC, Patel SK, Dilley K, et al; Children’s Oncology Group
Long-term Follow-up Guidelines Task Force on Neurocognitive/
Behavioral Complications After Childhood Cancer. Guidelines for
identification of, advocacy for, and intervention in neurocognitive
problems in survivors of childhood cancer: a report from the
Children’s Oncology Group. Arch Pediatr Adolesc Med 2007;161
(08):798-806

Conklin HM, Ashford JM, Clark KN, et al. Long-term efficacy of
computerized cognitive training among survivors of childhood
cancer: a single-blind randomized controlled trial. ] Pediatr
Psychol 2017;42(02):220-231

Butler RW, Copeland DR, Fairclough DL, et al. A multicenter,
randomized clinical trial of a cognitive remediation program
for childhood survivors of a pediatric malignancy. ] Consult Clin
Psychol 2008;76(03):367-378

Butler RW, Mulhern RK. Neurocognitive interventions for chil-
dren and adolescents surviving cancer. J Pediatr Psychol 2005;30
(01):65-78

Moore IM, Hockenberry M], Anhalt C, McCarthy K, Krull KR.
Mathematics intervention for prevention of neurocognitive def-
icits in childhood leukemia. Pediatr Blood Cancer 2012;59(02):
278-284

Patel SK, Katz ER, Richardson R, Rimmer M, Kilian S. Cognitive and
problem solving training in children with cancer: a pilot project. ]
Pediatr Hematol Oncol 2009;31(09):670-677

Krull KR, Hardy KK, Kahalley LS, Schuitema I, Kesler SR. Neuro-
cognitive outcomes and interventions in long-term survivors of
childhood cancer. J Clin Oncol 2018;36(21):2181-2189

Hardy KK, Willard VW, Bonner MJ. Computerized cognitive
training in survivors of childhood cancer: a pilot study. ] Pediatr
Oncol Nurs 2011;28(01):27-33

Hardy KK, Willard VW, Allen TM, Bonner MJ. Working memory
training in survivors of pediatric cancer: a randomized pilot
study. Psychooncology 2013;22(08):1856-1865

Conklin HM, Ogg RJ, Ashford JM, et al. Computerized cognitive
training for amelioration of cognitive late effects among child-
hood cancer survivors: a randomized controlled trial. ] Clin Oncol
2015;33(33):3894-3902

Kesler SR, Lacayo NJ, Jo B. A pilot study of an online cognitive
rehabilitation program for executive function skills in children
with cancer-related brain injury. Brain Inj 2011;25(01):101-112
He F, Huang H, Ye L, Wen X, Cheng ASK. Meta-analysis of neuro-
cognitive rehabilitation for cognitive dysfunction among pediat-
ric cancer survivors. ] Cancer Res Ther 2022;18(07):2058-2065
Satapathy S, Sharma R, Mourya R, Kaur ], Sagar R. A Randomised
feasibility trial, fidelity, and indicative effects of a manualized
cognitive training toolkit (MCTT) on neurocognitive functioning
of children aged 6-11 years with ADHD. Indian ] Clin Psychol
2023;50(03):30-42



28

29

30

31

32

33

34

35

36

37

Manualized Cognitive Training Toolkit (MCTT) for Pediatric Cancer Survivors

Satapathy S, Maurya, Sharma R, Sagar R, Barre VP. Far transfer
effects of manualized and computerized cognitive interventions
on parents’ rated behavioral problems of children aged 6-11 years
with attention-deficit hyperactivity disorder: a parallel group
randomized controlled trial. ] Mental Health Human Behav 2025;
10:4103

Doll EA. A genetic scale of social maturity. Am J Orthopsychiatry
1935;5:180-188

Sparrow SS, Cicchetti DV, Balla DA. Vineland Adaptive Behavior
Scales: Second Edition (Vineland II), Survey Interview
Form/Caregiver Rating Form. Livonia, MN: Pearson Assessments;
2005

Naglieri JA, Das JP. Cognitive Assessment System. Itasca, IL:
Riverside; 1997

Achenbach TM. Manual for Child Behavior Checklist/4-18. Profile
Burlington: University of Vermont Department of Psychiatry;
1991

Orsmond GI, Cohn ES. The distinctive features of a feasibility
study: objectives and guiding questions. OTJR (Thorofare, NJ)
2015;35(03):169-177

Veloso A, Vicente SG, Filipe MG. Effectiveness of cognitive training
for school-aged children and adolescents with attention
deficit/hyperactivity disorder: a systematic review. Front Psychol
2020;10:2983

Diamond A. Executive functions. Annu Rev Psychol 2013;64:
135-168

Cortese S, Ferrin M, Brandeis D, et al; European ADHD Guidelines
Group (EAGG) Cognitive training for attention-deficit/hyperac-
tivity disorder: meta-analysis of clinical and neuropsychological
outcomes from randomized controlled trials. ] Am Acad Child
Adolesc Psychiatry 2015;54(03):164-174

Kerns KA, Thomson J. Implementation of a compensatory memo-
ry system in a school age child with severe memory impairment.
Pediatr Rehabil 1998;2(02):77-87

38

39

40

4

=

a2

a4

45

46

47

Satapathy et al.

van't Hooft [, Norberg AL. SMART cognitive training combined with
a parental coaching programme for three children treated for
medulloblastoma. NeuroRehabilitation 2010;26(02):105-113

Cox LE, Ashford JM, Clark KN, et al. Feasibility and acceptability of
a remotely administered computerized intervention to address
cognitive late effects among childhood cancer survivors. Neuro-
oncol Pract 2015;2(02):78-87

Butler RW, Copeland DR. Attentional processes and their remedi-
ation in children treated for cancer: a literature review and the
development of a therapeutic approach. ] Int Neuropsychol Soc
2002;8(01):115-124

King EC, Doherty M, Corcos D, Stoykov ME. Examining recruit-
ment feasibility and related outcomes in adults post-stroke. Pilot
Feasibility Stud 2020;6:160

Burns CD, Cortell R, Wagner BM. Treatment compliance in ado-
lescents after attempted suicide: a 2-year follow-up study. ] Am
Acad Child Adolesc Psychiatry 2008;47(08):948-957

Trapani JA, Murdaugh DL. Processing efficiency in pediatric cancer
survivors: a review and operationalization for outcomes research
and clinical utility. Brain Behav 2022;12(12):e2809

Skea ZC, Newlands R, Gillies K. Exploring non-retention in clinical
trials: a meta-ethnographic synthesis of studies reporting partic-
ipant reasons for drop out. BMJ Open 2019;9(06):e021959
Denhoff ER, Milliren CE, de Ferranti SD, Steltz SK, Osganian SK.
Factors associated with clinical research recruitment in a pediat-
ric academic medical center-a web-based survey. PLoS One 2015;
10(10):e0140768

Gontkovsky ST, McDonald NB, Clark PG, Ruwe WD. Current
directions in computer-assisted cognitive rehabilitation. Neuro-
Rehabilitation 2002;17(03):195-199

Rastogi S, Sharma R, Kaur S. Cognitive studies for cancer survivors
in India: Is this the right time or should we cross the bridge only
when we come to it? Indian ] Med Paediatr Oncol 2018;39(03):
245-251

Indian Journal of Medical and Paediatric Oncology © 2025. The Author(s).





