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Research proposal:

Title: “Clinical course and outcome of children presenting with developmental
. . ¢
regression: A record review’

Review of Literature and need for the study:

The progressive loss of previously acquired developmental milestones and competencics is a
concerning clinical picture in child psychiatry and neurology. posing diagnostic and
intervention challenges: It may suggest an underlying neurological actiology denoted by the
term ‘progressive intellectual and neurological deterioration’ (1) There is evidence for
developmental regression. particularly carly regression during the first 2 years of life in
autism spectrum disorder (ASD). epileptic encephalopathies, genetic syndromes such as
Rett’s syndrome and Phelan McDermid syndrome. and late regression in Down syndrome.(2-
4) ;

Apparent developmental and behavioural regression is obscrved in childhood-onset
schizophrenia (COS).(5-7) and post-traumatic stress disorder(1.8). though there is a paucity
of systematic literature on this phenomena.(6) The National Institute of Mental Health
(NIMH) COS longitudinal study. the largest study of COS to date. reported a prevalence of
0.04%.(9-11) COS (onset <13 years) is rare in occurrence, and symptom dimensions include
both positive and negative symptoms. with disorganisation being less common.(12)
Developmental deviance, especially in the speech and language domains. and poor premorbid
adjustment before illness onset has been reported.(13.14) The diagnosis of psychotic
symptoms in children is often complex owing to the symptomatic overlap with other
emotional, behavioural and neurodevelopmental disorders (NDDs). When psychotic
symptoms are associated with developmental regression. the diagnostic dilemma becomes far
more pronounced,

Regression in the socio-communication domain is commonly seen in ASD. termed “autistic
regression”.(15) Meta-analytic reviews report prevalence rates of 30-32.2 % of regression in
ASD. with an average age of onset of 19.8 months.(16.17) Prospective designs may have
better potential to capture more subtle skill loss. particularly carly socio-communication
behaviours. compared to retrospective studies.(18)

The phenomenon of "autistic regression” does not explain the later age of onset ol regression,
which occurs in a subset of children. Theodore Heller first described this phenomenon
“dementia infantalis’ in 6 previously normal chitdren who presented with developmental
regression.(19) In the International Classification of Discases. 10" Revision and Diagnostic
and Statistical Manual of Mental Disorders. Fourth Edition. Text Revision. the disorder was
termed childhood disintegrative disorder (CDD).(19) Misdiagnosis of CDD as COS,
potentially due to severe social impairment and withdrawn behaviour accompanicd by
“stereotypic movements resembling symptoms of psychosis have been reported.(20) Also.
psychotic symptoms were observed in about 33% of children who received a diagnosis of
CDDA19)

With the advent of technology. causes for later onset developmental regression. such as
autoimmune encephalitis. neurometabolic. and neurodegenerative disorders were increasingly
identified. CDD as a distinct diagnosis has been a subject of debate due. to its shared
characteristics  with ASD, such as core socio-communication impairments. comorbid
intellectual disability (ID). and epilepsy: thus. CDD was subsumed under ASD. Though the



debate on the diagnostic validity continues, CDD does have features supporting it to be
distinet from ASD.(21-23) Despite increasing scientific and clinical interest, developmental
regression continues to pose multiple challenges. Atypical to what is currently understood
about this phenomenon. a subset of children continue to present with later onset regression in
the background of neurotypical development. with no identifiable neurological causes.

Aim and objectives:

The aim of this study is to understand the course and outcome of children presenting with
clinically significant loss of previously acquired skills (developmental regression) with no
identifiable neurological causes.

Objectives:

. To describe the clinical characteristics of children presented with developmental
regression. "

2. To study the course and outcome of the illness and developmental trajectory.
Methods:
Study design: Record review (ol prospective clinical follow-up).
Setting:  The study will be conducted at the Dept. of Child and Adolescent psychiatry.
National Institute of Mental Health and Neurosciences (NIMHANS), Bengaluru, India.
Medical records of children meeting the inclusion criteria will be reviewed in detail.
Study participants: Children with clinically significant loss of previously acquired skills
(developmental regression), presenting to the inpatient/outpatient department of child and
adolescent psychiatry, with no identifiable neurological causes on extensive evaluation.
Inclusion Criteria:

I Children with clinically significant loss of previously acquired skills in more than two

developmental domains (speech. language, cognitive, socio-emotional, adaptive skills
and play).

2. Normal development prior to regression.

3. - Onset of regression more than 6 years of age.

4. No identifiable neurological causes on clinical evaluation or investigations.
5. Clinical follow-up at NIMHANS up to I year.

Ioxelusion Criteria:

© I Children with regression at an earljer age.
", 2. Identifiable neurological causes/incomplete organic evaluation.

Study duration: 5 years.
Study procedure:

Case files of children registered under CAP. fulfilling the eligibility criteria during the period
January 2019- December 2023 will be reviewed.



Prospectively, children fulfilling the eligibility criteria will be included over the period of
next S years. Clinical histories, details of investigations. course and outcome will be collected
from the patient files. Routine clinical follow-up details will be collected.

Based on best-practice guidelines. all children presenting with clinically significant loss of
acquired skills undergo extensive investigations including EEG. MR Brain. neurometabolic
panel, autoimmune panel to rule out organic causes (14.22). Details of the same will be
collected from patient files.

The details from the medical records will be entered into a standardized semi-structured data
collection proforma.

Measures:

Sample size: The case files of all children fulfilling the eligibility criteria will be included.
Since this is a rare clinical presentation. a pre-determined sample size cannot be estimated.

Statistical analysis: Descriptive statistics will be used to deseribe the cohort characteristics.
Association of the demographic and independent variables and dependent variables will be
analyzed.,

Expected outcomes and implications of the study:

I.- The study will provide insights on clinical course and outcome of children presenting

with developmental regression. a challenging presentation in child psychiatry.

{00

Insights for future studies to understand the neurobiological underpinnings of the
phenomenon.

Ethical issues:

1. The research protocol will be mplemented in strict adherence to the National Ethical
Guidelines for Biomedical and Health Research involving human participants (2017)
by the Indian Council of Mcdical Research.

2. As per standard guidelines. approval from the Institute Fthics Commitice will be
obtained prior to beginning of the study.

3. Deidentified clinical data will be collected from the hospital records. Clinical follow-
up details will be collected from the files. Confidentiality of information will be
maintained throughout the study. Participants will not be contacted for the study
purpose. This study does not involve any risk to the participants.

4. Deidentified data will be stored in a password protected computer and will be
accessible only by the principal and co-investigators of the proposed study. The data

will be stored for 3 years after completion of the study.
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Bangalore-560029

Sub:  Ethical clearance for Research Project / Protocol titled ““Clinical course and
outcome of children presenting with developmental regression: A retrospective review’

UNDERTAKING

With respect to the above said Research Project involving human subjects for which
the cthical clearance being sought. I am o state that [ have gone through the “ICMR Ethical
guidelines 2017 and am aware of the rules governing the studies involving the human
subjects. | am also aware that these guidelines are strictly to be followed while carrying out
the above said rescarch project involving human subjects.

Further, Talso affirm that I will be responsible to keep inform the 11EC of.

i Any serious and unexpected adverse events and remedial steps taken to tackle
3 them.

li. Any new information that may influence the conduct of the study,

. Any changes made in the consent form.

Iv. [n the event of need to amend the original protocol approved by the EC. the

proposed amendment shall be brought to the notice of EC for its consideration and
approval. Under no circumstances I/we deviate from the original approyed
protocol without prior consent to that effect from the 11EC.

Date: 4,2 [QLPQOQQf

Name and Signature of the Principal Investigator
° Dr. Harshini. M.

Assistant Professor.

Department of Child and Adolescent Psychiatry.,

NIMHANS.
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