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SUMMARY SHEET OF THE RESEARCH PROJECT SUBMITTED TO THE
HUMAN BTHICS COMMITTEE (BEHAVIOURAL SCIENCES) OF' NIMHANS

l"itle'and duration of the project ' Clinical a";rst a"A "r,t.fi. "ichildren . prcsenting witb
devclopnrcrrtal lcgression: A
record review .

) I rrvestigators and thei r Department(s) Prfr.ir",t I;;G.t;;
Dr, Harshirri Manohar

Assistant Professor.

Department of Child and

Adolescent Psychiatry.
National Institr.rte of Mental I'lcalth

and Neurosciences.
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Non funded

.i Are human sub.iects involved in the study? IF yes,
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No (details {rorr clinical case

records and hospital files will be

collected lor the studv),

5 Does the study involve healthy voluntcers? No

6

7

8*

Does the sturdy involve vulnerable population (Children,
Pregnant women, personas with disabilities. persons

with mental illness etc.)?

Is the subrlission in NIMI-IANS * IEC forrnat? (should

not be in the format of the funding agency)

No (details fronr clinical case

records and hospital files will be

collected fbr thc sturdy).

Record review
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9 Procedures and ris$s: list the procedures carried'out and

Phe possible risk (classified as less than nrinimal.
nrinimal, low oL high)

Procedures I Risl<
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Detail the measures taken for reducing the risk
;-;-;----_-l='.--
l)oes the stydy involve biological specirlens'/ If yes. list
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NA
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l) If the study involves a biological specimen. is the

consent obtained only for tlre current study or fbr
future research also? {r

m) Are the details ol'payrnerrts irrcluciccl'l

In case of Clinical 'frials

a) Name of the drug (device) being investigated?
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c) Does the trial involve an investigational new
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d) Name and address of the manufacturer?

e) Is there a DCGI approval fbr the trial?
Is it a mr-rlti-centric trial? If yes. how many
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g) Does the drug have statutory approval lbr clinical
use in the country of origin?

h) Does the study have a placebo ann? If does, wlrat

risk does it entail fbr the sub.iects?.iustify the use
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NA (Not a trial)

1l* paG'rt-,letailr fii'kl b.
anonymized, The data woulcJ be

dc-linkcci fi'om identitlcation

details like nAn1c" addrcss and

lrospital nunrlrer and assigned :r

unique alpha-nr"urreric, coeie to

maintain confi dential itv.

Nol)ocs thc lescarclr cleal with scnsitivc aspccts of the



behavior such ai seiual behiilor.;lcolrol,.,se
conduct such as drug use?

lojl-t. parri cipant erc.)

Are there any elenrents in the protocol tiftt are likely to
irrciuce anxiety or distress to the sirQ.ect (e.g." intrLrsive
questionnaire, prese'tation of material that is Lr'pleasant

subject's

or illegal

If yes" does the
Yes/I.,io
11' yes. have you
Yes/No

other institution have {tiRB?

received that IEITB approval?

the collaboratio.
samples in a
investigation?

instirLrte fbr disposing of bioloeical
scientific maru4er after can.yini ou,

Mili6" *h.ril:iah. ,",ilr6 ,,r. 
"1t"il;l;Gh p;*.;-

to detect the difference/results expected fionr lhe
investigation

Is there a Bio-saftry D.p;rG.,,r i,i

Is there any conflGt of irrter[rdi

)n

a1LI

n



a

ru_L.E_BACri
NATTONAI, INSl'I'I'TJ'TIi OF- MIINTAI, TIItAI,-I'H AND NIr]TJITOSC-'IIINCIiS

"I'ITLE: 'Clinical coursc ancl outcome of chiltlren prcscnting lvith clcvelopmcntal
regression: A record revierv'

I'rincipal I nvcstigator:

Dr. ljarshini M,
Assistant Prolbssor.
Deparlmcnt of Chi I cJ.ancl Aclo I escent psyc h i atr1,,
NIMI{ANS.

I I etd ol' I)erpartmcnf :

[)rof. Dr. .lolrrr Vijal,sagar. KornlrrLr,
Plol'essor and Flead.
Department of Child nnd Adolescent psvchiatrv.
NIMI{ANS

ffi,t,iii,fi*ill
:,ffi$rurrilp#l%l$?{
"i.;i 

i.+ti ft-.r_it -rr+''; 
i;t p svctriat'y

"wuitffi 
im';llt-J;1*':"'11"

f$twlrwgs^.((
sf. *.ffifrq{HFrt
Dr. K. John VUay Sagar

s:Ie.qri6'./ Res No. IMN/2001 0{l0l 483/1fi i

ET€zInFf,. glt{ wrq/Professol and Her
-"{rcr €if{ ffi q.tffi-er i?sr,
Dept of Child &Adolescent Psydrlatry

fr 6;q1xpp111s, *rq€'/Bengaturu-29



I I.

Iil.

l/we have reacl tlre lernts ancl conditions for'.,. ., : .. . . .NA. (i,sert narne ol.the tirnding agerrcy/sponsoring agerrc.v) t{esedr"ch c'ant. Necerrary InstitLrtional fhcilities ,,villbe provided, if the researcn proie-ct is approvecr fbr frnanciar assistance.

l/we agree to subtltit within otre ntonth fi'orn the clatc of tcrnrinatiorr of'tlrc p|o.jcct. thc finalreporl and a list of articles, both expendable anci nor-expendau[, r.n on the closure of thepro.f ect,

llwe agree to submit auclited statenrent of'accounts clLrly sigrred by the arditors of tlre Institute.

Signature of the:-

a) Principal Investigator (with date)

Dr. l-larshini. M

b) Ilead ol'the department with remnrhs
(rvilh date)

d) Head of the lnstitution

4 .r 1fDatc: ta 'a('4.'\

344ftt,

sf. Efiffr .eF/Dr. Harshini.M
P4":5-srrrd5"/Res. No. Ktr4C 20 I 40 00 1 3S? t{i.K,iiff{tfi. qnqfqfi-/Ass ista n t Fre fu: r; rr +r
ercT e{t{ mraf}r qqef*rrwr l,q*,trri

s ca | : &TtJl$ffisft f*?itrft3:,*:ufl:#_

/WctA^l&^,,n
Name in capitat Lette r.s: D{L. K, JO+N t/ Vaj
s'or'S.trffiW-ffi

q 
:r€5,11f-iF./ Rog. l|0. Iilil/2001 000tigS/rrfiq'uilffi qr Etq/proftssor and Haarr-qn*rffiiwffierBqnr

Dlpt of Chnd&Arblesoentpsvdilat v
trsrq/Mq{ntls, lrqpraensituru-2g'

/4"
DTRECTOR {i;--'

tfdmC h$tulfdffqnhb t r c rs :

Health and Neurc $ciemos, Bengaluru .560 029

Sea l:



Research proposal:

'f itle: 'Clinical course ancl outcome
regression: A record revierv' '

al

of children presenting with developmcntal

Revierv of Literature and need for the study:

"l'lre progressive loss of previously acquired clcvelopnrental rnilestones and competencies is a
conccrning clirrical picturc in child psvchiatrv and neurology. posinu ciiagrrostic arrcl
interventiotr cl-ralletrges: lt rnay sr.rggest arr underlying neurological actiology clenotccl by the
tem 'progressive intellectual ancl neurologicul cle/crioration',(t) l'here is cvicJcncc lor
developmerrtal regression, particularly,earl;,regression duiirlg the frrst 2 years of lif'e in
autism spectrum disorder (ASD). epileptic errcephalopathies, genetic syndromes such as
Rett's syndrome anc'l Phelan McDernrid syndrome, arrcl late regression in Down synclrome.(2*
4)

'Apparent developntental and behavioural regression is obscn,ed in clrildlrootj-onsct
schizophrenia (QOS),(5-7) and post-traluratic stress disorder(1,8), thougir there is a paucity
of systematic literaturre on this phenomena.(6) 'fhe National histitute of Mental Health
(NIMH) COS longitudinal str"rdy^ the largest study of COS to date. reported a prevalence o1'
0.04%.(9--l l) COS (onset <13 years) is rare in occurrence" ancl symptom clinrensiorrs inclucle
both positive aud negative synrptoms. r,r,itlr clisorganisation being le ss corrnron,( l 2)
Dcvclopmental clcviance, cspeciallf in thc spccch ancl languagc cionrarins. and poor'lrrcnrorbicl
ad.iustnrent l"refore illness onset has bcen reportccl.( I 3,l4) 'l he diagnosis o1' psychotic
symptoms in children is often conrplcx owing to the synrptonratic ovellap r,r,ith other.
emOtiottal, behavioural and neurodeveloprrrcntal disorders (NDDs). Whcn psychotic
symptoms are associatcd with drivelopnrental rcglcssiorr. the diagnostic dilemnra beconres thl
rnore pronounccd. -

Rcgrcssiotl in the socio-conttnunication dorlain is corlrlonly seen irr ASD. ter.nrccl 'autistic
regression'.(15) Mcta-analytic revicws repofl prevalence rates ol' 30-32.2 04 o1'regressiorr in
ASD. with an average agc of onset of' 19.8 nronths.(l(r,17) Prospeclivc designs rnay havo
bcttcl potential to captufe tlore subtlc skill loss. particrrlarly earlt, socio-conrnrurricatiorr
behaviours. contpared to retrospective str"rdies.( I 8)

1-he phenomenon of 'autistic regression'cloes rrot explain the later: age of onsct o{'regrcssion,
which occLlrs in a subset of children. l'heodore l-leller first clescribecl this phenonrenon
'tlemenliu infttnlulis" in 6 previousll'norrlarl chitclrerr lvho presentccl r.vith clcvclopnrcntal
t'egrcssion.(19) In tlic Intentational Cllassifrcation of Diseases. l0tr' Revision ancl Diagnostic'
anci Statistical Marrual o1'N4ental Disorclers. IroLrrtli I:.dition. 'l'cxt Rcvisiorr, the cJisorrJcr u,as
temred childhqod disirrtegrative disorder (CDD).(19) Misdiagrrosis of CDD as CIOS,

" , 
potcntially due to severe social irnpairnrent and withclrawn bel-raviour accompaniecl by'

'stereotypic,movements resenrbling synlptonrs of psychosis have been reported,(20) Alscl,
psychotic symptorns were observed in abrout 33% ot' children who receivccl a cliasnclsis o1'
c'DD.(re)

With th€ advent of techrrology, causcs for latcr onsct developnrcntal legression" such as
autoimtlune encephalitis. ncitrornetabolic. and neuroclcgcne rativc clisorders were incrcasingli,
identified, CDD as a distinct diagnosis has becn a subject of debatc clure, to i.ts slrared
qharacteristics wjth ASD, such as corc socio-cornrrrunication impainnents. conrorbicl
intellectual disability (lD). and epilepsy: thus. CDD was subsumed uncler' ASI). 'l'housh tlrc
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clebate on the diagnostic validity continues, CDD cloes have features supporting it to be
distirrct fi'om ASD.(21''23) l)espite increasing scientific ancl clipicat interest, <leve-iopmental
t'c-uressit.rtt cotltit-tttes to pose mLrltiple challenges. ,A.typical to what is cr-rrrently undcrstood
about this pherlorl.lellol'1. a subset ol'children cdntinr.re to prcsent with later onset regre'ssiorr i'
tlrc background o1'ncrrrotl"pical clcvelopnrent. with no ideltiliable peurological causes.

Aim and objectives:

l'he airlr of this study is to understand the course ancl outcome of chil6ren presenting with
clinically sigrrilicant loss oi'previously acqLrireci skills (developureltal regression) with ncr
identi Ilable ner.rrological causcs.

Objcctivcs:

1. 'l"o ciescribe

regression.

2, 'l'o study the course and outcome of thc

Methods:

Exclusion Critcria:

' l. Children with regression
" ,2. Iclentifiable neurological

Study duration: 5 ycars.

thc clinical character.istics of children presentecl

il lness unO,tevelimenral

with developnrental

tr'ajectory.

St udl' tlcsign : tf ..rrr-l r cvicu (o l' pr.ospccti r,,c cl i n ical Iol lo\\ -Llp).

Setting: 'l'he stLrdy will be conductcd at the Dept. o1' Child ancJ Aclolescent psychiatry.
National Institute of Mental l-lealth and Neuros.i.n.., OIIMI-IANS), Bengaluru, India.
Medical records o{'children nteetingthe inch-rsion criteria will be reviewed in detail.

Study ltarticipants: Chilciren w'ith clinically signilrceurt loss of previously acquirect skills
(developmentell regrcssiotr), presenting to the inpatient/outpatient elepartmept of child ancl
aclolescent psychiatry,,with no identifiable neurological causes on extensive evaluation.

Inclusion Criteria:

l. children with clinically sig'ificant loss of'previouslv
clcveloptlental domains (speech. langLrage, cognitive"
and play,).

Normal clevelopnrent prior to regressiori.
Onset of regression more than 6 years ol.age.
No ide.tiliable neurological causes on cri'ical evaluation
Clinical l'ollow-up at NIMI{ANS up ro I year,.-

2.

3.

4.

5.

acquired skills in more than two
socio-emotional, adaptive skills

or investigations.

at an earlier age.
causes/incontplete organ ic eval uati on.

Study procedure:

Case flles o1'childreri registered r:nder CAp, firlfilling
.lanuary 2019- Decenrber 2023 will be reviervecl.

the eligibility criteria during the period



Prospectively, children fulfi lling the
next 5 years. Clinical histories" details
liom the patient files. Routine clinical

eligibility criteria will be included over the pcriod of
of investigations" course and outcome rryill be collecrccl
1'ollowarp details will be collected.

clinically significant l<lss of
MRI' Brain" lteurontetabolic

Details of the sanre will be

tlaiecJ on besl-practice gr-ridelines, all c'irilclrcn presenting with
acqurired ski lls undergo extensivc itrvestigations incl udirrg I.:f]G.
panel" autoimmune pariel to rule or-rt organic causes (14,22).
collected fiom patient files.

l'he details from thc medical records
collection prolbrrna.

Measures:

be cntered a standardized scnri-structured data

Sanlple size: The case files of all children lLrlfilling the eligibility critcria wiJl be inclLrdcd.
Since this is a rare clinical presentation. a pre-determined sampli sizc camot be estinrated,

Statistical analysis: Dcscriptive statistics will he uscij to cJcscribc thc colrort charactcristics.
Associatiorr ol'the dentographic and inclcpendent variables and depcirdent variables rvill be
analy'zed.

Expected outcomes and implications of the stutly:

l. Thc study will provide irrsights on clinical coursc ancJ outcome of childLcn presenLing
with developniental regression, a challenging pfescntation in child psychiatry.

2, Insights fbr {'uture studies to understand the neurobiological underpinnings of the
phenomenon.

Ethical issucs:

l. -['he 
research protocol will be inrplernented in strict adherence Lo the National Lthical

Guidelines tbr Biomedical ar-rd l{ealth Research involving hunran parricipants (2017)
by the Inclian C-ourrcil of Mcdical Rcsearch.

2, As per standarcJ guidelines" approvaI l'ronr tlre Institurte F.thics Corlrlittee lvill bc
obtained prior to begirrrring of the stLrdy.

3. Deidentified clinical data will bo collected lrorri the hospital recorcls, Ctlinical lbllorv-
up details rvill be collected frorn thc files, Confidentiality of irrltlrniation will be
maintained throughout the sturdy. Palticipailts will not be contacted for the stLrcly

pLrrpose.'rhis study does not involve anv risk to the participants.
4. Deidcntifled data will be storecl in a password p:dlectccl corrputer and rvill.be

accessible only by the principal and co-investigators of the proposed str.rdy. l'hc data

References: ,

l. l-lelland J, Brorvrt R. Developtnental regrcssion: assessn'lent anci invcstigation. Paccliatl Child Hcalrh
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