Table A:

Baseline clinical and demographic characteristics

Prednisolone | Tetracosactide | Hormonal Prednisolone | Tetracosactide | Hormonal
Depot Alone with Depot with with
vigabatrin
vigabatrin vigabatrin
(n=133)

(n=125) (n=56) (n=181) (n=48) (n=181)
Sex
Female 48 (38%) 25 (45%) 73 (40%) 58 (44%) 26 (54%) 84 (46%)
Male 77 (62%) 31 (55%) 108 (60%) | 75 (56%) 22 (46%) 97 (54%)
Age at
randomisation
In days
60-119 5 (4%) 2 (4%) 7 (4%) 9 (7%) 7 (15%) 16 (9%)
120-179 38 (30%) 16 (29%) 54 (30%) 29 (22%) 11 (23%) 40 (22%)
180-239 37 (30%) 23 (41%) 60 (33%) 51 (38%) 18 (38%) 69 (38%)
>=240 45 (36%) 15 (27%) 60 (33%) 44 (33%) 12 (25%) 56 (31%)
Lead time to
Treatment
Up to 7 days 40 (32%) 12 (21%) 52 (29%) 40 (30%) 12 (25%) 52 (29%)
8-14 days 19 (15%) 14 (25%) 33 (18%) 21 (16%) 12 (25%) 33 (18%)
15-28 days 30 (24%) 12 (21%) 42 (23%) 27 (20%) 10 (21%) 37 (20%)
29 days to 2 12 (10%) 13 (23%) 25 (14%) 25 (19%) 8 (17%) 33 (18%)
months
More than 2 23 (18%) 5 (9%) 28 (15%) 18 (14%) 6 (13%) 24 (13%)
months
Not known 1 (1%) 0 1 (1%) 2 (2%) 0 2 (1%)
Risk of
developmental
impairment
Yes 68 (54%) 29 (52%) 97 (54%) 72 (54%) 28 (58%) 100 (55%)
No 57 (46%) 27 (48%) 84 (46%) 61 (46%) 20 (42%) 81 (45%)




Table B

Lead-time to treatment and risk of developmental impairment at

randomisation*

Lead-time Low risk of High risk of Total

category developmental | developmental

impairment impairment

< 7 days 55 (53%) 49 (47%) 104
8-14 days 33 (50%) 33 (50%) 66
15-28 days 39 (49%) 40 (51%) 79

29 days-2 mos. 21 (36%) 37 (64%) 58
> 2 months 16 (31%) 36 (69%) 52
Total 164 195 359

%" for trend = 8.3, df (1), p = 0.004

*Lead-time to treatment not recorded in 3 cases



Table C

Univariable associations with developmental outcome at 18 months.

Mean VABS Difference (95% Cl) t p value
(SE)

Combination 73.9 (1.3) -1.2 (-4.9 to +2.6) 0.6 |0.55

Early clinical response

Non-responder 63.2 (1.1)

High risk 63.9 (0.91) 20.7 (17.6t0 23.8)  13.1 <0.001

Underlying aetiology

Not-identified 82.5(1.5)

VABS = Vineland Adaptive Behaviour Score
SE = Standard Error

CI = Confidence Interval

t =tvalue



Table D

Lead-time to treatment and epilepsy outcomes at 18 months.

<7days 76(74%) 27(26%) 94(91%) 9(9%) 66 (64%) 37 (36%)

8-14 days 49(74%) 17(26%) 56(85%) 10(15%) 43(65%) 23 (35%)

15-28 59 (77%) 18(23%) 69(90%) 8 (10%) 41(53%) 36 (47%)
days

29 days- 38(66%) 20(34%) 48(83%) 10(17%) 28 (48%) 30(52%)
2 months

>2 28 (55%) 23(45%) 34(67%) 17(33%) 23(45%) 28(55%)
months
Total 250 105 301 54 201 154

Lead-time to treatment not recorded in 3 cases and epilepsy outcome not
recorded in 4 cases

AET = Anti-epileptic treatment

*ﬂXZ for trend =5.2,df=1, p =0.023
%’ for trend = 11.6, df = 1, p = 0.0007
®. for trend = 7.21, df = 1, p = 0.007



Table E

Lead-time to treatment and epilepsy outcomes at 18 months in
infants at high risk of developmental impairment at randomisation.

Lead- No Epilepsy No Spasms No AET On AET
time epilepsy Spasms
Category

29 days— 20(54%) |17 (46%) |28 (76%) 9 (24%) 25 (68%)
2 months




Table F

Lead-time to treatment and epilepsy outcomes at 18 months in
infants at lower risk of developmental impairment at randomisation.

Lead- No Epilepsy No Spasms No AET  On AET
time epilepsy Spasms
Category

29 days — 18 (86%) 20 (95%) 16 (76%)
2 months




Table G

Univariable associations with epilepsy outcome at 18 months*.

Epilepsy at 18 % difference (95% Cl)
months

Combination 54/180 (30%) 0.8% (-8.8to +10.4) | 0.03 0.9

Early clinical response

Non-responder 67/129 (51.9%)

High risk 72/195 (36.9%) | 16% (6.4 to 25.6) 10.9 0.001

Underlying aetiology

* epilepsy outcome not recorded in 4 cases
CI = confidence interval
df = degrees of freedom



Table H

Univariable associations with infantile spasm outcome at 18
months*.

Spasms at 18 % difference (95% Cl) X2 p value
months (1 df)

Treatment modalit
27/180 (15%) _ 0.7%(69t0+83) 004 085 _

Early clinical response __--

/1200029 |
Highrisk  41/195(21%)  124%(4810200) 106 0001
Underlying aetiology | |

7 ! ' :

* epilepsy outcome not recorded in 4 cases
CI = confidence interval
df = degrees of freedom



Table |

Infantile Spasm Outcome at 18 months

Multivariable logistic regression

Infantile Spasms at Number Adjusted Odds
18 months with Ratio
Infantile (95% ClI)
Spasms at
18 months
Treatment modality 1.2 (0.6 to 2.3) 0.56
Combination 27/178
Hormonal 27/177
Early Clinical Response 0.2 (0.1 to0 0.4) <0.001
Responder 16/228
Non-responder 38/127
Developmental 1.8 (0.9 to 3.6) 0.10
Impairment
High Risk 40/193
Low Risk 14/162
Hormone Type 0.9 (0.5t0 2.2) 0.95
Prednisolone 40/251
Tetracosactide 14/104
Hormone Randomised 0.9 (0.4 to 1.8) 0.75
Yes 18/131
No 36/224
Lead-time
< 7 days 9/103 ref
8-14 days 10/66 1.8 (0.6 to 4.8) 0.27
15-28 days 8/77 1.2 (0.4 to 3.5) 0.70
29 days-2 months 10/58 1.8 (0.7 to 5.1) 0.25
> 2 months 17/51 3.6 (1.4to09.2) 0.008

[Likelihood ratio 5~ 44.85, df (9), p < 0.0001]

*Lead-time to treatment not recorded in 3 cases and epilepsy outcome
not recorded in 4 cases



Table K

Univariable associations with epilepsy treatment at 18 months*

AET at 18 % difference (95% x> p value
months Cl)

Combination 82/180 (45.6%) | 2.9% (-7.5to+13.3) 0.30 0.59

Early clinical response

Non-responder 89/129 (69%)

High risk 108/195 (55.4%) | 24.7% (14.3 to 35.1)

Underlying aetiology

* epilepsy outcome not recorded in 4 cases

AET = Anti-epileptic treatment
CI = confidence interval
df = degrees of freedom
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Table L

Epilepsy Treatment Outcome at 18 months

Multivariable logistic regression

On Anti-epileptic Number on Adjusted Odds
Treatment (AET) at AET at 18 Ratio
18 months months (95% Cl)
Treatment modality 1.4 (0.9 to 2.2) 0.19
Combination 79/178
Hormonal 75/177
Early Clinical Response 0.2 (0.1 to 0.4) <0.001
Responder 68/228
Non-responder 86/127
Developmental 2.1 (1.3 to 3.4) 0.002
Impairment
High Risk 105/193
Low Risk 49/162
Hormone Type 1.1 (0.6 to 1.9) 0.80
Prednisolone 111/251
Tetracosactide 43/104
Hormone Randomised 0.9 (0.5 to 1.4) 0.58
Yes 54/131
No 100/224
Lead-time
< 7 days 37/103 ref
8-14 days 23/66 0.8 (0.4to0 1.7) 0.6
15-28 days 36/77 1.6 (0.9 to 3.1) 0.14
29 days-2 months 30/58 1.7 (0.8 to 3.5) 0.16
> 2 months 28/51 1.4 (0.6 to 2.9) 0.43

[Likelihood ratio %~ 66.81, df (9), p < 0.0001]

*Lead-time to treatment not recorded in 3 cases and epilepsy
outcome not recorded in 4 cases
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Table M: Adverse Reactions up to 18 months

Treatment Group P T H P&V T&V H&V
N=131 N=60 N=191 N=135 N=51 N=186
Specific Adverse
. AR SAR AR SAR AR SAR AR SAR AR SAR AR SAR
Reactions
Allergi h
ergic rash or 0 ; 12%) | - 1(1%) ; 0 ; 0 ; 0 ;
anaphylaxis
Drowsiness 3 (2%) - 0 - 3 (2%) - 36(27%) 3 12(24%) 1 48(26%) 4
Endocrine/Metabolic 0 0 o 0 0
Disturbance 1(1%) - 1(2%) - 2(1%) - 1(1%) - 0 - 1(1%) -
Fluid/Electrolyte . o 0 o . o
disturbance 13(10%) 1 10(17%) 2 23(12%) 3 7(5%) - 5(10%) 1 12(6%) 1
Gastro-intestinal upset 20(15%) 1 6(10%) 1 26(14%) 2 17(13%) 1 6(12%) 1 23(12%) 2
Hypertonia 3 (2%) 1 6 (10%) - 9(5%) 1 0 - 3(6%) 1 3 (2%) 1
Hypotonia 8 (6%) 1 0 - 8(4%) 1 4 (3%) - 3 (6%) - 7 (4%) -
Immunosuppression 3(2%) 2 0 - 3 (2%) 2 3(2%) 2 0 - 3(2%) 2
Increased appetite 36 (27%) - 15 - 51 (27%) - 25 (19%) - 10 - 35 (19%) -
PP ° (25%) ° ° (20%) °
Infection 12(9%) 5 9(15%) 2 21(11%) 7 10(7%) 4 4(8%) - 14(8%) 4
Irritability 54(41%) 2 21(35%) 1 75(39%) 3 46(34%) 1 16(31%) 1 62(33%) 2
Neuropsychiatric
27(219 1 8(139 - 35(189 1 23(179 - 7(149 - 30(169 -
(disturbed sleep) (21%) (13%) (18%) (17%) (14%) (16%)
Varicella zoster (chicken
4(3%) 1 0 - 4(2%) 1 3(2%) 1 0 - 3(2%) 1
pox)#
Weight gain 23(18%) - 11(18%) - 34(18%) - 19(14%) - 9(18%) - 28(15%) -
U) Ab I
(U) Abnormal eye 0 ; 0 ; 0 ; 1(1%) ; 0 ; 1(1%) ;
movements
U) Blood disorder - high
(U) Blood disorder - hig 0 ; 0 ; 0 ; 0 ; 1(2%) ; 1(1%) ;
platelet count
(U) Bradycardia 0 - 0 - 0 - 0 - 1(2%) - 1(1%) -
U) Ab | breathi
(U) Abnormal breathing 1(1%) ; 0 ; 1(1%) ; 0 ; 0 ; 0 ;
pattern
U) High signal in basal
(U) High signal in basa 1(1%) ; 0 ; 1(1%) ; 2(1%) ; 1(2%) ; 3(2%) ;
ganglia
(U) Hypoxic 1(1%) - 0 - 1(1%) - 0 - 0 - 0 -
(U) Movement disorder 2(2%) - 0 - 2(1%) - 8(6%) - 7(14%) 3 15(8%) 3
(U) Not focusing 0 - 0 - 0 - 1(1%) - 0 - 1(1%) -
(U) Obstructive cardiac
1(1%) 1 0 - 1(1%) 1 0 - 0 - 0 -
hypertrophy
(U) Pallor 1(1%) - 0 - 1(1%) - 0 - 0 - 0 -
(U) Squinting 1(1%) - 0 - 1(1%) - 0 - 0 - 0 -
(U) Sweating 0 - 1(2%) - 1(1%) - 1(1%) - 0 - 1(1%) -
(U) Tachypnoea 1(1%) - 0 - 1(1%) - 0 - 0 - 0 -
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Legend for Table M

P = Prednisolone, T = Tetracosactide, H = Hormonal Therapies, P&V = Prednisolone
and Vigabatrin, T&V = Tetracosactide and Vigabatrin, H&V = Hormonal therapies
and Vigabatrin.

AR = Adverse Reaction, SAR = Serious Adverse Reaction
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Epilepsy Surgery

One child in the cohort had epilepsy surgery by the time of the 18-month
assessment. This child was male and had a history of perinatal intracerebral
haemorrhage and had a right functional hemispherectomy. This child had been
randomized to combination therapy and had been a non-responder. At the 18-
month assessment the Vineland score was 79 and the child did not have active

epilepsy.
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Principal Investigators and enrolling clinicians

Principal Investigators who were online to recruit (in bold), additional enrolling clinicians and total
cases enrolled per centre for the ICISS study. Other clinicians whilst not enrolling patients did manage
them during the trial.

Dr Maysara Abdel Aziz (Prescot) 0

Dr Triloknath Acharya (Kettering) 0

Dr Carolyn Adcock, Dr Robert Jones, Dr Rachel Howells, Dr Ben Marsh (Plymouth) 4
Dr Kemi Adejare (Stevenage) 0

Dr Rashmi Adiga, Dr Mary Wheater (King's Lynn) 3

Dr Mansoor Ahmed, Dr Mohammad Sawal, Dr Chhavi Goel (Burton-on-Trent) 2
Dr MAS Ahmed (Iiford) 0

Dr Med. Michael Alber, Dr Med Markus Wolff, Dr Med Susanne Ruf (Tiibingen) 4
Dr Asya Al-Kharusi (Ormskirk) 1

Dr Hassan Al-Moasseb (Grimsby) 7

Dr Ruchi Arora, Dr Richard Beach (Norwich) 3

Dr Patricia Atkinson (Crawley & Redhill) 0

Dr Kunle Ayonrinde (Chesterfield) 0

Dr Pronab Bala (Keighley) 0

Dr Nicola Bamford (Burnley) 2

Dr Nagi Barakat (Uxbridge) 0

Dr Nigel Basheer (Hull) 0

Dr Peter Baxter, Dr Santosh Mordekar, Dr Chris Rittey (Sheffield) 8
Dr Med Ingo Borggraefe (Munich) 0

Dr Med Peter Borusiak, Dr Med Sabine Cagnoli (Wuppertal) 2

Dr Richard Brown (Peterborough) 2

Dr Sophie Calvert (Brisbane Mater) 2

Dr Sophie Calvert (Brisbane RCH) 3

Dr Duncan Cameron (Rhyl) 0

Dr Ramesh Chaniyil (Watford) 1

Dr Ravi Chinthapalli (Swindon) 2

Dr Gabriel Chow, Dr William Whitehouse (Nottingham) 12

Dr Vinodhini Clarke (Warwick) 0

Dr Chris Cooper (Stockport) 1

Dr Alexandre Datta (Basel) 5

Dr Selwyn D'Costa (Dartford) 0

Dr Christian de Goede, Dr Helen Basu (Preston) 1
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Dr David Deekollu (Merthyr Tydfil) 0

Dr. Med.Adela Della Marina (Essen) 0

Dr Penelope Dison (Wolverhampton) 3

Dr Colin Dunkley (Mansfield) 1

Dr Megan Eaton (Yeovil) 0

Dr Julie Ellison, Dr Robert Pugh (Crewe) 0

Dr Penny Fallon (London) 0

Dr Hani Faza, Prof Imti Choonara, Dr Richard Morton, Dr Mal Ratnayaka (Derby) 8
Dr Colin Ferrie (Leeds) 1

Dr Amanda Freeman, Dr Stephen Warriner (Portsmouth) 7
Dr Maria Garcia (Epsom) 0

Dr Malihe Ghazavi (South Shields) 0

Dr Frances Gibbon (Cardiff) 2

Dr John Gibbs (Chester) 4

Dr Des Ginbey (Bradford) 1

Dr Iolanda Guarino (Torquay) 2

Dr Rajesh Gupta (Tunbridge Wells) 0

Dr Mary Hanlon (Worcester) 3

Dr Sian Harris, Dr Paul Munyard (Truro) 5

Dr Cheryl Hemingway, Dr Christin Eltze, Dr Marios Kaliakatsos, Dr Velayutham Murugan, Dr Robert
Robinson, Dr Jeen Tan (London) 19

Dr Daniel Hindley (Bolton) 2

Dr Adrian Hughes (Wirral) 3

Dr Akmal Hussain, Dr Greg Boden (Reading) 1

Dr Munir Hussain (Poole) 4

Dr Nahin Hussain, Dr Lyvia Dabydeen (Leicester) 1

Dr Kate Irwin (Chertsey) 1

Dr Med Julia Jacobs (Freiburg) 2

Dr Praveen Jauhari, Dr Philip Minchom (Wrexham) 1

Dr Simon Jones (Basingstoke) 0

Dr Med Michael Karenfort (Diisseldorf) 4

Dr Med Reinhard Keimer (Stuttgart) 0

Prof Colin Kennedy, Dr Fenella Kirkham, Dr Andrea Whitney (Southampton) 2
Dr Martin Kirkpatrick, Dr Alice Jollands (Dundee) 2

Dr Rachel Kneen, Dr Anand Iyer, Dr Amy McTague, Dr Stefan Spinty (Liverpool) 14
Dr Ramesh Kumar (Middlesborough) 0

Prof Dr Med Gerhard Kurlemann (Muenster) 0
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Dr Matthew Lee, Dr Eman Jurges (Kingston Upon Thames) 0

Dr Robert Levy (Bury) 1

Dr Helen Lewis (Manchester) 1

Dr Hilary Lewis (Abergavenny) 0

Dr Hilary Lewis (Newport) 1

Dr Andrew Lloyd Evans (Harrow) 0

Dr Ne-Ron Loh, Prof John Osborne, Dr Finbar 0’Callaghan, Dr Hilary Maddicks (Bath) 9
Prof Dr Med Thomas Luecke (Bochum) 1

Dr Andrew Lux (Bristol Franchay) 0

Dr Andrew Lux, Dr Finbar O’Callaghan, Dr Anirban Majumdar, Dr Kayal Vijayakumar (Bristol UH)
14

Dr Mark MacKay, Dr Jeremy Freeman, Dr Michael Hayman, Dr Andrew Kornberg, Dr Rick Leventer,
Dr Monique Ryan, Dr Tyson Ware (Melbourne) 20

Dr Penny Mancais (Dorchester) 2

Dr Katina Marinaki (Macclesfield) 1

Dr Albert Massarano (Ashton-under-Lyne) 0
Dr Satheesh Mathew (London) 1

Dr Ailsa McLellan (Edinburgh) 0

Dr Colin Melville (Stafford) 0

Dr Leena Mewasingh (London) 0

Dr Med Hiltrud Mubhle (Kiel) 0

Dr Eisawi Nagmeldin (Rotherham) 1

Dr Jeyashree Natarajan (Llantrisant) 1

Dr Suresh Nelapatla, Dr Jailosi Gondwe (Scunthorpe) 1

Dr Richard Newton, Dr Imelda Hughes, Dr Tim Martland, Dr Gary McCullagh, Dr Jeen Tan, Dr Grace
Vassallo (Manchester) 13

Dr Stephen Nirmal (Great Yarmouth) 0

Dr Melinda Nolan, Dr Suzanne Davis, Dr Rakesh Patel, Dr Cynthia Sharpe (Auckland) 10
Dr Anas Olabi (Barrow in Furness) 2

Dr Kevin O'Neill, Dr Jim Gould (Ipswich) 4

Dr Med Axel Panzer, Dr Med Manuela Theophil (Berlin) 8

Dr Srinivas Parepalli, Dr Frank Hinde (Shrewsbury) 0

Dr Srinivas Parepalli, Dr Frank Hinde, Dr Martin Smith (Telford) 1

Dr Alasdair Parker, Dr Manali Chitre (Cambridge) 10

Dr Sunny Philip, Prof Rajat Gupta, Dr Martin Smith, Dr Evangeline Wassmer (Birmingham) 10
Dr Mike Pike, Dr Tony McShane (Oxford) 4

Dr Nandhini Prakash, Dr Beena Padmakumar (Oldham) 3

Dr Clair Pridmore (Adelaide) 0
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Dr. Med.Viola Prietsch, Dr Med Peter Krieg (Karlsruhe) 2

Dr Ros Quinlivan (Oswestry) 0

Dr Michael Quinn, Dr Andrew Collinson, Dr Rachel Howells (Exeter) 7

Dr Usha Rajalingam (Huntingdon) 2

Dr Karl Rakshi (Blackburn) 0

Dr Tekki Rao (Luton) 3

Dr Asha Ravi (Barnsley) 0

Dr Rob Rifkin (Rochdale) 1

Dr Helen Roper (Birmingham) 1

Dr Piers Rowlandson (Newport IOW) 0

Dr Lynette Sadleir (Wellington) 6

Dr Sanjay Sahi (Sidcup) 1

Dr Arun Saraswatula, Dr Siobhan O’Sullivan (Bury St Edmunds) 4
Dr Kethar Saravanan (Chelmsford) 0

Dr Alastair Scammell, Dr Sudhakar Rao (Lincoln) 1
Prof Dr Bernhard Schmitt (Zurich) 12

Dr. Med Susanne Schubert-Bast (Heidelberg) 2
Dr David J Scott (St. Leonards-on-Sea) 2

Dr Fraser Scott (Pontefract) 1

Dr Fraser Scott, Dr Matthew Pye (Wakefield) 1
Dr Ayaz Shah, Dr Elma Stephen (Aberdeen) 5

Dr Shambhu Shah, Dr Andrew Butterfill (Hereford) 1
Dr Pauline Shute (Worthing) 0

Dr Rajeeva Singh, Dr Brigid Allogoa (Dewsbury) 2
Dr Ravinder Singh (Stoke-on-Trent) 0

Dr Gyanranjan Sinha (Walsall) 5

Dr Puthuval Sivakumar (Hartlepool) 1

Dr Puthuval Sivakumar (Stockton on Tees) 0

Dr Robert Smith (York) 0

Dr Sivaranjini Sriskandan (Southend) 0

Dr. Med. Martin Steinert (Dortmund) 2

Prof Dr Michael Strassburg (Wuerzburg) 0

Dr Susi Strozzi (Bern) 3

Dr Geeta Subramanian (Romford) 0

Dr Andrew Tandy (Taunton) 3

Dr Jacqueline Taylor (Barnet) 1

Dr Jacqueline Taylor (Enfield) 1
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Dr Indra Thakur (Darlington) 0

Dr Megan Thomas, Dr Nigel Laycock (Blackpool) 5

Dr Sal Uka (Halifax) 0

Dr Sal Uka, Dr Alex Hamilton (Huddersfield) 0

Dr Med Kristina Ungerath, Dr Med Grischa Lischetzki (Hamburg AKK) 2
Dr Med Kristina Ungerath, Dr Med Axel Neu (Hamburg UKE) 2
Dr Singara Velmurugan (Wigan) 2

Dr Ewoud Vorstman (Gloucester) 4

Dr Maybelle Wallis (Birmingham) 0

Dr Maybelle Wallis (West Bromwich) 0

Dr Cathy White (Swansea) 0

Dr Gabriel Whitlingum (Winchester) 5

Dr Nick Wild (Warrington) 0

Dr Paul Williams (Gillingham) 1

Dr Ruth Williams, Dr Karine Lascelles (London) 5

Dr Maria Willoughby, Dr Peter Jones (Bishop Auckland) 2

Dr Lap-Kong Yeung (Manchester) 2



