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Table S1.  Clinical trials that were terminated prematurely or underwent significant modification due to drug toxicity

	Ref No
	Drug
	Control
	Disease
	Age
	n (planned)
	Country
	ADRs
	Comments

	15
	Acetazolamide

Frusemide
	No drug
	Ventricular dilatation
	0-3m
	177 (191)
	UK and

Multi national
	Mortality 14 v 10

Death or shunt 49v35* (p<0.03)
	Terminated by SMC

	16
	Antithrombin III
	Placebo
	RDS
	Premature

Neonates
	122 (130)
	Canada
	Mortality 7 v 3

Duration of ventilation 7.1 v 4.8 days* (p<0.005)

IVH + PVED 24 v 17
	Terminated by SMC

	17
	Fentanyl
	Bolus or continuous infusion
	Postop analgesia
	Neonates
	 16 (54)
	USA
	Apnoea 8/9 v 1/7*

(p=0.009)
	Terminated by SMC

	18
	Ketorolac
	Codeine
	Postop analgesia
	2-12y
	 64 (240)
	Canada
	Bleeding

 – 5 hospitalisation

· 2 further surgery

Greater blood loss* (p<0.05)
	Terminated by independent assessor

	19
	Immuno-

globulin
	Placebo
	Asthma
	6y-adult
	 40 (63)
	USA
	Aseptic meningitis – 3
	Terminated after interim safety analysis prompted by AE’s

	20
	Vigabatrin
	Gabapentin
	Epilepsy – complex partial
	12y-adult
	102 (280)
	Sweden
	Abnormal visual fields 3/32
	Terminated due to concerns about Vigabatrin in published literature

	21
	Carbamazepine or Phenobarbitone
	Phenytoin or Sodium valproate
	Epilepsy 
	3-16y
	167
	UK
	Behavioural or cognitive problems 6/10 with Phenobarbitone
	Phenobarbitone arm removed from protocol after 10 patients randomised 

	22
	Pindolol or Methylphenidate
	Placebo
	ADHD
	6-13y
	 52
	Netherlands
	Paraesthesia* (p<0.005)

Nightmares and hallucinations
	Pindolol arm removed from protocol after 32 patients randomised


Table S2.   Neonatal clinical trials with severe drug toxicity

	Drug
	Control
	Disease
	Age
	n
	Country
	ADRs
	Comments

	Dexamethasone
	Placebo
	Chronic lung disease –

Prevention
	<30w
	50
	Italy
	Left ventricular hypertrophy

Hypertension

Impaired growth (head)
	1 trial, 3 papers

Numbers vary with each paper but there is significant overlap.

	Dexamethasone
	Placebo
	Chronic lung disease –

Prevention
	<36w
	262
	China
	Bacteraemia/sepsis* 43v27 (P<0.05)
	

	Dexamethasone
	Placebo
	Chronic lung disease – Prevention
	Preterm
	240
	USA
	Early intestinal perforation* 8%v1% (P=0.009)

Hypertension*

Insulin therapy*
	

	Dexamethasone
	Inhaled budesonide
	Chronic lung disease – Prevention
	24-31
	 40
	UK
	Bacteraemia/sepsis 6v2, Hypertension*


	

	Dexamethasone
	Placebo
	Chronic lung disease – Prevention
	Preterm
	248
	Israel
	GIT haemorrhage* 28v12, Hypertension.


	

	Dexamethasone
	Placebo
	Chronic lung disease – Prevention
	Preterm
	 40
	Taiwan
	Hypertension* Sepsis 6v4
	

	Doxapram
	Placebo
	Apnoea
	<34w
	29
	France
	Hypertension (n=5)
	

	Indomethacin
	Early v late
	PDA
	<32w
	127
	Belgium
	(NEC, IVH, haemorrhage)*
	More frequent in early treatment group

	Fluconazole
	Amphotericin B
	Fungal septicaemia
	Neonates
	 24
	South Africa
	Acute renal failure
	


Table S3. Paediatric clinical trials with severe drug toxicity

	Drug
	Control
	Disease
	Age
	n
	Country
	ADRs
	Comments

	Epilepsy
	
	
	
	
	
	
	

	Midazolam
	Diazepam
	Status epilepticus
	2-12y
	40
	India
	Mortality 8v2

Hypotension (needing inotropes) 9v4
	

	Lamotrigine
	Placebo
	Epilepsy (complex partial)
	2-16y
	201
	USA/France
	Stevens-Johnson syndrome (n=2)
	

	Topiramate
	Low v High dose
	Epilepsy (complex partial)
	3y-adult
	252
	USA
	Seizures (tonic/clonic),

Psychosis

Renal calculi
	Total number unclear possibly 8

	Oxcarbazepine
	Low v High dose
	Epilepsy (complex partial)
	12y-adult
	143
	USA
	Seizures increased (4)

Hyponatraemia   (2)

Neutropenia (1)
	

	Tiagabine
	Low v High dose
	Epilepsy (complex partial)
	12y-adult
	 77
	France
	Psychosis
	

	Renal
	
	
	
	
	
	
	

	Prednisolone 

Azathioprine
	Heparin/Warfarin and Dipyridamol (both groups)
	IgA nephropathy
	 <15y
	 78
	Japan
	Neutropenia (Azathioprine) (n=3).

Bleeding (Warfarin) (n=2).
	

	Erythropoietin
	Low v high dose
	CAPD
	5-16y
	20
	Turkey
	Hypertension (n=9)
	The number requiring an increase in dose of anti- hypertensive therapy

	Cyclophosphamide
	Prednisolone (both groups)
	Focal segmental glomerulosclerosis
	0.8-18y
	60
	USA
	Sepsis (Pred) (n=1)

Seizures (hypertensive) (n=2)
	

	Infectious
	
	
	
	
	
	
	

	Aminosidine
	Stibogluconate
	Leishmaniasis
	6-50y
	120
	India
	Ototoxicity (n=2)

Myocarditis (n=2)
	

	Itraconazole

Allopurinol
	Placebo
	Chaga’s
	9-50y
	505
	Argentina,Chile
	Stevens Johnson syndrome (n=2)
	

	Ethambutol
	Isoniazid

Rifampicin

Pyrazinamide

(both groups)
	Pulmonary Tuberculosis
	12y-adult
	825
	India
	Convulsions (I)

Jaundice (R)
	

	Artesunate

Mefloquine
	Order of therapy
	Malaria
	8y-adult
	204
	Thailand
	Hypovolaemic shock (n=1)
	

	Miscellaneous
	
	
	
	
	
	
	

	Sulphasalazine
	Placebo
	Juvenile chronic arthritis
	2-18y
	 69
	Netherlands
	Neutropenia (n=2)

Low IgA (n=3)
	4 patients with low Ig levels 

3 very low

	6MP
	Placebo
	Crohn’s
	   13y
	 55
	USA
	Neutropenia
	

	MTX
	Placebo
	Diabetes Mellitus
	7-12y
	 10
	USA
	Severe varicella (n=1)
	

	Ibuprofen
	Paracetamol and Codeine
	Tonsillectomy
	6-16y
	 27
	USA
	Haemorrhage 12.5% v 0%
	

	Morphine
	IV v epidural
	Postop analgesia
	3-12m
	18
	USA
	Apnoea  (n=10)
	

	Psychiatric
	
	
	
	
	
	
	

	Clopazine
	Haloperidol
	Schizophrenia
	6-18y
	 21
	USA
	Neutropenia (n=5)

Seizures (n=2)
	

	Verlafaxine
	Placebo
	Depression
	8-18y
	 33
	USA
	Manic episode (n=1)
	

	Paroxetine
	Clomipramine
	Depression
	12-20y
	121
	USA
	Suicidal acts (n=10)

Suicidal ideas (n=1)

Manic switch (n=4)

Psychosis (n=2)
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