Supplementary Table S4. Prevention of Asthma
	Reference
	Study

Population
	Study

Design
	Intervention
	Key Findings

	Marks et al.28
Peat et al.


29 ADDIN EN.CITE  
Mihrshahi et al. 


30 ADDIN EN.CITE 
Mihrshahi et al.31
	Newborn infants with a family history of asthma (n=616)
	Randomised parallel-group controlled trial 
	n-3 or n-6 PUFA:

Canola-based oils and spreads (low in n-6 PUFAs) with Tuna oil capsules (135mg DHA & 32 mg EPA);

Oils and spreads high in n-6 PUFAs and Sunola oil capsules (low in n-3 PUFAs)

(begins at start of bottle feeding or 6 months of age)
	No difference in the prevalence of asthma or wheeze in the children at 5 years of age.

A reduction in cough for atopic children was observed at 3 years of age 

Wheeze ever, doctor visits for wheeze, bronchodilator use and nocturnal coughing at 18 months were significantly reduced in children in the higher exposure quintiles Reduced prevalence of any wheeze and a reduction in prevalence of wheeze of >1 week at 18 months 

	Birch et al. 
 ADDIN EN.CITE 
32

	Healthy term infants (n=89)
	Double-blind, placebo-controlled parallel design
	n-3 and n-6 PUFA:

Infant formula taken in the first year of life over 1 year DHA (0.32%-0.36% of total FA) & ARA (0.64%-0.72% of total FA);

Placebo
	Infants fed formula supplemented with DHA & ARA had a reduced incidence and delayed onset of upper respiratory infection and wheezing or asthma at 3 years of age

	Manley et al. 33

	Preterm infants of <33 weeks' gestation (n=657)
	Randomized controlled trial
	n-3 PUFA:

DHA-rich tuna oil capsules (500 mg x6/d) for lactating mothers and high-DHA preterm formula for the child;

DHA-standard soy oil capsules (500 mg x6/d) for lactating mothers and standard preterm formula for the child
	DHA supplementation for infants of <33 weeks' gestation reduced the incidence of bronchopulmonary dysplasia in boys and in all infants with a birth weight of <1250 g and reduced the incidence of reported hay fever in boys at either 12 or 18 months.

	D'Vaz et al. 


34 ADDIN EN.CITE 
	Infants at high risk of allergy (n=420)
	double-blind, randomized controlled study 
	n-3 PUFA:

Fish oil capsules (280 mg DHA & 110 mg EPA);
olive oil placebo capsules – 6 months supplementation from birth
	Elevated plasma levels of DHA and total n-3 PUFA at 6 months of age associated with a reduced risk of recurrent wheeze in the first 12 months of life. No child had asthma at 12 months of age.

	Foiles et al.
 ADDIN EN.CITE 
35
 
	Healthy term infants (n=91)
	Double-blind, placebo-controlled parallel design 
	n-3 and n-6 PUFA:

Infant formula (0.64% of total fatty acids as ARA and either 0.32, 0.64 or 0.96% of total fatty acids as DHA;

Placebo

– exclusive formula fed (<9 days old) throughout infancy
	Reduced the risk of skin and respiratory allergic diseases in childhood with effects influenced by maternal allergies (incidence of wheezing/asthma were significantly lower in the subgroup whose mothers reported a positive history of allergy and did not differ in those whose mothers had no history of allergy).

	Hansen  et al. 
 ADDIN EN.CITE 
36
 
Olsen et al. 
 ADDIN EN.CITE 
37

	Prenatal/

maternal supplementation

(n=533)
	double-blind, randomized controlled study 
	n-3 PUFA:

Fish oil capsules (23% DHA & 32% EPA – 2.7 g/d total n-3 PUFA);

olive oil placebo capsules;

no capsules

– supplementation during third trimester of pregnancy
	At 24 year follow-up of the children (now adults), the probability of having asthma medication prescribed, a asthma discharge diagnosis or having been prescribed allergic rhinitis medication was significantly reduced.

At 16 year follow-up, similar protective effects on asthma and allergic rhinitis in offspring 

	Best et al. 
 ADDIN EN.CITE 
38

Palmer et al. 
 ADDIN EN.CITE 
39

Palmer et al. 
 ADDIN EN.CITE 
40

	Prenatal/

maternal supplementation

(n=706) in infants with family history of allergy
	double-blind, randomized controlled study 
	n-3 PUFA:

Fish oil capsules (800 mg/d DHA & 100 mg/d EPA);

vegetable oil placebo capsules

– supplementation 21 weeks’ gestation until delivery


	At 6 year follow-up of children, no difference in the incidence of IgE-associated allergic disease symptoms, trend towards reduction in the incidence of parent-reported hay fever (p=0.06) and significant reduction in house dust mite sensitization

At 3 year follow-up, no differences were seen for IgE-mediated allergic disease.

At 1 year follow-up, no differences in overall % of IgE-mediated allergic disease, but atopic eczema and egg allergen sensitization was lower

	Bisgaard et al. 
 ADDIN EN.CITE 
41
 
	Prenatal/

maternal supplementation

(n=695) 
	double-blind, randomized controlled study 
	n-3 PUFA:

Fish oil capsules (37% DHA & 55% EPA – 2.4 g/d total n-3 PUFA);

olive oil placebo capsules

– supplementation 24 weeks’ gestation until 1 week post-delivery
	At 5 year follow-up of children, significant reduction in the risk of persistent wheeze or asthma and reduced lower respiratory tract infections (best effects seen in offspring from mothers with lowest EPS and DHA levels). No difference in asthma exacerbations, eczema or allergic sensitization.

	Dunstan et al.
 ADDIN EN.CITE 
42
 
Dunstan et al.
 ADDIN EN.CITE 
43

	Prenatal/

maternal supplementation

(n=98) in infants with family history of allergy
	double-blind, randomized controlled study 
	n-3 PUFA:

Fish oil capsules (56% DHA & 27.7% EPA – 3.7 g/d total n-3 PUFA);

olive oil placebo capsules

– Supplementation 20 weeks’ gestation until delivery


	Cord blood cytokine responses to allergen generally weaker. At 1 year follow-up, infants less likely to have positive skin prick test to egg and significantly less severe atopic dermatitis.

Cord blood plasma IL-13 levels were significantly reduced 


ARA - arachidonic acid ;DHA - docosahexaenoic acid; EPA - eicosapentaenoic acid; FA – fatty acids; GLA - -linoleic acid; PUFA - polyunsaturated fatty acids
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