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Abbreviations

DBPCFC Double blind, placebo-controlled food térade

ED Eliciting dose

FAQLQ Food allergy related quality of life questiaire
FEV; Forced expiratory volume in 1 second
LOAEL Lowest adverse effect level

OFC Oral food challenge

PA Peanut allergy

PAL Precautionary allergen labelling

PATS Peanut allergen threshold study

SplgE Specific IgE

SPT Skin prick test

VITAL Voluntary Incidental Trace Allergen Labelling
VSEP VITAL scientific expert panel

Capsule summary

The derived Elg; for peanut (1.5mg peanut protein) was given imgle dose to 378 peanut
allergic subjects. Only 8 subjects (2.1%) met predieined criteria for an objective reaction,
suggesting the derived BHcould be used as a safe reference dose.

Clinical Implications

The EDys for peanut (1.5mg peanut protein) was validatea multicentre study, using a novel
single dose challenge design, which provides afsignt quality of life benefit for parents of
participants and could be adapted to other researclinical settings.

Keywords

Eliciting dose (ED), Food Allergy related Qualitiylafe Questionnaires-(FAQLQ), Single dose,
Peanut threshold®ral Food Challenges (OFG)pluntary Incidental Trace Allergen Labelling
(VITAL). Peanut Allergen Threshold Study (PATS)
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Abstract

Background

Eliciting doses (ED) of allergenic foods can béirded by the distribution of threshold doses for
individuals within a specific population. BPis the dose that elicits a reaction in 5% of giler
subjects. The predicted B£for peanut (PN) is 1.5 mg of peanut protein (6wingle peanut).
Objective

We sought to validate the predicted peanugHD.5 mg) with a novel single dose challenge.
Methods

Consecutive eligible peanut allergic children ioehtres were prospectively invited to participate,
irrespective of previous reaction severity. Pregheteed criteria for objective reactions were used
to identify EDys single dose reactors.

Results

518 children (mean age 6.8 years) were eligiblesigoificant demographic or clinical differences
were identified between 381(74%) participants aBd (6%) non-participants or between subjects
recruited at each centre. 378 children (206 matehpeted the study. Almost half the group
reported ignoring precautionary allergen labelliag5 (65%) experienced no reaction to the single
dose of peanut. 67 (18%) reported a subjectivetimaavithout objective findings. 58 (15%)
experienced signs of a mild and transient natuaedid not meet the pre-determined criteria. Only
8 subjects (2.1%, 95% CIl 0.6%-3.4%) met the prerdaehed criteria for an objective and likely
related event. No child experienced more than & meaction, 4 of the 8 received oral
antihistamines only and none received epinephfio®d allergy related quality of life improved
from baseline to 1 month post challenge regardiéssutcome (eta squared = 0.2, p <0.0001).
Peanut SPT, peanut and Ara h 2 splgE levels werassnciated with objective reactivity to PN

EDgs.
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Conclusion

A single administration of 1.5 mg PN protein ekdtobjective reactions in fewer than the predicted
5% of peanut-allergic subjects. The novel singlsed®FC appears clinically safe and patient-
acceptable, regardless of the outcome. It identiffee most highly dose-sensitive food allergic
population, not otherwise identifiable using roetinavailable peanut SPT or splgE leviels this

single-dose approach has not yet been validatedstoassessment of individual patients.
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130 Introduction

131  Food allergic individuals are clinically selectedparticipate in diagnostic or research oral food
132 challenge (OFC) protocols that use graded, incrémhdoses administered at short, fixed time

133 intervals. Subjects who have experienced anaplsylne often not offered routine clinical OFC
134  and may be excluded from research OFC protocoldt(is)generally not possible from graded

135  protocols to determine whether a reaction has oeduo adiscretethreshold dose of the allergenic
136  food or alternatively has been the result ofadhmulativedose consumed by the allergic individual
137  at the time of reaction.

138

139  The eliciting dose (ED) for a peanut allergic r@atin 5% of the peanut allergic population (&P
140 has been estimated at 1.5 mg of peanut proteirg(6fravhole peanut) based upon the population
141  distribution of threshold doses (children and &jurom graded, blinded oral challenges of 750
142 peanut allergic individuals (2-4).

143

144  This study aims to assess firecision of the predicted EBPusing a single dose challenge (6 mg
145 peanut = 1.5mg of peanut protein, approximatelp@’of a peanut kernel) in an unselected group
146  of peanut-allergic children and to validate thegesses used to develop the only existing reference
147  doses for peanut, which have been based upon thg\ifidch is the dose which elicits reactions in
148 1% of subjects studied) (2). It is likely that setds who react only mildly at the Bfwould

149  tolerate the EB) at least as well (4). This may assist cliniciaegulators and other stakeholders in
150 risk management for peanut allergic subjects.

151

152

153

154
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Methods
We have already published an in-depth descriptidheobackground and methodology of the

PATS study (please see reference 5). Additionalildetire provided below.

Recruitment

This multi-centre study involved three geographjcdiverse teaching centres, set in University-
affiliated hospitals, providing local, regional anational allergy services. To minimise recruitment
bias, the protocol required that the study wasugised fully with every potentially suitable child
and family, met during routine medical encounterslinic or hospital attendances. Families who
chose not to participate were asked to completadyspecific “non-participant” questionnaire,
adapted from Osborne et al (6) and to give wriitdormed consent for their routinely available
laboratory data to be examined anonymously in tirdys Inclusion and exclusion criteria are

shown in Table 1.

Food Allergy related Quality of Life Questionnaires(FAQLQ)

Validated FAQL-Parental form (FAQL-PF) and FAQL @hiorm (FAQL-CF) questionnaires were
self-administered prior to OFC (T1) and 1 monte@®FC (T2) to assess the impact of this novel
single dose OFC protocol on FAQL (8AQL-PF and CF are age appropriate questionndigds t
assess the health related quality of life (HRQLgmfdren with food allergy. The PF version is
completed by a parent of the food allergic childl@years) and the CF by the child themselves (8-
12 years) on a 7-point scale ranging from notlgtlalto extremely (7). It has been found to have
excellent reliability ¢ > 0.9), and construct, cross-cultural, contentlanditudinal validity. A

higher score on either questionnaire reflectsdridfurden and poorer FAQL. A lower score

reflects lower burden/better FAQL.



180

181

182

183

184

185

186

187

188

189

190

191

192

193

194

195

196

197

198

199

200

201

202

203

204

PATS Hourihane et al 7

Single dose Oral Food Challenge (OFC)

The shelf-stable single-dose challenge cookies weneufactured at University of Nebraska-
Lincoln, USA and then distributed to participaticiqic centres. Peanut content was determined
using the Neogen ® Veratox ® Quantitative Peanigrgen Test (Neogen Corporation, Lansing
MI). This assay was also used to establish a at@timixing method to achieve a homogeneous
incorporation of peanut flour into the formulatias well as determining that all ingredients in the
formulation were below the limit of quantitation$2pm). The stability of product was established
by meeting acceptable criteria for water activityl anicrobial load. To maintain taste and texture
cookies were stored frozen until use. The singsedmokie (6 mg whole peanut = 1.5 mg peanut
protein) consisted of granulated sugar, brown swBpurpose wheat flour, vegetable shortening,
salt, baking soda and light roast, partially def@gpeanut flour (Golden Peanut Company,
Alpharetta, Georgia USA). The cookie was eaten ustdendard open OFC conditions in hospital.
For subjects allergic to other cookie ingredieetg.(wheat), the peanut dose of 1.5 mg peanut
protein was administered as the same light roastiglly defatted peanut flour in a vehicle food of
the subject’s choice. Routine OFC monitoring was$quened, according to local clinical practice.
Children were observed until 2 hours after OFCoisgmptoms and signs were elicited or until 2

hours after such symptoms and signs had resolviéid pwwithout treatment.

Criteria for a positive OFC result.

A highly liberal, inclusive strategy was used tptcae clinical data during the OFC. Staff were
encouraged to make extensive notes, recoranygphysical or behavioural changes observed or
self-reported during the single-dose OFC. Predetethobjective criteria were used because the
EDos was predicted on the basis of challenge-assocwdigdtive responses only (1-4). The prior

agreed upon objective criteria for a positive OESult occurring within 2 hours of ingestion were:
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205 3 or more concurrent noncontact urticaria pergstor at least 5 minutes; or perioral or periorbita
206 angioedema; or rhinoconjunctivitis including sneezior diarrhoea; or vomiting (excluding gag
207 reflex); or anaphylaxis (with evidence of circulatoor respiratory compromise, e.g. persistent
208 cough, wheeze, change in voice, stridor, difficllitgathing, and collapse).

209  Subjective symptoms were also recorded, such #tapéach, headache, dizziness, bloating,

210 abdominal pain, cramps, muscle aches, aching jantsgety, tension, and agitation.

211

212 Case definition

213 When the clinical study was completed all co-inigggbrs met in person and reviewed all clinical
214 comments written by staff in each centre duringsiuely. The above criteria were applied and

215 cases were designated “objective” or “subjectived ¢hen as having met or not met the

216  predetermined objective criteria as above.

217

218 Blood test

219 A blood sample was taken for peanut splgE compoaealysis (local hospital laboratories, using
220 ThermoFisher Immunoca@s according to manufacturer’s instructions) andnjit@tive peanut-

221 specific IgE fluoroenzyme immunoassays 20 minutes &FC.

222

223  Sample size estimation

224  Assuming that the observed proportion of the sartiaiereact to the single dose OFC is 5%, a
225 sample size of 375 corresponds to a 95% confidenerval for the population proportion with a
226  lower limit of 3.1% and an upper limit of 7.8% ugithe properties of the binomial distribution.

227  The investigators felt that this degree of precisioestimation was sufficient to rule out gross

228 incompatibility between the predicted and obseqexbortion of participants reacting to the single

229 dose.
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230  Statistics

231 Data were analysed using SPSS Version 22(1BM, Heandllinois, USA). Two sample t-tests for
232 continuously valued variables and Pearson’s chuasgjtest or Fisher’s exact test (for low

233 prevalences) for binary variables were conductedktermine the extent of any covariate

234  imbalance between participants and non-particip@itierences in means and proportions

235  between centres were also examined using simd#isstal methods. The impact of the single dose

236  protocol on FAQL was analysed using multivariatdgression analysis.

237  Partial Eta—squared”(5 ), also known as ‘R-Squared’s the effect size produced by the

238  statistical tests used in this study. There areynaa@ivantages to including effect size when

239  reporting significant result&ffect size is not influenced by sample size or hanof variables.

240  While a significant result (p value) shows whetaereffect exists, it does not reflect the sizéhef
241  effect. Therefore both the magnitude (effect sa@) significanceR value) are essential results to
242 be reported (10-12). A small effect is less th@80a medium effect is less than 0.24 and a large
243 effect size is 0.25 and above (11).

244

245  Ethical approval

246  This Study was approved by Cork University HospgrRakearch Ethics Committee (ECM 4 g),
247  Melbourne Royal Children’s Hospital Human Resedtttlics Committee (HRECApp 32166A),
248  and the Partners Human Research Committee (2012PBDRVritten, informed parental and

249  adolescent consent and younger children’s assecur@ing to local IRB age-related

250 requirements) were obtained.

251

252

253
254  Results



255

256

257

258

259

260

261

262

263

264

265

266

267

268

269

270

271

272

273

274

275

276

277

278

279

PATS Hourihane et al 10

Between October 2013 and February 2015, 518 patweerte serially approached for participation
(Figure). One hundred thirty-seven individuals wéeemed either ineligible or did not wish to take
part in the study. Three hundred seventy-eight ¢etag the challenge protocol. Three subjects did
not complete the protocol. Comparisons of participand non-participants in each centre are
shown in Table 2Univariate analysis of variance showed no significege differences between
participants and non-participants ( p = 0.62), cahihg for centre location ( p=0.84,). Sixty

percent of the overall sample was male. Twenty{perxcent of females approached did not
participate, compared to 30% of males (x2= 6.7,.p3D). There was no difference in participant

sex between centres (x2= 2.6, p=0.63).

A significant association was found between entitgiga and study centre location. Twenty-seven
percent of Irish subjects had been diagnosed veémpt allergy by the most stringent criterion
(positive OFC), compared to 11% in Australia anty @5% in the US, (p<0.001). However,
diagnostic method did not significantly differ betn participants and non-participants (x?= 3.6,

p=0.17) or between sexes (x?= 6.17, p=0.19).

Reactions to single dose Efg OFC

381 participants took part in this stage of the&gttwo were excluded due to incomplete ingestion
of the peanut cooki®ne subject was excluded before starting the pobtiwe to inter-current
illness, evident on clinical examination on the dagtudy. 378 subjects completed the protocol.
362 subjects (96%) received the single dose ictio&ie. The remaining 16 subjects received
peanut flour instead in another vehicle food ofrtbhoice. There were no significant differences
in reaction type between the 362 children who la¢estandard cookie and the 16 children who ate

the peanut flour in another vehicle (x2= 2.21, 3).
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245 subjects showed no reaction to the cookie sidgte OFC (Table Jjor133 subjects, some
comment indicative of a possible reaction was @edrin the written OFC records. Sixty-seven
reported subjective symptoms only. Sixty-six evewmese considered objective, but 58 of these did
not meet the predetermined criteria. The very m@iid transient objective symptoms that did not
meet the predetermined criteria included non-pensisisually single sneeze, non-persistent
usually single cough, small areas of transienthenyta, and fewer than 3 hives lasting <5 minutes.
Eight participants experienced objective eventsitiet the predetermined criteria (Table 4). All
eight subjects who met the pre-determined critasizsumed the cookie not an alternative vehicle.
No participant experienced more than a mild reacfiour of the 8 most objectively reacting
subjects were treated with oral antihistaminesolth@r subject was treated and none received

epinephrine.

Multivariable regression analysis showed no sigaifit differences for age and centre, reaction
type or participant/ non participant status. Trghesubjects who met the predetermined objective

criteria were no different in age to others incldde the study (Table 4).

Study centre and reaction type were not signiflganeated to diagnostic entry criterion (x2=3.39,

p= 0.76). Subjects’ sex was not significantly rethto reaction type (x2=4.76, p= 0.19).

Univariate analyses showed peanut splgE, Ara hd h®r Ara h3, Ara h8, Ara h9 splgE levels and

total IgE levels had no effect on inclusion criggrimet or participant/non-participant status,

2
(p 0.21 - 0.99) (Table 5). Peanut SPT differeivben study centre Iocatioﬂf( =0.02, p=0.03)
with a small effect size (11), but not for reacttgpe (p=0.25). Irish subjects had the lowest mean
wheal size (M= 9.50 mm, SD= 2.66) and Australiatifghest (M=15mm, SD=6.47). No other skin

or blood tests were significant for either typeesction or location (p>0.05).
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Adherence to precautionary labelling at study eniag significantly lower in Australia where 76%
ignore labelling compared to Ireland (33%) and B&%) (¥ = 66.21, p<0.001). Proxy and self-
reported adherence to precautionary allergen iagalid not significantly change from T1-T2 and

was unaffected by age of child, study centre ogrtstic criteria met (p= 0.82-0.42).

Food allergy-related quality of life

Baseline scores (before OFC) in the FAQL-PF pteditikelihood of reporting subjective vs
objective symptoms (after OFC) (p=0.001). In effettldren who later experienced subjective
symptoms to the single dose of peanut had the ath&rse impact on FAQL at baseline (Mean
=2.6, SD= 1.4). Those who did not experience aagtien had the best FAQL (lowest burden) at
baseline (Mean= 1.8, SD=1.3). This provides furth@dence of the association between clinical

and psychological factors in food allergy.

2
There was a significant main effect for time frorh 6 T2 for parent reported proxy FAQL-P'PEP(
=0.24, p=0.014), with a medium to large effect fiiz&), where parents reported an improvement in

FAQL for their children from baseline to 1 monthspprotocol. There was a significant three-way

2
interaction between age, sex and tifle ( =0.11,q4).with a medium effect size (11).
Regardless of age or sex of child, parents repam@doved FAQL at T2. Younger boys
experienced a higher impact, whereas as age imtteparents reported more adverse impact for

girls. Diagnostic criteria and type of reactioitiéd in the single dose study were not signiftcan



327

328

329

330

331

332

333

334

335

336

337

338

339

340

341

342

343

344

345

346

347

348

349

350

351

PATS Hourihane et al 13
Children’s self-reported FAQL-CF also improved frawaseline (T1) to 1 month post protocol (T2)

2
('79:0.5, p=0.001) with a very large effect size (1Again there was no effect on FAQL by

inclusion criteria met or type of reaction (p=@B)5
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Discussion

The novel single-dose PATS findings strongly supfiee safety of the statistically determined
EDos based upon population dose-distribution model{R)gor administration to a non-selected
patient population. The protocol was very acceptabifamilies and was clinically very safe. This
approach offers the opportunity to identify the indsse-sensitive peanut allergic populaiio@

safe and efficient manner. It could be adapteafioer major allergenic foods.

Population EDs can be estimated by statistical-diesteibution modelling of individual patient
threshold doses (2-4). ED estimates can vary diépgmpon the choice of model. The single-dose
PATS approach serves as a useful way to validat&Ehestimates and select the best parametric
model. In this single-dose PATS, the percentdgmtents reacting with the predetermined
objective criteria (2.1%) was lower than predidienn the log-normal model (5%; 95% CI of 3.1-
7.8%). Several reasons could explain the obsedfifesience between the predicted 5% versus the
observed 2.1% rate. First, selection bias towarterh@hly sensitive patients could have occurred
with the 750 peanut-allergic subjects in the madktdataset as many of the patients included in the
dataset were from tertiary allergy clinics whichultbcontribute to a bias toward a more sensitive
peanut-allergic population (2,3), though this stgdyup of consecutive patients was also recruited
in tertiary centres. Second, although objectigpoases were used in the clinics conducting
threshold challenges and the PATS, the objectitera used to establish the lowest observed
adverse effect level (LOAEL) for some of the pattsemay not have been as stringent as the criteria
established for the PATS. In particular and amibvegmild transient reactions that did not meet the
predetermined objective criteria, 13 additionalgras experienced hives (a single hive in 8 cases,
2 hives in 4 cases, and 3 hives in 1 case, aihta#tss than the stipulated 5 minutes). Had thi8se

cases been counted as positive response to tHe-sgiose challenge, the reaction rate would have
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been 5.5%. Given these possibilities, the log-radmmodel used appears to be reasonable and

appropriately conservative for use in the estinmtbEDs for peanut.

Population modelling of individual threshold dosas be used to establish public health measures
such as the control of precautionary allergen ladge(PAL). In Australia, a Reference Dose for
peanut of 0.2 mg peanut protein was established é&stimates of the Efp(2). The ER; was
selected by the VITAL Scientific Expert Panel (VSERcause it is predicted to protect 99% of the
peanut-allergic population. However, based omtiid and transient responses encountered in
PATS, the use of the BPas the basis for the peanut Reference Dose weuddrbore reasonable

and implementable risk management decision.

PAL abounds in many marketplaces but stakeholdedsféult with the approach because use of
PAL bears little relationship to actual risk (13).1AImost 50% of the study population were
routinely ignoring precautionary labelling. PAT&dwvalidated the Ef9 so the medical and food
science communities, manufacturing industry, angipinealth authorities should consider
adopting this model. This would assist in establiglan ERs-based peanut Reference Dose to be
used inguantitative risk assessment to underpin PAL, bad¢kesound scientific evidence, that

protects the vast majority of the peanut allergimmunity.

No centre appeared to have a uniquely more semsitivdy population than the other two,
suggesting this protocol and the predeterminedraiused for assessing single dose OFC could be
used in other centres. Ireland had far more chgdlgproven cases than the other centres but lower
average ages than the US centre, and Australigenpmahad larger peanut SPT and paid less
attention to precautionary advisory labels. Thesericentre demographic and diagnostic

differences did not influence the primary or se@mdutcomes of the study.
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The predetermined approach to offer the studyltpeginut allergic subjects in 3 distinct
geographical regions, the comparison of charatiesisf participants and non-participants, the
permissive entry criteria and the pre-determinatseovative case definition combine to address
the most common criticism of OFC studies: How repreative of the general peanut allergic
population are the subjects who volunteered? Thidysshowed peanut allergic children in each
centre were broadly similar, that severe reactaewncluded and, critically, that participants
appeared not to differ clinically from non-partiaifts. While we did not prospectively record
previous reaction severity, all subjects were rigedufrom referred populations seen for their
peanut allergy in tertiary/national referral centrso it is likely the representation of the sewaré
of the clinical spectrum of peanut allergy in thigdy population is at least similar than that

reported peanut allergy norms.

Limitations of the study

Many of the patients recruited were diagnosed withloe gold standard double-blind placebo
controlled food challenge. However, the intendectuitment strategy was to recruit relatively
unselected but near-certain cases, to capturehibiewspectrum of cases, which is often not
included in incremental dose challenge studies.date show no differences in demographic
details or serological findings between participamti non-participants or between reactors and
non-reactors or between the 8 most certain obgctactors and other groups. The inclusion and
exclusion criteria appear to have been well congtd) based on established clinical methods used

elsewhere, clinical history and SPT and splgE Eablove determined decision points (7).

Subjects did not undergo placebo challenges, justctive-dose cookie, given once. Placebo doses
would have required doubling attendances to mae #00 visits and we considered the projected

likelihood of significant reactivity of around 5% the single dose study did not justify a placebo
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arm. It is notable that 65% of subjects reportedaaztion at all to the EfJgcookie, despite

knowing it was an “active” dose. Intentionally Iiaédocumentation of reported symptoms and
having a set of fixed, pre-test criteria for anealbive reaction allowegost hoadistinction of
subjective from objective reactors, though relagssof any reaction to the single dose was
difficult in real time due to the lack of optionsrmally available in routine OFC, such as waiting
longer between doses and repeating doses (1,7echub reactors had lower pre-test FAQL than
objective reactors and non-reactors which suggestiety may play a role in reports of
mild/subjective reactions at low doses in the comityuand in DBPCFC (15) and also possibly in

reactions to placebo doses during DBPCFC (16).

PATS was an assessment of low-dose sensitivitypiopaulation of peanut allergic subjects at a
single time point and further studies are needeassess both population-level and individual
subjects’ variation in low-dose sensitivity ovené. Standard, incremental DBPCFC does not
correlate well with reported severity of communigactions (17) and dose is only one variable to

be considered in the difficult assessment of sgvefifood allergy. (18)

The PATS study offers a new clinical paradigm arethadology with regards to assessing clinical
risk; this current study may potentially define 8% of patients who are most dose-sensitive. It
confirms previous findings that validated questimines assessing FAQL show patients gain nearly
as much from a “failed” OFC as they do from a “@aBOFC, probably due to decreased
uncertainty about the next and future reactior®). (Lhis tangible impact could promote adoption
of PATS single dose peanut challenges in unitconoently performing diagnostic multi-dose

OFC.
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The single dose protocol does not replace curiental food challenges which are critical for
definitive diagnosis of food allergy but would prde extra clinical information of patients’ level

of risk, related to dose, and could help informstoner choices and physician advice to patients
regarding PAL (14, 15); single dose challengesabel done before starting a progressive clinical
food challenge to identify the most highly sengitpatients and reduce any risks associated with
the use of higher doses used in clinical food elmgiés. PATS suggests clinical validation of other
allergenic food sources could be addressed inairsilidies, where the population dose-
distribution has been modelled using sufficienegiold data. Clinicians may be able to use PATS

single dose OFCs widely as they are easier to perfloan routine diagnostic OFC or DBPCFC.

Conclusion

The novel single dose OFC, based upon the stafistase-distribution analysis of past challenge
trials, is a clinically safe and efficient approd@ohdentify the most highly dose-sensitive
population of food-allergic people and it improvesd allergy related quality of life. The
validation of the Elg will also assist regulators, public health agenaerd manufacturers in the
establishment of approaches to allergen managetmesnill protect the vast majority of food-

allergic consumers/patients.
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Inclusion Criteria

Exclusion Criteria

Age between one to eighteen years old inclusively.

Evidence of peanut allergy by one of the following;

History of unequivocal exposure (including accidental)
and typical acute allergic reaction within the preceding 2
years and positive peanut SPT (performed according to
local clinical protocols) /specific IgE.

Positive oral food challenge with peanut performed within
2 years - either open oral food challenge or DBPCFC
(Double-blind, placebo-controlled food challenge)

Peanut never ingested, but sensitisation to peanut above
the 95% positive predictive value (PPV) for clinical
alergy, i.e. peanut serum IgE > to 15kU/L (by CAP
FEIA) and/or peanut SPT wheal size > to 8mm (7) within
2 months of the single dose challenge.

Medically unfit for challenge according to local
unit OFC guidelines/protocol (e.g. high fever,
unwell with intercurrent illness)

Ora corticosteroids within 14 days prior to
challenge

Episode of anaphylaxis of any cause in the 4
weeks prior to challenge

Use of antihistamines within 5 days of ora food
challenge

Asthmarthat is not well controlled as demonstrated
by FEV; <85% of predicted best.
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43  Table 2. Demographic comparison of participantsto non-participants

Participants Non-Participants

Cork Melbourne Boston Cork  Mebourne Boston
Initial Number 124 126 128 63 24 53
Sex (%Male) 61% 56.3% 55.5% 60.3% 70.8% 71.7%
Age (Mean yrs) 6.36 7.63 6.55 6.78 8.54 6.65
Final Number* 124 126 128 63 24 35
Inclusion criterion met**:
Typical reaction<2years 68 60 74 38 12 19
Positive OFC<2years 43 16 2 8 1 2
SPT/splgE > 95% PPV's 13 50 52 17 11 14

44 *18 participantsin Boston did not wish to participate immediately after initial recruitment and therefore no
45 diagnostic information was gathered.
46  ** Many subjects met both entry criteria 1 and 2 but only the single one entered in the restricted datafile option
47 isreported here.
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Table3 Primary Outcome (reaction to single dose food challenge) per centre

69
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| Tota | Cork | Melbourne | Boston
Participants
Active Eligible Participants 378 124 126 128
(completed OFC)
Outcome Group
Total 378 124 126 128
Non-reactors 245 94 65 86
Reactors 133 30 61 42
Subjective Reactors 67 19 30 18
Objective Reactors
Total Objective 66 11 31 24

Meeting predetermined criteria 8

1

3

4
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Table4. Detailsof 8 subjectswho met the predeter mined objective reactivity criteria/case definition
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Participant Location Age Sex Diagnostic method Peanut Peanut SplgE SplgE Outcome
Number (yrs) SplgE rArahl
Wheal Arah2
kKUA/L
(mm)
35 Ireland 11 Female  History of typical 15 69.10 11.20 59.20 Rhinoconjunctivitis
exposure & reaction &
positive SPT/ splgE
40 Australia 15 Male History of typical 13 2.06 0.53 1.74 Urticaria
exposure & reaction &
positive SPT/ splgE
43 Australia 9 Male History of typical 18 N/A N/A N/A Vomiting
exposure & reaction &
positive SPT/ splgE
95 Australia 2 Female  Peanut never ingested but 13 N/A N/A N/A Vomiting
positive SPT/splgE> 95%
PPVs
31 u.s 9 Male Peanut never ingested but 11 0.36 0.10 0.14 Urticaria
positive SPT/splgE> 95%
PPVs
97 u.s 2 Male History of typical N/A 100.00 14.80 100.00 Urticaria
exposure & reaction &
positive SPT/ splgE
109 u.s. 1 Male History of typical N/A 57.70 0.10 49.60 Urticaria
exposure &reaction &
positive SPT/ splgE
124 u.s. 4 Male History of typical N/A 46.70 14.70 16.20 Rhinorrhoea

exposure & reaction and
positive SPT/ splgE
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Table 5. Reaction type vs. Mean valuesfor Skin and Blood Tests
Total Peanut Peanut SPT rArahl rArah2 rArah3 rArah8 rArah9
splgE
IgE Wheal splgE splgE splgE splgE splgE
(mm)
Type of reaction
(n)
Non-reactor 490.46 28.18 11.69 11.11 22.52 4.88 1.49 0.74
(245)
Subjective 1164.89 46.07 15.23 23.42 32.86 9.33 0.74 0.11
(67)
Objective 1130.80 39.46 13.60 14.87 31.90 3.13 1.21 0.19
(66)
Satisfies pre- 290.67 45.99 14.00 8.18 45.03 2.35 0.13 0.31
determined
criteria
®



Figure X. Flow of participantsthrough study

Assessed for digibility (n =518)

Excluded by clinician (n=21)

Reason given by clinician:
» Lost to follow up (n=15).
» Did not met inclusion criteria (n=6).

Withdrawn by parent/child (n =116)

< — | No reason given for withdrawal (n=18)

Reason given by parent:
Too nervous/worried about serious reaction (n=29).

v

Too busy/no time to participate (n=29).

Livetoo far away from study centre (n=10).
Wishes to continue to ignore/adhere labelling (n=8).
Child does not want to participate (n=8).

Wishes to continue to ignore/adhere labelling & are
worried about potential reaction (n=7).
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Allocation of part

icipants based on dligibility and consent (n=518).

/

Total number of participants not
digible/withdrawn (n=137)

N\

Total number of participantseligible
and provided consent (n=381)

l

Excluded at start/during protocol by clinician (n=3)
Reason given by clinician:

» Child too unwell to start protocol (n =1)

» Incomplete ingestion of peanut cookie (n=2)

Total number of non-participantsat end
of protocoal (n =140)

!

Total number of participantsat end of protocol

(n =378)

e |

Total number of non-reactions (n=245)

Total number of reactions (n=133)

d '

Total number of

subjective reactions (n=67) Total number of objectivereactions

(n=66).
v

Total number that met pre-determined objective criteria (n=8).






