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Objective : Peanut allergy has historically been difficult to manage, with most cases persisting
into adulthood. Novel therapies for peanut allergy treatment are on the horizon, yet allergists
must maintain a robust understanding of the risks and benefits of the current standard of
therapy, avoidance diet.

Data Sources : A comprehensive literature search using PubMed of reviews and clinical articles
was performed.

Study Selections : Articles discussing peanut or other food-related allergic reactions, accidental
exposures or anaphylaxis pertinent to avoidance diet or comparative to oral immunotherapy
trials were selected.

Results : Peanut remains a leading allergen associated with accidental ingestions responsible for
food-related reactions, both mild and severe. Fatal reactions, however, are rare and measures
such as anaphylaxis plans can significantly decrease the risk of accidental anaphylaxis. Patients
may over estimate situations thought to increase risk for reactions to peanut, such as inhalation
or contact through skin. In oral immunotherapy trials, the rate of anaphylaxis secondary to
treatment was significantly higher than avoidance practices.

Conclusion : Clinicians should continue to discuss avoidance as a viable option for long-term
peanut allergy management and empower patients to differentiate relevant situations in which
accidental reactions might occur.
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Introduction

IgE-mediated food allergy (FA) is a growing healtincern, impacting up to 8% of
children and 2-3% of adufts. Peanut allergy can be particularly difficult tanage, with
roughly 1-4.5% of the population affected, and witbst cases persisting into adultht8dThe
standard of care has historically centered arotnzt avoidance and rescue medication use for
reactions secondary to accidental exposures{AE)jowever, peanut-related allergic reactions
can be severe, with peanut often implicated in foaldted fatalitie$™°. This burden, naturally,
is associated with significant patient and paremiety and impairment in quality of Iit&

Nevertheless, at present, allergists, patientstlagidfamilies face emerging prospects
for prevention and treatment of peanut allergy.Aiite landmark 2015 Learning Early about
Peanut Allergy (LEAP) trial and subsequent studies]earned that prevention of peanut allergy
is possible through early introductidri®> On the horizon is the probable implementation of
commercial peanut immunotherapy into clinical picect the first treatment option for peanut-
allergic individuals. While the use of this therapgy understandably be attractive to both
clinicians and patients, a thorough understandfrterisks and benefits and comparison with
the current standard of allergen avoidance is pavatn deciding the appropriate strategy in
individual patients. Here we present an overviewhefknown data related to FA reactions

during avoidance, with a particular focus on peanut

Peanut reactions during avoidance: incidence, risk and treatment

Allergic patients maintaining food avoidance dietsst be aware of the possibility of

inadvertent food allergen exposures leading togiteeactions that can range from mild to
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severe, and in rare cases, result in fatdlify Over the last two decades, reported annual
incidence rates of accidental peanut reactions taxed considerably between studies, from
3%-55% with an average of 10% (Tablé®13* Much of this variability may relate to differersce
in study inclusion criteria, for instance, diffetiting individuals with previous clinical food
reaction vs evidence of sensitization on allergyitg alone. Additionally, some studies included
reactions to peanut exposure by routes other tigestion. Neuman-Sunshine et al, for instance,
distinguished the effect these factors had on A&sfrahowing rates to be lower when only
evaluating ingestion as the route of exposure &gitkh when only assessing those with a history
of clinical reactiof’.

Some of the lowest rates of AE have been notedsin@dy by Clark et al, whose peanut
and tree nut (TN) allergic participants receivatbmprehensive FA management plan upon
diagnosi$®. In addition to the typical avoidance counseling amergency treatment plan, their
study utilized additional safety measures, inclgdwetification of school/nurse regarding the
allergy diagnosis as well as follow-up educationsits from trained pediatric community
nurses. This study validated initial work by thengagroup, who had previously described an 8-
fold reduction in AE frequency (decreased from ahmate of 55% to 7%) after implementation
of a similar management pfdn

Several studies also examined risk factors that Ioeagssociated with an AE. Specific
factors associated with reduction in the likelihadexperiencing an accidental reaction include
longer disease duration, recruitment from FA adegeessociations, and having other E%$%

In contrast, age 12 years, previous severe reaction to peanutesiding in a single-parent
household have been associated with increasedfrik AE%*?% Discussion of risk must also

include location of exposure and reactions. Intergly, the majority of studies show that the
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largest proportion of reactions occur at a pateehtme, a relative’s home, or a friend’s home
and that most reactions occur secondary to foodighed by the parent or patient themselves, as
opposed to potentially unknowing individu&s>#123?> Further, Eigenmann et al found that half
of AE occurred either in the home, daycare, schwotk, or even within the hospital, locations
whereby proper anticipatory guidance could supaderuate food avoidance measties

The underuse of epinephrine during reactions é&mpehas been well-established and
presents a critical problem. Overall, the ratemhephrine use during AEs has been estimated to
be 1.1% per yeal. Large national registry studies of individualgtwpeanut allergy have shown
consistent inability for patients to accuratelyageize anaphylaxis symptomatically, which
likely contributes to missed or under use of epimi@®. Perhaps of most concern, Sheikh et al
demonstrated that even in patients who recognigactions as anaphylaxis, epinephrine
administration at time of reaction remained Fadn Fleischer et al discussed above,
epinephrine administration was again found to e (9.9%) even for reactions deemed to
involve severe symptorffs which has been replicated throughout the litegd?d" 2% Of
course, the onus is not only on our patients. Neu8unshine et al demonstrated that even when
patients were treated by medical personnel in Derbt all individuals presenting with severe
symptoms and/or respiratory or cardiovascular spmptreceived epinephriffe The reasons
underlying these findings are without a doubt mdmy,fully emphasize the need for improved
patient, caregiver, and healthcare professionatathn regarding appropriate indications for

epinephrine use.

Severe and life-threatening peanut reactions
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For both physicians and families of individualseatied with peanut allergy, the prospect
of a life-threatening reaction may be quite palpallf course, not all food reactions are severe.
In fact, the rate of reactions requiring ED levates for all foods, including peanut, appears to be
low*. Capucilli et al. demonstrated this in a largeiptit cohort, where the incidence rate of
ED visits secondary to an accidental food reaatias only 0.5% per ye&r Peanut, in addition
to TNs and milk, however, do repeatedly accounthermajority of cases of anaphylaxes either
directly leading to a fatal outcome, or other measwf severity including hospitalization, ED
visits or ICU admissiofi2 In Bock et al, for instance, peanut or TN reawtiaccounted for
more than 90% of fatalitiés and in a follow-up report to this study, peanggia stood out as a
significant allergen associated with fatal anapkigfd. Despite increases in FA prevalence,
food-related fatalities have remained relativelb#. Robust estimates of FA mortality
suggest an estimated yearly incidence of 1.81 péomperson-years in food allergic
individuals, notably lower than the risk of deatfedo any cause or accident-related death
Thus, relatively speaking, FA-related fatalities aare, including those related to peanut
allergy*=33*

The coexisting diagnosis of asthma is a knownfaskor in predisposition to a near-fatal
or fatal anaphylactic reaction, with poor asthmated reported consistently in cases of food
reactions leading to dedt¥?~> Diagnosis of asthma, independent of asthma dohivavever,
should be of equal concern to clinicians. In Sampstaal, 12 of 13 children and adolescents
with near fatal or fatal anaphylaxis held a diagano$ asthma that was noted to be well-
controlled. Of the 6 children who died, symptom onset wa§iwi8 to 30 minutes after

ingestion, though only two received epinephrinénimithe first hour, reiterating the essential

need for early symptoms recognition and prompt adstration of epinephrine.
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Data regarding FA in the critical care setting baeén somewhat limited until recently. In
2018, Pouessel et al reported an initial retrospeeinalysis of anaphylaxis in the pediatric
intensive care unit (ICU) in France based on ICDzdfes and case validation by physictdns
Similar to previous reports, milk, peanut and Tesaunted for 30%, 27% and 16% of
respective anaphylactic reactions involving foosi$ditionally, 3 deaths secondary to FA were
reported, 2 suspected secondary to peanut. Theragbbgy of pediatric anaphylaxis requiring
ICU level care was also recently described in N@wferica and Canada by Ramsey &t #f
the nearly 2,000 patients admitted for anaphyl&898p were secondary to a peanut reaction,
accounting for the most common trigger overall. fehgere 19 fatal outcomes described, 2 of
which were secondary to peanut. Intubation withmfirst hour of presentation (which occurred
in 17 of 19 patients) was noted as a potential tnegarognostic factor, though further studies
are likely needed to validate this factor and tttdsedefine management of reactions in this

population.

Comparing peanut reactions during oral immunotherapy vs avoidance

Particularly robust data regarding reactions tmpeduring avoidance come from recent
randomized trials on peanut-specific OIT, compasgffggacy outcomes and adverse events in
those enrolled in active arms (receiving peanut)@Hd those in peanut placebo or avoidance
groups. The commonly cited rate of anaphylaxis séaoy to OIT therapy is 25%, with 5%
developing eosinophilic esophagitis (EOE) as a sitkct and 10-20% experiencing
gastrointestinal symptoms leading to discontinumtbOIT*®. To date, 12 prospective trials

comparing OIT vs no OIT have been implementeds#iety and efficacy of which have been
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recently compiled in a meta-analysis by Chu éf.aThese studies account for a total of nearly
1,000 participants (median age 8.7 years) acrgss placebo-controlled trials, three avoidance
trials, and one sublingual trial (Figure®}® Compared to the non-OIT groups, those
undergoing active peanut OIT had significantly leighnaphylaxis risk (risk ratio 3.12),
anaphylaxis frequency (incidence risk ratio 2.22)] epinephrine use (risk ratio 2.21). Of the
studies reporting anaphylaxis and epinephrine ragé (n=6) reported no evidence of either
anaphylaxis or epinephrine use in the non-OIT gsalyring the course of the study. Looking
specifically at the two trials of peanut OIT vadtpeanut avoidance (as opposed to peanut
placebo), zero episodes of anaphylaxis or admatistr of epinephrine were recorded in the
non-OIT group, which lends external validity to therent standard of practféé® These data
compare to nearly all trials reporting at least onenore cases of anaphylaxis and/or

epinephrine use in those undergoing active OlTainer

Practical avoidance consider ations

Reaction threshold

Practical avoidance of peanut involves an accunatierstanding of the amount and
means by which exposure can elicit a reaction ({@@). To examine this risk, understanding
the threshold dose above which an allergic readttbowing exposure will likely occur
(eliciting dose) is necessary. Eliciting doses (BB determined via oral food challenges
(OFCs), modeled by threshold dose distributiond,r@ported as ED1, ED5, ED10, ED50 (doses

predicting an allergic reaction in 1%, 5%, 10%, 50Bthe allergic population). Several studies



139  described a higher ED in patients having objeateaetion symptoms, compared to those with
140  reactions involving subjective findins° These studies were limited by use of graded

141 protocols, making it difficult to differentiate wtieer a reaction was the result of a discrete

142  threshold dose or the cumulative dose consumedglthie challenge. In 2017, Hourihane et al
143 sought to verify a predicted ED of 1.5 mg peanotgin while also addressing the question of
144  discrete versus cumulative dose in a pediatric [aion. This single dose OFC resulted in

145  objective reactions in only 8 participants (2% afticipants) a rate of reactions that was lower
146  than initially predictedf. Furthermore, no children experienced more thal@reaction.

147  Therefore, when considering objective symptoms r&fagtion, a 1.5 mg peanut exposure will

148 likely be tolerated in >95% of the peanut allengopulation.
149

150 Route of exposure

151 The means by which exposure to peanut can lead aflexgic reaction should be well
152  understood and included in anticipatory educatayrpatients and families with peanut allergy.
153  While reaction secondary to aerosolized food proiedf concern, reactions to peanut by

154  inhalation have been mostly self-reported withldggstical probability of this route being more
155  uncertain®>® Several studies have since evaluated the prospéus, including a double-blind,
156  placebo-controlled, randomized challenge by Simen&f”. In this study, 29 patients with

157  peanut allergy were recruited, 37% of whom had ntejloa previous inhalation reaction. Peanut
158  butter or soy butter placebo (masked for smell) thias held 12 inches from patients’ noses for
159 10 minutes, designed to mimic unintentional casugbsures to peanut odor. Findings were
160  notable for no objective or subjective reactiongrdyinhalation challenge in peanut allergic

161 individuals, and no significant changes in FEV1tfuwse who underwent spirometry. Perry et al
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examined this further by collecting air sampleproximity to participants consuming peanuts,
in a series of simulations designed to mimic rigaldituations. These included proximal peanut
butter sandwich consumption, shelling of roasteghpés, walking on discarded peanut shells,
and opening and consuming a large number of pésyst in close range Under all

simulations, airborne Ara h 1 was undetectable fdistances up to 5 to 10 feet away. Similarly,
Brough et al collected air samples in proximityw#sious potential peanut sources, including
above a peanut jar, over a simmering pan of pesaude, near an individual consuming peanut,
and over peanuts being deshelled. In this studnyteprotein above the lower limit of
guantification (2.5ug) was only detected 1cm andabmve peanuts being deshelled at levels of
331 mg/m and 4.8 mg/rhthat immediately became undetectable at both kefter

deshelling®.

Localized allergic reactions to contact on thenskiderlies the basis of skin prick testing.
However, the correlation between skin contact reastand subsequent systemic reactions is not
well defined, although systemic reactions to foselsondary to cutaneous exposure have been
described’. More recent data, however, have been contragiiciotthe Simonte et al study
described above, participants were also assessedkof reaction from unintended skin
exposure to peanut by applying 0.2 mL of peanuiebair soy butter placebo to the skin for 1
minute, meant to mimic contact to peanut from arfyotleaned surfacé Findings included no
patients who experienced systemic reactions, th@uggrticipants experienced urticaria, 5
experienced pruritus, and 3 experienced erytherlya 8milarly, Wainstein et al found that skin
application of 1 gram of peanut butter vs placeb281 peanut sensitized children lead to no
systemic reactions, though 41% of patients did ld@vecal urticarial wheafd. Notably, no

systemic reactions were sustained in any of the-Gér@irmed peanut allergic participants,
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including 4 who had previously experienced peael#ted anaphylaxis. Clark et al
demonstrated similar findings in an observatiomadiy®. Of 785 children followed for peanut
and TN allergy, all 40 episodes of accidental skintact reactions were mild. Despite these
reassuring data, caregivers should be particutantygful in children of potential hand-mouth
activity, which could precipitate a systemic reastivith proximal exposure. Taken together, the
above data demonstrates that contact reactiongeéhut tend not to precipitate severe
systemic reactions, and that peanut inhalationgosd a theoretical risk that has not been
substantiated other than in the transient situaifammediate peanut shelling and does not

result in severe systemic reaction.

Allergen food labeling and limitations

The risk of peanut exposure in food products amatditions of food labeling can be a
nuanced topic, and anticipatory guidance for p&iand caregivers should include relevant
discussion as it pertains to avoidance practicesd fabeling legislation has been implemented
across most areas of the world, though differeesést regionally®. Peanut, however, appears to
be universally included in labeling regulationsslimportant to note though, in the United
States, for example, this labeling is mandated onlpackaged foods, and excludes prepared
foods or foods from restauraritsAs such, food establishments outside of the hpose a
particular high risk of reaction for allergic indiwals. In the United States peanut and TN
Allergy Registry (PAR), 13.7% of registrants regola sustained reaction in a restaurant or
other food establishment. Of the 156 episodes, @é¥ secondary to peanut exposure, and

occurred across various settings including, Asestaurants (19%), ice cream shops (14%) and



10

208  bakeries (13%). Desserts (43%) were associatddtiagthighest number of AEs, followed by
209  entrées (35%) and appetizers (13%). Especiallyaroirrg is the reported 55% of reactions in
210  which restaurant personnel were not alerted o&tleegy. Additionally, in 78% of reactions,
211 although FA status was established, visual idesatiion of the allergen was limited in food

212 presentation, preventing identification and potdraivoidanc®. Other identified issues include
213 limited training in FA awareness for food serviegggonnel and few restaurants with separate
214  equipment or food preparation areas designatealfengen-free foot.

215 Labeling laws also fail to extend to foods with emgiseen of trace amounts of food

216  allergen, those that may be contaminated by clostact, shared food preparation facilities, or
217  other mechanisms. As such, many food productionpamries use precautionary allergen

218  labeling (PAL) with phrases such as “may contatmay contain trace amounts,” “produced in

219 afactory with,” “manufactured on shared equipmetgackaged in a shared facility” or

220 ‘“peanut-free,” to warn of the potential presencemhtended food allergens in an otherwise safe
221 product. The potential risk of reaction from indiual foods with PAL, however, is difficult to

222 assess, and widespread labeling can be confusipetints and familié&®® Further, the lack of
223  standardized guidelines for the use of PAL, andvtiientary nature of PAL labeling contributes
224  to difficulties in assessing the safety of thesmlpcts and establishing consistent

225 recommendations to famili&*®> Efforts have been taken to better assess peantert in

226  PAL-labeled products. In 2010, Ford et al founat thllergenic food residues could be detected
227 in 5.3% of foods with PAL, compared to 1.9% of sanproducts without labelifg This

228 difference occurred more often with peanut, comgphémeegg and milk. Imported products

229  present a potentially greater risk. In one studyekample, 30-60% of imported European

230 chocolate bars contained detectable levels of pgantein, despite absence of PALFurther,
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food company size appears to play a role with Sof @ontaminated products originating from
smaller companies, compared to 0.75% from largepamie$>.

The implication of these data on family peanut-daaice practices is important to
consider. As discussed in Greenhawt (2018), a gweerducted by a food allergy advocacy
group found that 82-90% of over 30,000 respondaiisated that they would never purchase
food products with PAL including “may contain” astared equipment” statemetit®
Additionally, almost half (47%) of participants amother study attributed AE to a known
allergen to inappropriate product labeling or mactfring labeling err8f. On the other hand,
given the burden of PAL labeling and significargtdry limitations associated, many consumers
have been known to ignore PAL statements, sometieaeting to unanticipated reactiéhsAs
such, more robust food labeling regulations andawed standardization of safety profiles is

likely necessary.

Conclusion

Peanut remains a leading food associated withaki#sunintended food reactions.
Notably, peanut (along with TN and milk) often agobfor the most severe and sometimes fatal
FA reactions, though these reactions are rare thvanal factors such as delay in epinephrine
administration or comorbid asthma are often contaly. Since peanut allergy tends to persist
over time, patients must have a robust understgrafiavoidance practices, both in regard to the
risk of accidental reactions, but also a sound méaudlifferentiate peanut exposures that can and
those that cannot lead to a meaningful allergictrea. Measures such as providing up to date
prescription of injectable epinephrine and thoroughew of anaphylaxis management plans are

imperative and can reduce the rate of reactiorsviey 8-fold to 7%’. In studies of natural
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history, the rate of reaction is approximately l@#icating the rate of reactions occur but not as
high rate expressed by many families believe. bhitawh, clinicians need to empower peanut-
allergic individuals to differentiate relevant sitions in which accidental reactions are more
likely to occur vs other situations where indivithiean feel safe, so as to minimize the burden
on patient and family quality of life. As novel tiapies for peanut allergy become commercially
availability, clinicians should continue to discusidance as a viable option for long-term FA
management. This is particularly important givea significantly higher rates of allergic

reaction to therapies such as peanut OIT vs avoeldeamonstrated in nearly all clinical trials.
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Figure 1. Reported anaphylaxis, epinephrine, and advemsat eates during clinical trial period outside
of oral food challenge (modified from CHu Studies excluded per parameter if no data regort
Abbreviations: OIT, oral immunotherapy



Figure 2. Practical considerations for peanut route of eype and reactions. *Mean (range) rate of
accidental peanut exposure leading to allergicti@aor anaphylaxi$?. tMean (range) rate of
anaphylaxis secondary to oral immunothef&f% £ Percent of contaminated food products despite
precautionary allergy labelifity Contamination rates in precautionary allergy-labdoods may be
higher in imported products (not sho’h)Abbreviations: none
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Table 1: Studies of peanut reactions on avoidance dipediatric patients

Study Country Patients | Inclusion criteria Annual rate (%) | Routesof exposure L ocation Epinephrine use Notes
Vander Leek et al United 83 -Clinical reaction or positive 33 N/A N/A N/A
(2000)° States DBPCFC and SP¥ 3 (100%)
Ewan et al (2003} United 747 -Clinical reaction and SPT3 55 (pre- N/A N/A 7% in moderate-severe| Comprehensive
Kingdom (100%) management reactions management
plan); 7 (post- plan and
management included tree
plan) nuts.
Yu et al (2006¥ Canada 252 -Positive OFC 14.3 74% ingestion, 20% 40% home, 34% 50% in severe reactions;
-Clinical reaction and SP¥ 3 contact, 3% mucosal relative/friend’s home, 20% in moderate-severe
mm or IgE> 0.35 kU/L (87 %) 17% restaurant, 3% reactions
-Unclear history or no exposure daycare/school
and SPT>3 mm AND IgE> 15
kU/L (13%)
Clark et al (2008¥ United 785 -Clinical reaction and SPT3 3.1 65% ingestion, 35% 53% home, 5% school 9% in moderate-sevefeComprehensive
Kingdom (100%) contact reactions management
plan and
included tree
nuts.
Neuman-Sunshine et al | United 782 -Positive OFC or clinical reaction 7.3 64% ingestion, 19% N/A 34% in severe reactiong
(2012%° States and SPT >3 mm or IgE > 14 contact, 9% inhalation
kU/L (62%)
-No history of exposure and IgE
>14 kU/L (38%
Nguyen-Luu et al Canada 1411 -Positive OFC (3.8%) 11.9 65% ingestion, 24% 40% home, 17% 37% in severe reactions; Expanded cohort
(2012f* -Clinical reaction and SP¥ 3 contact, 5% inhalation relative/friend’s home, 21% in moderate-severge from Yu et al
mm or IgE> 0.35 kU/L (79.8%) 11% restaurant, 10% reactions (2006)
-Unclear history or no exposure daycare/school
and SPT>3 mm AND IgE> 15
kU/L (16.4%)
Fleischer et al (201?) United 512 -Clinical reaction and positive 6.0 80% ingestion alone, 13% N/A 7.5% for PN reactions | Route of
States SPT (60%) contact alone, 4.5% (all severity) exposure not
-Moderate-Severe atopic ingestion and contact, 30% for severe differentiated for
dermatitis and positive SPT 0.7% inhalation alone, reactions to milk, egg o PN; included all
(milk/egg only) (40%) other 0.7% PN foods
Cherkaoui et al (2015) Canada 1941 -Positive OFC (3.6%) 12.4 N/A 37% home, 14% 50% in severe reactions; Expanded cohort
-Clinical reaction and SP¥ 3 relative/friend’s home, 9%| 11% in moderate-severe from Nguyen-
mm or IgE> 0.35 kU/L (87.5%) restaurants, 8% reactions Luu et al (2012)
-Unclear history or no exposure daycare/school
and SPT>3 mm AND IgE> 15
kU/L (9%)
Kansen et al (2019%) Netherlands| 41 -Failed DBPCFC (100%) 49.6 N/A N/A 0% in severe reactions
Total/Average 6554 10%*post-FAMP

Abbreviations: DBPCFC, double-blinded, placebo-odfed food-challenge; FAMP-Food Allergy Managem®tan; OFC, oral food challenge; PN, peanut; SPT,

skin prick test.



A. Anaphylaxis (%) OIT vs Non-OIT 37434548
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Comments from the Reviewers:

Reviewer 1: This is an interesting review with dhadg references. However, the article lacks a
clear thesis and direction. | think the key mesgsagethe authors should focus on and develop
further is management of peanut allergy with avoogaversus OIT and the risks of reactions
during both of these. The discussions of reactwitis casual contact and discussions of allergen
labeling are interesting, but are long and sh#tfttcus away from the key points of the article.
Additionally, the writing in places is unclear onprecise, so | recommend addressing this in the
revision.

RESPONSE: Thank you for this review and suggestionVe agree that a focus on peanut
allergy avoidance vs OIT is a worthwhile comparisorfor a targeted review. That said, in
this particular review, our primary aim is to provi de a comprehensive overview of food
avoidance in patients at risk for peanut reactionsvith thorough practical and clinical
considerations for both the provider and patient. V\& feel this discussion warrants inclusion
of some of the nuances of reactions associated waasual contact and allergy labeling in
addition to OIT. We have made additional changes ashead to ameliorate some of the
writing concerns.

Specific comments:
1. I am not sure the abbreviation "PN" for "peanstiieeded, since it does not save on words.

RESPONSE: All “PN” abbreviations have been changetb “peanut”
2. Line 39: | think there is a typo in "annual ratec5%-7%"

RESPONSE: Thank you. This sentence has been chanded clarification of a decrease in
rate. Line 48 (marked manuscript version).

3. Lines 48-51: | suggest revising these sentefoecedarity. | recommend further elaboration or
discussion of who deems these areas "safe." ftdle@r to me if this is a perception by the
patients or the authors. | do not think "as sudfioivs with the previous sentence" and the
comma following this phrase should be removed.

RESPONSE: Thank you. We have clarified this paragrph within lines 62-65.

4. Line 144-146: | suggest rewording this sentdocelarity. | am not sure what "protects”
means in this situation.

RESPONSE: We agree and have reworded this sentenice clarity. Lines 185-186.

5. Lines 147-166: | think a better transition i®ded into this segment. While these are
important studies, | feel like discussion of casu@litact reactions seems out of place with the
rest of the article, which is a discussion of aenidl exposures and allergic reactions during
avoidance versus OIT.



RESPONSE: Thank you for this suggestion. We referatthe above comment regarding the
focus of this review. We have improved the transitin for this discussion and have included
a sub-title heading for the section. Lines 190-191.

6. Line 170: This line should be modified for ctgri

RESPONSE: We agree and have clarified this paragrap lines 228-230.
7. Line 194: "including" should be "included."

RESPONSE: Thank you, change made.

8. Lines 208-215: These sentences are confusing@ndwhat misleading. | recommend
revising and rewording.

RESPONSE: Thank you. We have revised this paragraphines 332-339.
9. There is a legend for Figure 2 but there is igoife 2.

RESPONSE: Figure 2 is currently in production withthe journal illustrator.

Reviewer 2: This is a well-written, timely, impontareview as we move into an era where more
allergy practices (some with perhaps inadequatauress) are feeling the pressure to implement
oral immunotherapy to peanut and other foods becalhe increasingly prevalent public
opinion that this form of therapy will provide arewr at least decrease the likelihood and
frequency of fatal peanut anaphylaxis. Thus, aenewf the available evidence comparing the
two approaches and emphasizing the need to contionéoring reactions and outcomes is
necessary, as is the need to reassure those patieotprefer to continue with avoidance only.

In addition, this review will likely generate movegorous debate regarding this topic. My other
comment is that a comparison of the cost of theapjaroaches would be an interesting addition.

RESPONSE: Thank you for these supportive comment$Ve agree that a discussion of cost
comparison between avoidance vs OIT would be worthiwie. We are not aware of any
established original data on this topic at the preant time and so are unable to include this
in the current review, but hope this can be addressd in a future publication.
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KEY MESSAGES

Accidental peanut exposure remains arisk factor associated with avoidance dietsin
peanut alergic individuals, however, fatal reactions tend to berare.

Proper safety measures such as prescription of up to date injectabl e epinephrine and
anaphylaxis management plans can significantly reduce rates and severity of reactions.
Despite patient/caregiver concern, cutaneous contact and peanut inhalation tend not to be
associated with severe systemic reactions, though casual exposures in food products,
including some of those with precautionary labeling should be anticipated.

Rates of anaphylaxis or related adverse outcomes have repeatedly been shown to be
higher in individual s pursuing peanut therapy options such as oral immunotherapy

compared to avoidance diets.



