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* 4-5% of children have a food allergy
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Managing Food Allergy

Allergen avoidance
bsaci ALLLERGY ACTION PLAN &t e E me rg en Cy man age me nt

This child has the following allergies:

L] =
Name: - .
@ Watch for signs of ANAPHYLAXIS
(life-threatening allergic reaction)
A may cecur wilheul skin . ALWAY il
DOB: n somecne with known food allergy who has SUDDEN BREATHING DIFFICULTY - . .
O Amway @©pBRrEATHING  (§) CONSCIOUSNESS °
- * Persistent cough * Difficult or * Pergistent dizzinezs -
* Hoarse voice noisy breathing * Pale ar floppy
Thoto * Difficulty swallowing * Wheeze or + Suddenly sleepy
» Swollen tongue istent cough "G i
IF ANY ONE (OR MORE) OF THESE SIGNS ABOVE ARE PRESENT:
€] e chitd Rlat with legs raised i bresthing is difficult =liow child e sit
@ Mild/moderate reaction: o/ t‘ v X
- swellen lips, face o eyes ©) vs2 Adenaiine suoinjsctor withaut delsy (sg Epben®) (Das. ¢ |
- Mehy/tingling mouth (€D iat 595 (ur sunbutance and say ANAFHYLAXTS (ANA-FIL-AXTS)
- Hives or Lhy shn rask
+ Ahdominal pein or vomiting *+**[F IN DOUET, GIVE ADRENALINE **
» Sudden change in behaviour
] . AFTER GIVING ADRENALINE:
.&ctlon tD ta.ke . 1 Stay walh chuld unbl ambulance arves, do HOT stand child up
- Stay with the child, call for help -
if necessary 2. Commence CPR if there are no sions of Iife
 Locste adrenaline autoinjector(s) a Ff]lum parenlfemergensy cv.nluul ) )
- Give antibi Ine: 4. Tino after give a further dose using a second
autoinjectilable device, if avalzble.
- |t vomitod,
“¥ou can ehal 299 frorm any chena, even o th credt Lot on = mebils in hozpital
» Phone parent/emergency contact 1= reeammensied adter anapayiaxis.
Emergency contact details: How to give EpiPen” Additional instructions:
PULL OFF BLUE SAFETY If wheezy, GIVE ADREMALIMNE FIRST,
1) e Al and grass Epilen. Then asthma felicver o pulfer) -
Femember blue to sky, via spacer
e arange to the thigh”
2) hame Hold lag s1ill and PLACE
ORAMGE FMD againgt
e rostd-outer (igh “with
ar without clothung”
Parental consent:: st
seministe e oelicines Ested on this plan, indhcing a spers’ FUSH DOWN HARD until
k i fector (AAL) il vaileble, i rSan aclick iz heard or felt and
Wt Depsatmen: ot Health Guidanes on theruse of 4415 m schosis
sianad
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" 0 7 v e, ré S careied i hand-nemce =t o
e TR T 1 L 1 This action pies and poepar by
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Prof Adam Fox
For more infermation about managing
anaphylaxis in schools and "spare” Allergy London
‘back-up adrenaline anteinjectors, visit: " o
sparepensinschaols.ul N 0203758 3160 e 16 FEb 2019
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- Review]
Active management of food allergy: an emerging

concept

Katherine Anagnostou,' Gary Stiefel,” Helen Brough,' George du Toit,"

Gideon Lack,' Adam T Fox'

"Department of Paediatric ABSTRACT

Allergy, Guy’s and St Thomas' IgE-mediated food allergies are common and currently
-l'jr?_lssﬁ"tﬁgsnd'\lg: T_Jo,émdat'on there is no cure. Traditionally, management has relied
ZDep'artmem of Paediatric upon patient education, food avoidance and the -
Allergy, University Hospitals of provision of an emergency medication plan. Despite this,
Leicester NHS Trust, Leicester, food allergy can significantly impact on quality of life.

UK Therefore, in recent years, evolving research has explored >
Correspondence to alternative management strategies. A more active

Dr Adam T Fox, Department of approach to management is being adopted, which -
Paediatric Allergy, St Thomas’ includes early introduction of potentially allergenic foods,
Hospital, London SE1 7EH, UK; anticipatory testing, active monitoring, desensitisation to >

adam.fox@gstt.nhs.uk
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food allergens and active risk management. This review
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Early active introduction to induce tolerance
before allergy develops

* Avoid allergenic foods in hope of prevention .

Strictly avoid allergens

Ensure nutritional sufficiency

Educate on management of reactions

Wait and watch for development of tolerance

What is already known

Food allergy is common in childhood and
affects quality of life.

A reliable clinical history, in combination with
positive skin prick tests or specific IgE, is
required for the diagnosis of food allergy.
There is currently no cure for food allergy.
Traditionally, the management of food allergy
includes strict food avoidance, patient
education and provision of emergency
medication.

Ensure nutritional sufficiency

Educate on management of reactions

Reducing the need for unnecessary restriction

Active attempts to induce tolerance



Impetus to do better

* Food allergy is common

* Has a negative impact on quality of life

* Avoidance is difficult

e Accidents are common & reactions are unpredictable
* Incidence of severe reactions increasing

* These can have impact on Quality of Llife

Bock & Adkins, J Allergy Clin Immunol 1989; 83: 900-4
Sicherer et al, Pediatrics 1998; 102: e6



Food Allergy publications

Year Count
2022 1464
2021 2561
2020 2335
2019 2176
2018 2030

2017 1864 | —2
2016 1734 ﬁr//‘ﬁr’—d

2015 1703 JE?,,Aar”Ag?——d

2014 1612 o

2013 1437
2012 1349
2011 1218

2010 1063

2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021



How can we do better

e Basic tolerance induction
* Oral immunotherapy (OIT)

* Novel approaches to tolerance induction



2 phenotypes of milk and egqg allergy

Nowak-Wegrzyn A et al. JACI, August 2008

100 Milk allergic children (2-17 yrs) with +ve allergy tests

Re-challenge

HM-Reactive —; Strict avoidance

/' N=23

HM-OFC
Not challenged to UHM due

N=100 y i
to highly predictive test
HM-Tolerant results; N=27 > HM Diet
N=77 } N=68
™ UHM-OFC — UHM-Reactive

N=50 N=41 3 months

Repeat
immunologic

Milk-Tolerant evaluation
N=9

FIG 1. Study design and enrollment. HM, Heated milk; OFC, oral food challenge; UHM, unheated milk.

* Mild phenotype — tolerant of baked milk (75%). No severe reactions reported. Smaller
SPT/IgE, less persistent. Regular exposure may speed up tolerance.

* Severe phenotype — intolerant of heated milk (25%), severe reactions reported

* Individual reactivity hard to predict & potentially fatal....



How can we do better

e Basic tolerance induction
* Oral immunotherapy (OIT)

* Novel approaches to tolerance induction



THE LANCET, Marca 7, 1908.

A CASE OF EGG POISONING.

By ALFRED T. SCHOFIELD, M.D. Brux., M.R.C.S. ENG,,
L.R.C.P. LoND.

13 yr boy
« Anaphylaxis to egg
* >150 ‘attacks of poisoning’

He had had an attack after eating bacon cooked with eggs,
and the smallest piece of bread or bun with white of egg
upset him. In the attack there was first of all free secretion
of saliva, the lips burned, the patient felt sick, itched, and an
urticarial rash shortly broke out; he swelled all over, with
puffy eyelids and lips, tight, red, swollen skin, and could
hardly breathe from a sort of asthmatic attack, He was found



Background to Immunotherapy

e Attempts at injection immunotherapy for food allergy

 sporadic success, severe adverse effects
* largely abandoned with unaltered foods

* Reports of oral desensitization for food allergy began to emerge 30 years
ago
» standardized protocol for successful gradual milk
desensitization
 case reports of rush desensitization
* no assessment of immunological changes
* not widely adopted

* Explosion of published research over the last 15-20 yrs

* many uncontrolled and now several controlled studies

* Focus on oral route

e consistently demonstrate increased threshold, possible tolerance, favourable immunological
changes

* encouraging safety profile
sIing yp Oppenheimer et al, J Allergy Clin Immunol 1992;

Nelson et al, J Allergy Clin Immunol 1997



Efficacy - Terminology

* Desensitisation
* Reversible state
» Effector cells less reactive
* Increases threshold of reactivity
. Retlies on regular exposure ie once immunotherapy is discontinued, previous clinical reactivity
returns
e consistently achievable with OIT

* Tolerance or ‘sustained unresponsiveness’
e Patients can eat as much of the allergen as they want
e Patients can stop and start eating the allergen

* Patients have no need for regular therapy
* Asno ag.reement on the exact period of food avoidance after treatment, defining tolerance,
the studies report on sustained unresponsiveness (SU)

e Hard to achieve with OIT



General Principles - All published studies take similar approach

* Confirmation of clinical hypersensitivity
* history, skin and/or blood testing, oral food challenge

* Induction phase
* gradual increase in daily intake

* Maintenance phase
e continued ingestion of pre-determined dose to maintain desensitized state

Weeks to Months to 2 weeks-

One day months years 2 months

H DBPCFC DBPCFC

f N
&
\5:'*\ Desensitization Tolerance
A\
& (SU)
o"’\
s
.QQ

Dose




Allergy to peanut. Risk of reaction due to accidental exposure.

Modelling suggests that increasing threshold doses decreases the
risk of reactions

Decrease in risk of reaction as a function of increasing ED (e.g.: ice cream)
Post-immunotherapy ED (mg peanut protein)

1 | 3 | 10 | 30 |
D 227%  468% 68.7%  90.4%
0% 59.5%  87.6%

3 | o% JEFRUS
412%  82.0%
69.5%

94.9%

Baseline ED
(mg peanut protein)

Achieving thresholds of 300 mg (from < 100 mg) and 1000 mg of peanut protein
* is clinically relevant

* reduces the risk to experience an allergic reaction in a clinically meaningful way

ED: Eliciting Dose
1. Baumert JL, et al. J Allergy Clin Immunol Pract. 2018;6:457-465.
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/ THERAPEUTICS ABOUT AIMMUNE

Press Releases

January 31, 2020

FDA Approves Aimmune’s PALFORZIA" as First Treatment for Peanut Allergy

More than 1.6 Million Children and Teens in the U.S. are Allergic to Peanuts""

Company to Host Conference Call Today at 5:30 p.m. ET
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ARTEMIS study desigh — children age 4-17

Screening
DBPCFC

3

Key inclusion
criterion:
React <300 mg
peanut protein

1mg

3 mg

10 mg

30 mg

100 mg

300 mg

ARTEMIS = AR101 Trial in Europe Measuring Oral Immunotherapy Success; DBPCFC = double-blind, placebo-controlled food challenge; IDE = initial dose escalation

~3-Month Double-Blind

Maintenance Phase

2 weeks at each dose
level; adjustments
permitted

3:1 Randomisation
PALFORZIA:Placebo

Prophylactic use of symptomatic therapies (e.g., H1 and/or H2 blockers)

was prohibited throughout the study. Rescue use was allowed.

1. O’B HourihaneJ, et al. Lancet Child Adolesc Health 2020;4(10):728-739.

Exit
DBPCFCa

Primary
Efficacy Endpoint:
Tolerate
1000 mg

3mg

10 mg

30 mg

100 mg

300 mg

600 mg

1000 mg

a. Subjects eligible for inclusion in long-term safety study of PALFORZIA (ARC008), subjects who received placebo can choose to move onto an up-dosing phase of PALFORZIA®

17



ARTEMIS study design

Initial Dose Escalation Exit

DBPCFCa

*
— R 6.0 mg +
Key inclusion ‘.‘ Primary
criterion: ‘.‘ Efficacy Endpoint:
React <300 mg ‘0' Tolerate
peanut protein Blinded ‘ 1000 mg
assessor
1mg 3 mg
3mg ..l....... 10mg
Tay LN ng 30
mg
10 mg
3:1 Randomisation 100
30 mg PALFORZIA:Placebo me
300 mg
100 mg 600 mg
300 mg 1000 mg

ARTEMIS = AR101 Trial in Europe Measuring Oral Immunotherapy Success; DBPCFC = double-blind, placebo-controlled food challenge; IDE = initial dose escalation

1. O’B HourihaneJ, et al. Lancet Child Adolesc Health 2020;4(10):728-739.
a. Subjects eligible for inclusion in long-term safety study of PALFORZIA (ARC008), subjects who received placebo can choose to move onto an up-dosing phase of PALFORZIA®



ARTEMIS study design

Up-dosing

Exit

: : - : : BPCFC
Up-dosing combines in-clinic dose increases with :

at-home, once-a-day doses administered by the
individual with peanut allergy or caregiver
Up-dosing occurs at a minimum of 2 weeks over
~6 months to accommodate temporary dose
modifications

Key inclusio
criterion:
React <300
peanut prote

1 mg PALFORZIA. Summary of Product Characteristics.

3mg

10 mg

30 mg

100 mg

300 mg

ARTEMIS = AR101 Trial in Europe Measuring Oral Immunotherapy Success; DBPCFC = double-blind, placebo-controlled food challenge; IDE = initial dose escalation

1. O’B HourihaneJ, et al. Lancet Child Adolesc Health 2020;4(10):728-739.
a. Subjects eligible for inclusion in long-term safety study of PALFORZIA (ARC008), subjects who received placebo can choose to move onto an up-dosing phase of PALFORZIA®



ARTEMIS: efficacy

ITT population: PALFORZIA®, n=132; placebo, n=43

Completer population: PALFORZIA, n=106; placebo, n=40
PRIMARY ENDPOINT

(tolerate 1000 mg at exit DBPCFC with
no more than mild allergic symptoms)

100% A *
R |

80% -
]
C
.g PALFORZIA
O
2 60% -
O
Q PALFORZIA
C
[
S 40% A
S
Q
o
o

20% A

Placebo
3%
0% -
ITT Population Completer Population

Proportion of participants

Proportion of participants

100%

80%

60%

40%

20%

0%

100%

80%

60%

40%

20%

0%

SECONDARY ENDPOINTS
*
* o
85%
PALFORZIA

68% PALFORZIA tolerate 600 mg at
exit DBPCFC with no
more than mild
allergic symptoms

PALFORZIA

Placebo Placebo

ITT Population Completer Population
%

* 92%
PALFORZIA
tolerate 300 mg at
PALFORZIA exit DBPCFC with no
more than mild
allergic symptoms

Placebo Placebo

ITT Population Completer Population

* p<0.0001 for Hy:Treatment Difference = 0; H,, null hypothesis; DBPCFC = double-blind, placebo-controlled food challenge. The three-point Muraro grading scale was used to grade the severity of systemic allergic reactions.2 The Common
Terminology Criteria for Adverse Events five-point grading criteria were used for coding adverse events and serious adverse events. 20
1. O’B Hourihane J, et al. Lancet Child Adolesc Health 2020; 4(10):728-739. 2. Muraro A, et al. Allergy 2018; 73:1792-800. 3.CTCAE v5.0. Available at
htttps://ctep.cancer.gov/protocoldevelopment/electronic_applications/docs/CTCAE_v5_Quick_Reference_8.5x11.pdf (accessed April 2021)



ARTEMIS: safety (ITT)

PALFORZIA® (n=132) Placebo (n=43)

TEAEs 130 (98.5%) 42 (97.7%)
Mild 66 (50.0%) 24 (55.8%)
Moderate 63 (47.7%) 18 (41.9%)
Severe 1 (0.8%) 0 (0.0%)

Systemic allergic reaction 16 (12.1%) 1(2.3%)
Mild 8 (6.1%) 1(2.3%)
Moderate 8 (6.1%) 0 (0.0%)
Severe 0 (0.0%) 0 (0.0%)

Number (%) of subjects with at least one:

a Unrelated to study drug, mild in severity and did not lead to discontinuation. ° Investigator-identified reactions involving more than 1 body system. The 3-point Muraro grading scale was used for grading the severity of systemic allergic reactions.
Allergy. 2018. 73(9):1792-1800. °A single PALFORZIA-treated subject discontinued as a result of the event. ¢ Anaphylaxis as per regulatory guidance. N Engl J Med. 2018;379(21):1991-2001.
ITT, intent-to-treat; AE, adverse event; Gl, gastrointestinal; SAR, systemic allergic reactions; SAE, serious adverse event; SUSARs, serious unexpected serious adverse reactions; TEAE, treatment emergent adverse events.

1. O’'B Hourihane J, et al. Lancet Child Adolesc Health 2020;4(10):728-739.



Real-World Effectiveness

o Day Dose Amount of Bamba
Analysis of Preschool Peanut . 10 o s
Oral Immunotherapy o 2omg a stk

28 40 mg 1/2 stick
* Children aged 1-6 years 42 80 mg L stick
. . . 56 120 mg 1.5 sticks
* 243/270 (90%) achieved maintenance dosing 160 mg ) sticks
* 11/270 required a dose of adrenaline 84 240 mg 3 sticks’
. . 98 320 mg 4 sticks?
° 1 Severe reaCtlon In 41}020 doses assessed ! Bamba Peanut Snack®: can be purchased at various grocery stores, or online (amazon.co.uk)

e After 1 year of maintenance:
» 78.6% tolerated at least 4000mg at OFC
* 98.3% tolerated at least 1000mg at OFC

* “peanut OIT should be considered as possible standard of care for
preschool children”

Soller et al, J Allergy Clin Immunol Pract 2021; 7: 2759-67



IMPACT tria | Jones et al. Lancet 2022.

 RCT across 5 US academic medical centres

* Included children aged 12-48/12 who reacted to 500mg or less peanut
protein

 Randomised 2:1 to peanut OIT or placebo
* OIT to 2000mg for 134 weeks followed by 26 weeks avoidance

* Primary outcomes
e Desensitization (pass 5000mg OFD at 134 weeks)
* Remission (pass 5000mg OFD at 160 weeks, after 26 weeks of avoidance)



R e S u | tS A Desensitisation endpoint Remission endpoint
r —" \ ; A

ITT
. 100 n=146 n=146
* 146 randomized . p<0-0001 p=0-0021
2 07 71
* 96 OIT:50 controls € 6o
==
* Median age 39 months g2 40
S 21
= 204
e 21 (22%) on OIT used AAI < , ,
« 0 T _— T T 1
but only 5 participants
described severe g rprotecel o
reg Ct | ONS e 84 p<0-0001 p=0-016
= 80+
* OIT led to decreased i o
peanut IgE and increased  £% "] 29
+ 204
peanut IgG4 £ 3 4
° Peanut OIT I Placebo I Peanut OIT I Placebo I

Treatment group



Predictors for desensitization and remission

Age at screening (months)

* Lower age
* Lower IgE
* Higher IgG4

100

Baseline peanut-specific IgE (kU,/L)

10

24 36 48
Age at screening (months)



But this still needs...

* Additional service capacity
» Additional speciality expertise/training
* Additional investment

e Shared decision making



Shared decision making (SDM)

Healthcare decisions are not always
straightforward — no ‘right’” answer

Need to consider benefits, risks, alternative
and option to do nothing

What is ‘best’ will depend on values and
preferences of the patient

SDM is the process where patient and clinician
contribute to try and achieve the best possible
outcome

An iterative process involving motivated
patients and well-informed clinicians

Healthcare Provider

» Diagnosis

« Treatment options
» Potential benefits
» Potential harms

» Expectations of
treatment

Patient

-

\.

* Values

* Lifestyle
preferences (may
depend on current
social situation)

* Previous related
medical
experiences

SHARED DECISION




How can we do better

e Basic tolerance induction
e Oral immunotherapy (OIT)

* Novel approaches to tolerance induction



Epicutanous immunotherapy
Viaskin Peanut. Mode of action. Use during clinical trials.

Mode of actionl3 Use during phase llI clinical trials 34

- J * Single, daily dose, 250 ug investigational Viaskin Peanut applied to

Eﬁ:ﬂ%@s}atlon the child’s back (3 years of treatment = 1 peanut)

e Small patch, ~¥3.4x 3.4 cm

Water loss and solubilization Study site Home
‘ 'C;\ 4 5) 1st patch applied 6 hours/day 12 hours/day 24+/-4 hours/day

— e s =V — * No protocol mandated restrictions:
£y ) ) ‘,’,';:-:;ff_"_"" o aFET <olubilied — No observation period following applications

N e ] (s Solubilize . . .

&\ o g | antigen — No restriction on activities such as exercise or bath / shower
| e TR B R, T 77 /‘r' s — No disruption during viral infections with fever /other illness

&\ g/ Skin dendritic cell (e.g. » or asthma exacerbation

Langerhans cell)

4

* No oral consumption/ingestion of peanut required

Viaskin Peanut is under clinical investigation and has not been approved for marketing by any health or regulatory authority.

*Per the clinical trial protocol, the first patch is applied for 3 hours under medical supervision at the study site. The daily application duration time is then gradually increased at home.
1. Fleischer DM, et al. Allergy Asthma Proc. 2020;41:278-284.. 2. Bird JA, et al. WAO J. 2018;11:38. doi.org/10.1186/s40413-018-0215-2.. 3. Fleischer DM, et al. Allergy Asthma Proc. 2020;41:1-10 4. Fleischer DM, Greenhawt M, Sussman G, et al. Effect of Epicutaneous
Immunotherapy vs Placebo on Reaction to Peanut Protein Ingestion Among Children With Peanut Allergy: The PEPITES Randomized Clinical Trial. JAMA. 2019;321(10):946-955. doi:10.1001/jama.2019.1113



VIASKIN™ Peanut — Toddler 1-3 years old
Phase Il EPITOPE - Design

enitone

/
Phase 3 Global Study

* 362 peanut-allergic toddlers (aged 1 to <4 years)

* 51 sites in Australia, Canada, Europe, and US

* Key inclusion criteria: baseline ED <300 mg, slIgE
>0.7 kU/L, and SPT 26 mm

* Participants randomized 2:1 to VP250 or placebo
daily for 12 months

* MO and M12 DBPCFC per PRACTALL guidelines

~

m‘

Patients invited to continue with
EPOPEX (open label extension)

Randomized 2:1

J

A DBPCFC

Month 12

Month 0
A A

Primary endpoint

Percent difference in responders between VP250 and placebo

MO 1 3 10 30 100 300 > mg peanut proteins
e
———
M12 Z 3 > 10 30 100 300 1000 2000
A

Other endpoints

Secondary endpoints:

* Change from baseline to month 12 in the cumulative reactive dose and
eliciting dose

Other secondary endpoints:

* % reaching ED 21000 mg at M12

* % reaching CRD 23444 mg at M12

* Change in severity of symptoms during DBPCFC from baseline to M12

CRD, cumulative reactive dose; DBPCFC, double-blind, placebo-controlled food challenge; sIgE, specific immunoglobulin E; SPT, skin prick test.
Epicutaneous immunotherapy and Viaskin™ (VP250) are under clinical investigation and have not been approved for marketing by any health or regulatory authority.

Greenhawt et al. N Engl ) Med 2023;388:1755-66. DOI: 10.1056/NEJM0a2212895.



VIASKIN™ Peanut — Toddler 1-3 years old
Phase Il EPITOPE — Exposure. Efficacy results @f\'—tﬁ?r@

After one year of treatment,
67% of the subjects reached the prespecified ED

(Treatment responders)

Subjects meeting the primary endpoint

The NEW ENGLAND JOURNAL of MEDICINE 80%

70%

ORIGINAL ARTICLE ' ,,,,,,,,,,,,,,,,
60%

Phase 3 Trial of Epicutaneous Immunotherapy 50% A=33.4%

in Toddlers with Peanut Allergy (95% ClI: 22.4, 44.5)

P<0,001

bjects

2 40%
30%
20%
10%

0%

% su

Placebo VIASKIN Peanut
(n=118) (n=244)

Epicutaneous immunotherapy and Viaskin are under clinical investigation and have not yet been approved by any health or regulatory authority.

DBPCFC=double-blind, placebo-controlled food challenge; ED=eliciting dose; SPT=Skin Prick Test
Greenhawt et al. N Engl J Med 2023;388:1755-66. DOI: 10.1056/NEJM0a2212895.



VIASKIN™ Peanut — Toddler 1-3 years old
Phase Il EPITOPE - Efficacy results

100%

80%

60%

40%

20%

0%

Maximum Symptom Severity During DBPCFC

P=0.911 p<0.001

Placebo Viaskin Peanut Placebo Viaskin Peanut
Baseline Month 12

M Severe

M Moderate

m Mild

W Absent

Epicutaneous immunotherapy and Viaskin are under clinical investigation and have not yet been approved by any health or regulatory authority.
Greenhawt et al. N Engl ] Med 2023;388:1755-66. DOI: 10.1056/NEJMo0a2212895.




VIASKIN™ Peanut — Toddler 1-3 years old
Phase Il EPITOPE — Treatment Compliance and safety results

Treatment compliance: high and comparable between groups, mean 97.0%

Seven (2.9%) active group and 0 in placebo group discontinued due to treatment-related TEAEs

TEAEs consisted primarily of mild to moderate local skin reactions (erythema, pruritus, swelling) that decreased in
frequency with time

Serious adverse events (SAEs) in 8.6% in the active vs 2.5% in the placebo group
Anaphylaxis considered related to treatment was reported in 4 participants (1.6%), all in the active arm
= All events were mild or moderate in severity

= Three (1.2%) received 1 dose of epinephrine, 1 not treated with epinephrine

Epicutaneous immunotherapy and Viaskin are under clinical investigation and have not yet been approved by any health or regulatory authority.
Greenhawt et al. N Engl J Med 2023;388:1755-66. DOI: 10.1056/NEJM0a2212895.




Desensitization DBPCFC Avoidance DBPCFC

Efficacy, safety, and durability of peanut 5000 mg 5000 mg
sublingual immunotherapy in peanut- 48-month open-label PN SLIT | l

4-mg maintenance dose

allergic children $000G0000080000000

. . . . I ~3 participants per avoidance

e Sublingual immunotherapy is well established for time point

respiratory allergens 1R:on<11(7)r\r;::z;g:$|edn: 1o
* Excellent safety profile with only tiny doses ﬂ

involved

. o .. Baseline DBPCFC

* No requirement for restriction of activity around 1000 mg

dosing

e Less supervised dosing required
e Very little data on food SLIT

sk

» 47/54 (87%) challenge proven PA aged 1-11 | |

completed 48-month course with 4mg maintenance %0007 i

followed by OFC S 4000 - 8
* mean successfully consumed dose (SCD) increased £ S

from 48 to 2723 mg of peanut protein 'g 3000+ 2000 O
e 70% reached SCD > 800 mg & 36% >5000 mg 2 oo &
* median time to loss of clinically significant ‘é 1600 %

desensitization was 22 weeks § 1000 - | i g
* No severe reactions/AAl used 300

. =

Kim et al, JACI 2023 0 months 48 months



Desensitization and Remission after Peanut Sublingual Immunotherapy
in 1-4 year-old Peanut Allergic Children: a Randomized, Placebo-
Controlled Trial

36 Month Month 36 3 month SLIT Month 39
Peanut SLIT dosing discontinuation -~
EEEEEEEEEEEENEEN \p'-v_'
4 mg daily
peanut SLIV 4443 mg Peanut
Beantit Desensitization 3-month Remission
SLIT & 100+ & 100 -
n =25 S 79% s
E 80 E 80 - 63%
50 Peanut-allergic children o o .
1-4 years old ‘é 60 - ‘é 60 -
Peanut skin test >3 mm 3 S
Peanut IgE >0.35 or 5 kU/L %) 40 ‘; 40
Reactive to < 1000 mg peanut £ £
9 204 ? 20+
o 0% & 0%
X 0- T & 0- T
Peanut SLIT Placebo Peanut SLIT Placebo
= 4443 mg peanut Per Protocol Per Protocol
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Phase 1 studies Home DOSing?

Precise doses are delivered from

allergen cartridges. The powder

doses are mixed into food and

eaten.

Device enables much smaller

dose increments, unconstrained "
by the fixed formulations of pull- - &
apart capsules =
Opportunity for home dosing

Daily up-dosing =2

Small, daily dose increments
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Protecting those who suffer from peanut allergy

Peanut allergy is a life-threatening disease with only one
approved medical treatment option, which may not be
suitable for some peanut allergy sufferers due to side
effects and potential safety issues. Avoidance of peanut
consumption is typically practiced by affected individuals,
coupled with reliance on antihistamines or epinephrine
injection in the event of symptoms triggered by accidental
exposure. Strict dietary avoidance is often expensive and

hard to achieve and accidental exp

allergens is common. Oral Mucosal Epithelium Allergen Protein
Pasitively Charged
INT301 is the initial product in dev ] ¢ @ w = « L /(_, L (VI
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Intrommune specifically designed 1

from peanut allergy. The product it —

i~ ) o Intrommune toothpaste bt
significantly raise a patient’s immu @& tregtment
daily use of OMIT toothpaste beyo e

potentially dangerous allergic reac

exposure. This additional protectio v
persistent anxiety of peanut allerg

accidental exposure. | y
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Intrommune toothpaste
delivers allergen protein

Toothpaste slurry coats the mouth so more

allergen protein can bind with cells on the
surface of the oral mucosal epithelium. The
opposing charges of the protein and surface
cells attracts them to each other to form a

strong bond.



Summary

* The management of food allergy is rapidly evolving
* Profound change to the nature of a Paediatric Allergists work

* We have passed the point where we can simply manage food
allergy in a non-personalised way

* Trend towards earlier/more intervention

* Exciting developments on the horizon but major challenges for
service delivery

* Increasingly central role for shared decision making
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