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Evidence-to-Decision table for question 1

Should oral immunotherapy with cow's milk vs. no immunotherapy be used for IgE-mediated cow's milk allergy?

QUESTION

Should oral immunotherapy with cow's milk vs. no immunotherapy be used for IgE-mediated cow's milk allergy?

POPULATION: IgE-mediated cow's milk allergy

INTERVENTION: oral immunotherapy with cow's milk

COMPARISON: no immunotherapy

MAIN OUTCOMES: Anaphylaxis; Use of IM epinephrine; Discontinuation of treatment due to adverse effects and/or symptoms; Gastrointestinal symptoms (severe); Severe respiratory symptoms/wheezing;

Generalized erythema or urticaria; Angioedema; Ability to drink cow's milk and eat dairy products without a reaction; Ability to accidentally consume a small amount of cow's milk without a
reaction; Duration of sustained tolerance of milk (when achieved); Emergency department visit; Death; Any adverse effects; Mild respiratory symptoms; Mild laryngospasm; Lip/mouth pruritus;
Hospital admission; Eosinophilic esophagitis; Quality of life of children; Quality of life of the caregivers;

SETTING: allergy specialty clinics
PERSPECTIVE: individual patient
COMPETING none

INTERESTS:

ASSESSMENT
Desirable Effects

How substantial are the desirable anticipated effects?

JUDGEMENT RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

o Trivial Please see the corresponding evidence profile. Panel members thought that the ability to accidentally consume a small amount of
o Small cow's milk or milk products without a reaction is the main benefit of OIT by

o Moderate protecting patients from accidental anaphylaxis in daily life. Patients would still

o Large have to avoid milk, but much less strictly.

o Varies Half of panel members thought that the benefits were moderate and the other half
o Don't know that they were large.

Undesirable Effects

How substantial are the undesirable anticipated effects?

JUDGEMENT RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

o Large Please see the corresponding evidence profile. Majority of panel members thought that the undesirable effects were moderate
o Moderate and some thought they were large.

o Small
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O Trivial
o Varies
o Don't know

Certainty of evidence

What is the overall certainty of the evidence of

effects?

o No included studies

Values

Is there important uncertainty about or variabil

JUDGEMENT RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
o Very low Please see the attached evidence profile

o Low This is the lowest certainty across the critical outcomes. There is moderate

o Moderate certainty about both desirable and undesirable outcomes.

o High

ity in how much people value the main outcomes?

JUDGEMENT

RESEARCH EVIDENCE

ADDITIONAL CONSIDERATIONS

o Important uncertainty or variability

® Possibly important uncertainty or variability
o Probably no important uncertainty or
variability

o No important uncertainty or variability

Balance of effects

Does the balance between desirable and undes

JUDGEMENT

Students with food allergy perceive a tension between maintaining their social
wellbeing and physical safety, expressing concern about the social implications of
food allergy and interventions to manage it.

1. Dean J, Fenton NE, Shannon S, Elliott SJ, Clarke A. Disclosing food allergy status in
schools: health-related stigma among school children in Ontario. Health Soc Care
Community 2016,;24:e43-52.

Among children with food allergy, there is variability in risk perception, risk-
taking behaviors, the level of concern they express about having food allergy, and
how they balance threats to their social identity with threats to their personal
safety.

2. Akeson N, Worth A, Sheikh A. The psychosocial impact of anaphylaxis on young
people and their parents. Clin Exp Allergy 2007;37:1213-20.

3. Cummings AJ, Knibb RC, Erlewyn-Lajeunesse M, King RM, Roberts G, Lucas JSA.
Management of nut allergy influences quality of life and anxiety in children and
their mothers. Pediatr Allergy Immunol 2010;21:586-94.

4. Monks H, Gowland MH, MacKenzie H, Erlewyn-Lajeunesse M, King R, Lucas JS, et
al. How do teenagers manage their food allergies? Clin Exp Allergy 2010;40:1533-
40.

5. Fenton NE, Elliott SJ, Cicutto L, Clarke AE, Harada L, McPhee E. lllustrating risk:
anaphylaxis through the eyes of the food-allergic child. Risk Anal 2011,;31:171-83.

6. Sampson MA, Munoz-Furlong A, Sicherer SH. Risk-taking and coping strategies of
adolescents and young adults with food allergy. J Allergy Clin Immunol
2006,;117:1440-5.

7. Sommer I, Mackenzie H, Venter C, Dean T. An exploratory investigation of food
choice behavior of teenagers with and without food allergies. Annals of Allergy,
Asthma and Immunology 2014,;112:446-52.

irable effects favor the intervention or the comparison?

RESEARCH EVIDENCE

Panel members agreed that patients with IgE-mediated CMA place high value on
avoiding severe and fatal allergic reactions. However, there might be important
variability in how they value other outcomes. For example, some school-aged
patients may place more or less value on the ability to drink milk and eat dairy
relative to the ability to take part in social activities (e.g. OIT might preclude going
on school trips that would require missing one or more daily doses of OIT, making
OIT too difficult or not feasible).

Some older patients are likely to vary in their perception of burden related to OIT:
e.g. avoiding exercise after taking a daily dose of OIT or requirement for regular
daily dosing.

Patient and family goals may differ: some may value more the ability to drink milk,
others may just wish to avoid an allergic reaction.

ADDITIONAL CONSIDERATIONS
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o Favors the comparison

o Probably favors the comparison

o Does not favor either the intervention or
the comparison

o Probably favors the intervention

o Favors the intervention

® Varies

o Don't know

Resources required

JUDGEMENT

How large are the resource requirements (costs)?

Please see the attached evidence profile

RESEARCH EVIDENCE

Panel members thought that the overall balance of effects does not favor either
intervention. However, they acknowledged that it mostly depends on values and
preferences that patients and/or their caregivers assign to particular outcomes. For
those who value more the ability to drink milk, compared with advese efects during
OIT, tha balance may favor OIT. For those who place more value on avoiding allergic
reactions, the balance may favor staying on elimination diet without OIT.

ADDITIONAL CONSIDERATIONS

® Large costs

o Moderate costs

o Negligible costs and savings
o Moderate savings

O Large savings

o Varies

o Don't know

Equity

What would be the impact on health equity?

No research evidence was found.

Panel members noted that the estimates of the direct and indirect costs of OIT
with milk are currently not available.

Based on personal experience of panel members, cost of OIT is likely to be large,
because it requires trained health care professionals and clinical facilities in order to
provide OIT, and the availability of emergency physician to provide advice during
maintenance at home.

Majority of panel members thought that the additional costs of OIT are large and
others thought that they were moderate.

JUDGEMENT

RESEARCH EVIDENCE

ADDITIONAL CONSIDERATIONS

o Reduced

o Probably reduced
o Probably no impact
o Probably increased
o Increased

® Varies

o Don't know

Acceptability

No research evidence was found.

Is the intervention acceptable to key stakeholders?

OIT is currently not reimbursed in many countries and many third-party health
insurance systems do not cover it, so it would be available only to more affluent
families that could cover the cost out of the pocket or through an expensive health
insurance.

Cost and availability of specialized facilities to perform OIT are more likely to limit
implementation in jurisdictions where fewer resources are available.

Panel members thought that the impact on health equity would vary depending on
who bears the cost of OIT (patients and families themselves, public health care
system, or private third party payers) and whether or not all or only selected more
expensive insurance systems would cover OIT.

JUDGEMENT

RESEARCH EVIDENCE

ADDITIONAL CONSIDERATIONS

o No

o Probably no
o Probably yes
o Yes

® Varies

o Don't know

No research evidence was found.

The autonomy of patients (e.g. not doing physical exercises after OIT) as well as
parents (need to supervise the child) may be affected.

Clinicians as well as family members may vary in their perception of risk and the
relative value they place on avoiding reactions with accidental exposure to milk or
with OIT. Thus, some clinicians and family members may be reluctant to administer
or accept OIT while others will not. Some clinicians may not accept the risk of
allergic reactions that occur during OIT in their offices.
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Feasibility

Is the intervention feasible to implement?

Preschool and school personnel may not accept providing and/or supervising milk
OIT during school trips.

Third party payers may not accept the additional cost of specialized health care
personnel and clinical facilities required for OIT.

The long-term effects and persistence of desensitization are still being investigated.
This uncertainty influences the variability in acceptance of OIT by patients, their
families, clinicians, and third party payers. The general perception of importance of
food allergy varies across cultures and also affects the acceptability of related
interventions.

JUDGEMENT

RESEARCH EVIDENCE

ADDITIONAL CONSIDERATIONS

o No

o Probably no
® Probably yes
o Yes

o Varies

o Don't know

No research evidence was found.

Panel members found the following to be currently the main barriers to
implementation:

- additional cost of OIT

- limited availability and access to OIT in many countries

- limited and variable availability of facilities for OIT

- limited availability of allergy specialists who would have to provide and supervise
oIt

- need for education and training for patients and their families

- need to start OIT in a hospital (in settings in which it is required).

School personnel is unlikely to provide or supervise OIT if it needs to be done on a
school trip. Parents or other caregivers would have to accompany children on those
occasions.

Lifelong or long-term OIT may not be sustainable owing to its cumulative cost and
burden.

The inappropriate use of milk OIT would increase the risk of serious adverse effects
in children with severe food allergies. However, it would be unlikely if it was used in
patients correctly diagnosed with IgE-mediated CMA and properly administered by
allergy specialists.

SUMMARY OF JUDGEMENTS

DESIRABLE EFFECTS

JUDGEMENT

Moderate

UNDESIRABLE EFFECTS

Moderate

CERTAINTY OF EVIDENCE

Moderate

VALUES

Possibly important
uncertainty or

variability
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JUDGEMENT

Does not favor either
Favors the comparison Probably favors the the intervention or the Probably favors the Favors the intervention Varies Don't know
BALANCE OF EFFECTS P comparison . intervention !
comparison
Negligible costs and . ) ) :
RESOURCES REQUIRED Large costs Moderate costs - Moderate savings Large savings Varies Don't know
EQUITY Reduced Probably reduced Probably no impact Probably increased Increased Varies Don't know
ACCEPTABILITY No Probably no Probably yes Yes - Varies Don't know
FEASIBILITY No Probably no Probably yes Yes - Varies Don't know

TYPE OF RECOMMENDATION

Strong recommendation against the
intervention

O

Conditional recommendation against the
intervention

O

Conditional recommendation for either
the intervention or the comparison

Conditional recommendation for the
intervention

O

Strong recommendation for the
intervention

O

CONCLUSIONS

Recommendation

Recommendation 1A

We suggest oral immunotherapy with unheated cow's milk, rather than no immunotherapy, for those people with IgE-mediated CMA who place a higher value on being able to consume milk (even small amounts) with
less need to follow a strict avoidance diet, and a lower value on allergic reactions during OIT.

(CONDITIONAL recommendation based on moderate certainty evidence about health effects)

Recommendation 1B

We suggest that clinicians do not use oral immunotherapy with unheated cow’s milk in those people with IgE-mediated CMA who place a higher value on avoiding allergic reactions during OIT, and a lower value on being
able to consume cow's milk (even small amounts) with less need to follow a strict avoidance diet.

(CONDITIONAL recommendation based on moderate certainty evidence about health effects)

Justification

Panel members thought that the choice whether to accept OIT will mostly depend on the value that they place on particular outcomes.

Subgroup considerations

Patients with persistent reactions who are unlikely to outgrow CMA may benefit from OIT more than those who are still likely to outgrow it.

Implementation considerations

Diagnosis of IgE-mediated CMA must be confirmed before commencing milk OIT.
When choosing to preform OIT, clinicians may want to consider the following situations that may be contraindications for starting and for continuation of OIT:
- a patient and/or the family are not able to follow the OIT protocol for any reason (e.g., scheduling conflicts, patient’s athletic activities)
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- a patient and/or their family have no access to epinephrine and/or are not able to properly use it when needed

- a patient has a confirmed history of previous frequent severe reactions

- a patient had multiple severe reactions to cow’s milk OIT

- a patient has persistent gastrointestinal symptoms

- a patient has a concomitant asthma that is not well controlled

- a physician suggesting to use OIT is not able to devote sufficient time and resources to properly administering and monitoring OIT — this may require a 24 hours per day, 7 days per week on-call service
- a preschool or school personnel does not accept providing and/or supervising milk OIT during school trips which might require the child to forgo school social activities or temporarily suspend the OIT

Monitoring and evaluation

When choosing to preform OIT, clinicians need to monitor the symptoms in all patients and proper nutrition in small children.

Research priorities

The panel identified the following priorities for research in this area:

1. Properly designed and executed experimental studies (RCTs) in patients with moderate and severe CMA (including those with previous severe anaphylaxis) that would measure and report all important outcomes, and
that would investigate:

- sustainability of the long-term beneficial effects

- short-term and long-term adverse effects

- relative effects of different doses (especially the staring dose) and different protocols of OIT to identify the best balance between desirable and undesirable effects of OIT

- the effects of OIT with unheated milk compared with baked milk.

2. Studies are also needed to provide more information about:

- predictors of response to OIT

- resources required to offer OIT and its cost-effectiveness.

3. Qualitative studies of patients' and their families' knowledge about CMA and OIT and understanding the benefits and risks, and their expectations from the management of milk allergy (values and preferences).
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Evidence-to-Decision table for question 2

Should omalizumab vs. no anti-IgE antibody be used for patients who receive OIT for IgE-mediated CMA?

QUESTION

Should omalizumab vs. no anti-IgE antibody be used for patients who receive OIT for IgE-mediated CMA?

POPULATION:

patients who receive OIT for IgE-mediated CMA

INTERVENTION:

omalizumab

COMPARISON:

no anti-IgE antibody

MAIN OUTCOMES:

Anaphylaxis RCT; Anaphylaxis (Observational studies); Use of IM epinephrine (adrenaline) RCT; Use of IM epinephrine (adrenaline) NRS; Adverse effect leading to the discontinuation of
treatment; Adverse effect leading to the discontinuation of treatment OBS; Severe gastrointestinal symptoms RCT; Severe gastrointestinal symptoms OBS; Severe respiratory
symptoms/wheezing RCT; Severe respiratory symptoms/wheezing OBS; Generalized erythema or urticaria RCT; Generalized erythema or urticaria OBS; Ability to drink cow's milk and eat dairy
products without a reaction; Ability to accidentally consume a small amount of cow's milk without a reaction; Ability to drink cow's milk reintroduced after a period of not consuming milk and
milk products; Ability to accidentally consume a small amount of cow's milk reintroduced after a period of not consuming milk and milk products; Emergency department visit RCT; Emergency
department visit OBS; Hospital admission; Hospital admission OBS; Eosinophilic esophagitis; Quality of life of patients; Quality of life of the caregivers; Any adverse effect;

SETTING:

tertiary care allergy clinic

PERSPECTIVE:

individual patient

COMPETING
INTERESTS:

Two panel members were deemed to have an actual, potential, or perceived conflict of interest and abstained from voting on this recommendation: Gideon Lack and Nikolaos Papadopoulos

ASSESSMENT
Desirable Effects

How substantial are the

desirable anticipated effects?

o Don't know

JUDGEMENT RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

o Trivial See the attached Evidence Profile Most panel members thought that the desirable effects were
o Small moderate, despite some judging them as small or trivial.

o Moderate Anti-IgE allow for quicker updosing of the OIT. However, the

o Large frequency of adverse effects of OIT after the discontinuation of
o Varies anti-IgE also needs to be clarified.

Undesirable Effects

How substantial are the

undesirable anticipated effects?

JUDGEMENT RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

o Large See the attached Evidence Profile One panel member thought that the undesirable effects were
o Moderate trivial.

o Small
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O Trivial
o Varies
o Don't know

Certainty of evidence

What is the overall certainty of the evidence of effects?

o No included studies

Values

Is there important uncertainty about or variability in how much people value the main outcomes?

JUDGEMENT RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
e Very low See the attached Evidence Profile

o Low Certainty of evidence is the lowest rating across the critical outcomes.

o Moderate

o High

JUDGEMENT

RESEARCH EVIDENCE

ADDITIONAL CONSIDERATIONS

o Important uncertainty or variability

® Possibly important uncertainty or variability
o Probably no important uncertainty or
variability

o No important uncertainty or variability

Balance of effects

Children with food allergy perceive a tension between maintaining their social wellbeing and
physical safety, expressing concern about the social implications of food allergy and interventions
to manage it.

1. Dean J, Fenton NE, Shannon S, Elliott SJ, Clarke A. Disclosing food allergy status in schools: health-
related stigma among school children in Ontario. Health Soc Care Community 2016;24:e43-52.

Among children with food allergy, there is variability in risk perception, risk-taking behaviors, the
level of concern they express about having food allergy, and how they balance threats to their
social identity with threats to their personal safety.

2. Akeson N, Worth A, Sheikh A. The psychosocial impact of anaphylaxis on young people and their
parents. Clin Exp Allergy 2007;37:1213-20.

3. Cummings AJ, Knibb RC, Erlewyn-Lajeunesse M, King RM, Roberts G, Lucas JSA. Management of nut
allergy influences quality of life and anxiety in children and their mothers. Pediatr Allergy Immunol
2010;21:586-94.

4. Monks H, Gowland MH, MacKenzie H, Erlewyn-Lajeunesse M, King R, Lucas JS, et al. How do
teenagers manage their food allergies? Clin Exp Allergy 2010;40:1533-40.

5. Fenton NE, Elliott SJ, Cicutto L, Clarke AE, Harada L, McPhee E. lllustrating risk: anaphylaxis through
the eyes of the food-allergic child. Risk Anal 2011;31:171-83.

6. Sampson MA, Munoz-Furlong A, Sicherer SH. Risk-taking and coping strategies of adolescents and
young adults with food allergy. J Allergy Clin Immunol 2006;117:1440-5.

7. Sommer I, Mackenzie H, Venter C, Dean T. An exploratory investigation of food choice behavior of
teenagers with and without food allergies. Annals of Allergy, Asthma and Immunology 2014;112:446-
52.

Does the balance between desirable and undesirable effects favor the intervention or the comparison?

Panel members agreed that patients with IgE-mediated CMA
place high value on avoiding severe and fatal allergic reactions.
However, there might be important variability in how they
value other outcomes. For example, some school-aged patients
may place more or less value on the ability to drink milk and eat
dairy relative to the ability to take part in social activities (e.g.
OIT might preclude going on school trips that would require
missing one or more daily doses of OIT, making OIT too difficult
or not feasible).

Some older patients are likely to vary in their perception of
burden related to OIT: e.g. avoiding exercise after taking a daily
dose of OIT or requirement for regular daily dosing.

Patient and family goals may differ: some may value more the
ability to drink milk, others may just wish to avoid an allergic
reaction.

Children would prefer to avoid injections.

JUDGEMENT

RESEARCH EVIDENCE

ADDITIONAL CONSIDERATIONS

o Favors the comparison
o Probably favors the comparison
o Does not favor either the intervention or the

See the attached Evidence Profile

Majority of panel members thought that the balance of efects
favors omalizumab.

Page 9 of 34




World Allergy Organization (WAQ) Diagnosis and Rationale for Action against Cow’s Milk Allergy (DRACMA) Guidelines 2021: immunotherapy

comparison

® Probably favors the intervention
o Favors the intervention

o Varies

o Don't know

Resources required

How large are the resource requirements (costs)?

JUDGEMENT

RESEARCH EVIDENCE

ADDITIONAL CONSIDERATIONS

® Large costs

o Moderate costs

o Negligible costs and savings
o Moderate savings

O Large savings

o Varies

o Don't know

Equity

What would be the impact on health equity?

The use of Omalizumab results in an increase in costs. The mean cost of this drug in children over 6
years old has been estimated to be € 1,311 per month in Italy (Valluzzi, 2019).
In Spain median monthly cost of adding omalizumab to OIT was €1,100 (€738-€2,952) per patient,

including the initial dose. (Larrosa Garcia 2019).

In some countries the treatment costs may be covered by the
health system or reimbursed by insurance if the child also has
refractory asthma.

The high cost of Omalizumab can limit global availability of this
treatment.

High costs may also lead families to not complete treatment.
Specialized health professionals and clinical facilities are needed.
Cost of omalizumab is different in different
countries/jurisdictions and also may depend on who bears the
cost.

Omalizumab is usually used for 4 months in the protocols, so the
total cost would be 4x monthly cost. Some patients may require
longer administration.

Panel members also noted that the estimates of the direct and
indirect costs of OIT with milk are currently not available and
there is no cost effectiveness analysis of using omalizumab in
OIT.

JUDGEMENT

RESEARCH EVIDENCE

ADDITIONAL CONSIDERATIONS

o Reduced

® Probably reduced
o Probably no impact
o Probably increased
o Increased

o Varies

o Don't know

No research evidence has been found.

Omalizumab for OIT and OIT itself are currently not reimbursed
in any country and many third-party health insurance systems
do not cover it, so it would be available only to more affluent
families that could cover the cost out of the pocket or through
an expensive health insurance.

Cost and availability of specialized facilities to perform OIT and
administer omalizumab are more likely to limit implementation
in jurisdictions where fewer resources are available.

Panel members thought that the impact on health equity would
vary depending on who bears the cost (patients and families
themselves, public health care system, or private third party
payers).

Scarcity of specialized clinics and professionals may lead to
barriers in accessing treatment (e.g.: long distance travel and
costs for patients), especially in rural and remote areas, and in
developing countries.
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Acceptability

Is the intervention acceptable to key stakeholders?

DRACMA) Guidelines 2021: immunotherap

JUDGEMENT

RESEARCH EVIDENCE

ADDITIONAL CONSIDERATIONS

o No

o Probably no
o Probably yes
o Yes

® Varies

o Don't know

Feasibility

Is the intervention feasible to implement?

No research evidence has been identified.

Panel members were divided whether or not the addition of
omalizumab to OIT with cow's milk would be acceptable to
stakeholders. The main barrier to acceptability mentioned was
the cost of therapy.

Low certainty of evidence of the effect of omalizumab for CMA
may reduce acceptance.

Clinicians as well as family members may vary in their
perception of risk and the relative value they place on avoiding
reactions with accidental exposure to milk or with OIT. Thus,
some clinicians and family members may see value in adding
omalizumab to OIT while others will not.

Preschool and school personnel may not accept providing
and/or supervising milk OIT during school trips.

Third party payers may not accept the additional cost.

JUDGEMENT

RESEARCH EVIDENCE

ADDITIONAL CONSIDERATIONS

o No

o Probably no
o Probably yes
o Yes

® Varies

o Don't know

No research evidence has been identified.

Panel members found the following to be currently the main
barriers to implementation of omalizumab (in addition to the
barriers for implementation of OIT itself):

- additional cost to already expensive OIT

- limited access to omalizumab in many countries.

Currently in all jurisdictions using omalizumab for this indication
would be off-label.

SUMMARY OF JUDGEMENTS

DESIRABLE EFFECTS

UNDESIRABLE EFFECTS

CERTAINTY OF EVIDENCE
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JUDGEMENT

Large

Varies Don't know

Large Moderate

Small

Trivial

- Varies Don't know

Very low Low

Moderate

High
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JUDGEMENT

) Possibly important Probably no important No important
Important uncertainty . ) )
VALUES R uncertainty or uncertainty or uncertainty or -
or variability - . -
variability variability variability
Does not favor either
Favors the comparison Probably favors the the intervention or the Probably favors the Favors the intervention Varies Don't know
BALANCE OF EFFECTS P comparison . intervention
comparison
Negligible costs and ) . . ,
RESOURCES REQUIRED Large costs Moderate costs - Moderate savings Large savings Varies Don't know
EQUITY Reduced Probably reduced Probably no impact Probably increased Increased Varies Don't know
ACCEPTABILITY No Probably no Probably yes Yes - Varies Don't know
FEASIBILITY No Probably no Probably yes Yes - Varies Don't know

TYPE OF RECOMMENDATION

Strong recommendation against the
intervention

O

Conditional recommendation against the
intervention

O

Conditional recommendation for either the
intervention or the comparison

O

Conditional recommendation for the
intervention

Strong recommendation for the
intervention

O

CONCLUSIONS

Recommendation

We suggest that clinicians use omalizumab, compared with not using it, during the initiation of oral immunotherapy with fresh cow's milk in people with IgE-mediated CMA.
(CONDITIONAL recommendation based on very low certainty evidence)

Justification

The balance of health effects favors adding omalizumab to milk OIT, however, cost of omalizumab may reduce its accessibility in many settings.

Subgroup considerations

None

Implementation considerations

1. Diagnosis of IgE-mediated CMA must be confirmed before commencing milk OIT.

2. When choosing to preform OIT, clinicians might consider the following situations that may be contraindications for starting and for continuation of OIT in general:
- a patient and her/his family are not able to follow the protocol

- a patient and family have no access to epinephrine and/or is not able to properly use it when needed

- a physician managing OIT is not able to devote sufficient time and resources to properly administer and monitor OIT.
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- a patient has a history of confirmed previous frequent severe reactions
- a child has persistent gastrointestinal symptoms
- a patient has a concomitant asthma that is not well controlled.
3. Dosing of anti-IgE needs to be based on serum total IgE measurement.
NOTE: Patients with coexisting severe asthma and/or chronic spontaneous urticaria may be more likely to have access to omalizumab.

Monitoring and evaluation

1. Monitor symptoms after anti-IgE injection.
2. Monitoring of the OIT with anti-IgE should be the same as without it.

Research priorities

1. Dosing of omalizumab and duration of treatment with omalizumab in the context of food OIT.
2. Patient identification that would benefit the most.

3. Well designed and executed RCTs measuring important desirable and undesirable health effects and quality of life.
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Evidence-to-Decision table for question 3

Should OIT with baked milk vs. no OIT be used for patients with IgE-CMA who do not tolerate baked milk?

QUESTION

Should OIT with baked milk vs. no OIT be used for patients with IgE-CMA who do not tolerate baked milk?

POPULATION:

patients with IgE-CMA who do not tolerate baked milk

INTERVENTION:

OIT with baked milk

COMPARISON:

no OIT

MAIN OUTCOMES:

Anaphylaxis; Use of IM epinephrine; Discontinuation of treatment due to adverse effects and/or symptoms; Severe gastrointestinal symptoms; Severe respiratory symptoms/wheezing;
Generalized urticaria or erythema; Ability to drink cow's milk and eat dairy products without a reaction; Ability to accidentally consume a small amount of cow's milk without a reaction; Ability to
drink cow's milk reintroduced after a period of abstaining from milk and milk products; Emergency department visit; Hospital admission; Eosinophilic esophagitis; Quality of life of children;

Quality of life of the caregivers; Lip/mouth pruritus; Angioedema; Any adverse effect;

SETTING:

Outpatient allergy clinic

PERSPECTIVE:

individual patient

COMPETING
INTERESTS:

none

ASSESSMENT
Desirable Effects

How substantial are the desirable anticipated effects?

o Don't know

JUDGEMENT RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

o Trivial See attached evidence profile. Some panel members thought that the effect may be larger than small,
e Small noting that the ability to tolerate baked milk would allow to

o Moderate substantially expand patient's diet. Panel members also noted that lack
o Large of controls does not allow to estimate what proportion of those who

o Varies were able to eat baked milk after OIT gained it owing to OIT or

Undesirable Effects

How substantial are the

undesirable anticipated effects?

naturally outgrowing milk allergy.

JUDGEMENT RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

o Large See attached evidence profile. Some panel members thought that the undesirable effects were small
e Moderate and others that they were large, however, the majority considered

o Small them moderate.
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O Trivial
o Varies
o Don't know

Certainty of evidence

What is the overall certainty of the evidence of effects?

o No included studies

Values

JUDGEMENT RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

e Very low See attached evidence profile. Estimates of the effects of OIT with baked milk come from 2 series of
o Low This is the lowest certainty across the critical outcomes. cases with additional limitations.

o Moderate

o High

Is there important uncertainty about or variability in how much people value the main outcomes?

JUDGEMENT

RESEARCH EVIDENCE

ADDITIONAL CONSIDERATIONS

o Important uncertainty or variability

® Possibly important uncertainty or variability
o Probably no important uncertainty or
variability

o No important uncertainty or variability

Balance of effects

Children and adolescents with food allergy perceive a tension between maintaining their
social wellbeing and physical safety, expressing concern about the social implications of food
allergy and interventions to manage it.

1. Dean J, Fenton NE, Shannon S, Elliott SJ, Clarke A. Disclosing food allergy status in schools:
health-related stigma among school children in Ontario. Health Soc Care Community
2016,;24:e43-52.

Among children with food allergy, there is variability in risk perception, risk-taking behaviors,
the level of concern they express about having food allergy, and how they balance threats to
their social identity with threats to their personal safety.

2. Akeson N, Worth A, Sheikh A. The psychosocial impact of anaphylaxis on young people and
their parents. Clin Exp Allergy 2007;37:1213-20.

3. Cummings AJ, Knibb RC, Erlewyn-Lajeunesse M, King RM, Roberts G, Lucas JSA. Management
of nut allergy influences quality of life and anxiety in children and their mothers. Pediatr Allergy
Immunol 2010;21:586-94.

4. Monks H, Gowland MH, MacKenzie H, Erlewyn-Lajeunesse M, King R, Lucas JS, et al. How do
teenagers manage their food allergies? Clin Exp Allergy 2010;40:1533-40.

5. Fenton NE, Elliott SJ, Cicutto L, Clarke AE, Harada L, McPhee E. lllustrating risk: anaphylaxis
through the eyes of the food-allergic child. Risk Anal 2011,;31:171-83.

6. Sampson MA, Munoz-Furlong A, Sicherer SH. Risk-taking and coping strategies of adolescents
and young adults with food allergy. J Allergy Clin Imnmunol 2006;117:1440-5.

7. Sommer I, Mackenzie H, Venter C, Dean T. An exploratory investigation of food choice
behavior of teenagers with and without food allergies. Annals of Allergy, Asthma and
Immunology 2014;112:446-52.

Does the balance between desirable and undesirable effects favor the intervention or the comparison?

Panel members agreed that patients with IgE-mediated CMA place
high value on avoiding severe and fatal allergic reactions. However,
there might be important variability in how they value other
outcomes. For example, some school-aged patients may place more or
less value on the ability to drink milk and eat dairy relative to the
ability to take part in social activities (e.g. OIT might preclude going on
school trips that would require missing one or more daily doses of OIT,
making OIT too difficult or not feasible).

Some older patients are likely to vary in their perception of burden
related to OIT: e.g. avoiding exercise after taking a daily dose of OIT or
requirement for regular daily dosing.

Patient and family goals may differ: some may value more the ability
to drink milk, others may just wish to avoid an allergic reaction.

JUDGEMENT

RESEARCH EVIDENCE

ADDITIONAL CONSIDERATIONS

o Favors the comparison
® Probably favors the comparison
o Does not favor either the intervention or

See attached evidence profile.

Panel members noted that the number of participants in the studies
was very small and the conclusions are difficult to draw.
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the comparison

o Probably favors the intervention
o Favors the intervention

o Varies

o Don't know

Resources required

How large are the resource requirements (costs)?

Currently available evidence suggests that the undesirable effects may
outweigh the desirable ones. However, the certainty of the evidence is
very low and further studies, if done, are likely to influence this
balance.

JUDGEMENT RESEARCH EVIDENCE

ADDITIONAL CONSIDERATIONS

o Moderate costs

o Negligible costs and savings
o Moderate savings

O Large savings

o Varies

o Don't know

Equity

What would be the impact on health equity?

JUDGEMENT RESEARCH EVIDENCE

® Large costs No research evidence was found.

Based on personal experience of panel members, cost of OIT is likely to
be at least moderate; majority of panel members thought it would be
large.

Panel members agreed that the direct cost of OIT with baked milk
would be similar to OIT with fresh milk and that the determinants of
the cost would be the same.

ADDITIONAL CONSIDERATIONS

o Probably reduced
o Probably no impact
o Probably increased
o Increased

® Varies

o Don't know

Acceptability

Is the intervention acceptable to key stakeholders?

o Reduced No research evidence was found.

OIT is currently not reimbursed in many countries and many third-
party health insurance systems do not cover it, so it would be
available only to more affluent families that could cover the cost out
of the pocket or through a more expensive health insurance.

Cost and availability of specialized facilities to perform OIT are more
likely to limit implementation in jurisdictions where fewer resources
are available.

Panel members thought that the impact on health equity would vary
depending on who bears the cost of OIT (patients and families
themselves, public health care system, or private third party payers)
and whether or not all or only selected more expensive insurance
systems would cover OIT.

JUDGEMENT RESEARCH EVIDENCE

ADDITIONAL CONSIDERATIONS

o Probably no
o Probably yes
o Yes

® Varies

o Don't know

o No No research evidence was found.

The autonomy of patients (e.g. not doing physical exercises after OIT)
as well as parents (e.g. need to supervise OIT and intervene if
necessary) may be affected.

Clinicians as well as family members may vary in their perception of
risk and the relative value they place on avoiding reactions with
accidental exposure to milk or with OIT. Thus, some clinicians and
family members may be reluctant to administer or accept OIT while
others will not. Some clinicians may not accept the risk of allergic
reactions that occur during OIT in their offices.
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Preschool and school personnel may not accept providing and/or
supervising milk OIT during school trips.

Third party payers may not accept the additional cost of specialized
health care personnel and clinical facilities required for OIT.

The long-term effects and persistence of desensitization are still being
investigated. This uncertainty influences the variability in acceptance
of OIT by patients, their families, clinicians, and third party payers. The
general perception of importance of food allergy varies across cultures
and also affects the acceptability of related interventions.

Feasibility

Is the intervention feasible to implement?

JUDGEMENT RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

o No No research evidence was found. Panel members found the following to be currently the main barriers
o Probably no to implementation:

® Probably yes - additional cost of OIT

o Yes - limited availability and access to OIT in many countries

o Varies - limited and variable availability of facilities for OIT

o Don't know - limited availability of allergy specialists who would have to provide

and supervise OIT

- need for education and training for patients and their families

- need to start OIT in a hospital (in settings in which it is required).
School personnel is unlikely to provide or supervise OIT if it needs to
be done on a school trip. Parents or other caregivers would have to
accompany children on those occasions.

Lifelong or long-term OIT may not be sustainable owing to its
cumulative cost and burden.

The inappropriate use of milk OIT would increase the risk of se