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1 

Recently, a policy decision by ICER (the Institute for Clinical and Economic Research) on the 1 

grading of risk-benefit trade offs of investigational peanut immunotherapy regimens was 2 

demoted to a “D” (https://icer-review.org/announcements/peanut_evidence_report/), meaning a 3 

negative evaluation of the therapy. The report was issued to the public on July 10, 2019. 4 

 5 

This decision to downgrade to a “D” was reported by ICER (please see slide presentation by 6 

ICER https://www.youtube.com/watch?v=Ur5f63jN0xU&feature=youtube) based on a recent 7 

article published by Chu et al. entitled “Oral immunotherapy (OIT) for peanut allergy (PACE): a 8 

systematic review and meta-analysis of efficacy and safety”.1 The authors and ICER concluded 9 

that OIT provides little benefit for patients with peanut allergy because it results in a higher rate 10 

of allergic reaction as compared to allergen avoidance. We feel that the ICER conclusion needs 11 

further interpretation and is therefore premature. We are writing this commentary to encourage a 12 

balanced interpretation of peanut OIT by expressing the following concerns regarding the ICER 13 

decision. 14 

 15 

A major concern relates to the review by Chu et al, which strongly influenced the ICER decision. 16 

First, their interpretation of the data differs from a recent European Academy of Allergy and 17 

Clinical Immunology (EAACI) initiated meta-analysis,2 which forms the basis of formal 18 

guidelines on OIT.3 Both studies demonstrated that participants in clinical trials are more likely 19 

to have an allergic reaction during peanut OIT vs. placebo. The interpretations of the data by 20 

these two studies likely differ due to differences in the order of the research questions. Nurmatov 21 

et al.2 used desensitization as the primary outcome with allergic reaction as secondary outcome 22 

(i.e., side effects) whereas Chu et al. treated allergic reactions as the primary outcome with 23 
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desensitization as a secondary outcome. In summary, the EAACI guideline-endorsed meta-24 

analysis concludes that OIT is effective, although there are allergic side-effects.  25 

 26 

Secondly, the ICER decision (based in part by Chu et al.) does not distinguish between adverse 27 

events during induction/initial maintenance vs. long-term treatment. The ICER group did not 28 

discuss that participants starting OIT provided informed consent, were aware of side effects 29 

during induction/initial maintenance, and were willing to tolerate exposure-related side effects 30 

for the potential of an overall future benefit. Moreover, the short follow-up used in ICER’s 31 

analysis does not allow appropriate assessment of long-term outcome. Peanut allergy represents 32 

a lifelong condition for the majority of patients. In addition, several key studies, which did not 33 

meet the criteria for inclusion in the meta-analsis of PACE, including a recent real-life 34 

observational study of OIT, have proven that a high degree of safety can be achieved with OIT.4, 35 

5  36 

 37 

Before initiating OIT, standard practice involves the provision of detailed information on the 38 

risks of allergic reactions (including the likely increased frequency of allergic reactions during 39 

the updosing phase) and the need to carry emergency medications at all times. This meets the 40 

general guidelines of ICER for joint decision making. In our experience, many participants are 41 

strongly motivated to increase their reactivity-threshold to a given food allergen. ICER’s 42 

decision was strongly criticized by the patient community (see public comments Appendix F 43 

ICER report https://icer-review.org/wp-44 

content/uploads/2018/12/ICER_PeanutAllergy_Final_Report_071019.pdf). It is the accidental 45 

rather than the obvious protocol-determined encounter of allergens in the course of an OIT study 46 
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that most frequently causes situational anxiety and fear. Similar to the systematic review by Chu, 47 

the decision by ICER was not based on the differences between “expected” adverse allergic 48 

reactions vs “unexpected” allergic reactions (i.e. accidental ingestions); although the authors 49 

identified that this comparison was needed. We acknowledge the need for such comparisions, but 50 

we also think that the ICER Report could delay the access to OIT as an informed and reimbursed 51 

option for years despite the presence of phase 3 trials with significant efficacy and known but 52 

manageable symptoms during the first year of peanut OIT. 53 

 54 

Accordingly, we feel that ICER’s claim that there is no improvement in QoL is premature. 55 

Positive effects of OIT on QoL (in particular, after reaching maintenance therapy) have been 56 

published but were not considered.6-9 Most participants summarized in PACE had no QoL 57 

assessments and, for the relatively few who did, the QoL was performed in the first year of OIT 58 

rather than during the entire period of therapy. This period – the first year of OIT – is known to 59 

have the highest rate of side effects; OIT typically occurs over a few years, during which the side 60 

effects decrease substantially.5, 9 Most reactions are mild and managed well. Further, epinephrine 61 

can successfully treat rare severe reactions during dosing. The fact that “even when patients react 62 

to their doses, very few elect to discontinue therapy” 3 supports the assumption that protection 63 

against accidental ingestion may be “the” key outcome of interest to patients. 64 

 65 

For the first time, we are able to offer therapeutic options in clinical trials (OIT, skin patch, 66 

sublingual immunotherapy, vaccines, biological therapies). We acknowledge that the safety 67 

margin of these new therapies need improvement, however, we would like to stress the need to 68 

make newly-approved treatments available first for those who most need them.  69 
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