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Highlights
1. What is already known about this topic?

The tolerability of timothy grass SLIT-tablet haselm demonstrated in multiple pediatric
trials.

2. What does this article add to our knowledge?

Pooling of AEs and compilation of safety data fromaltiple pediatric trials augments
data from the individual trials and provides robesidence for the tolerability and safety
of long-term timothy grass SLIT-tablet use in chelal.

3. How does this study impact current management gnes?

Allergic rhinoconjunctivitis has a major impact tire child, physically, mentally, and
socially. These safety data confirm that timothgsgrSLIT-tablet is well tolerated in the
pediatric population across geographic regions.ofliygrass SLIT-tablet rarely causes
life-threatening allergic reactions such as anaghiy| the first dose should be
administered in a healthcare setting.
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Abstract

Background: Timothy grass sublingual immunotherapy (SLIT)-téblare indicated for children
with allergic rhinitis with or without conjunctivg (AR/C).

Objectives: To use pooled analyses to assess the short- agddon tolerability and safety of
timothy grass SLIT-tablet in children.

Methods: Data from 9 double-blinded, randomized EuropeaNath American trials that
included children with AR/C treated up to 3 yearthwnce-daily timothy grass SLIT-tablet or
placebo were pooled.

Results: In all, 1818 (SLIT-tablet=923; placebo=895) subgewstre included in the analysis.
The frequency of treatment-emergent adverse eYA&:s) was 86% in the SLIT-tablet and 83%
in the placebo groups and of treatment-related ABRAES) was 59% and 23%, respectively.
Most (98%) TRAEs were mild-to-moderate in severitiie two most common TRAESs with
SLIT-tablet were oral pruritus (33%) and throaitation (19%), which had a median onset of 1
day and recurrence of 14.5 and 5 days, respectieblil, 8% of subjects in the SLIT-tablet and
2% in the placebo groups discontinued due to AEsrd were 7 serious AEs assessed as related
to SLIT-tablet, 1 systemic allergic reaction (s&vetith a drop in blood pressure), 3 epinephrine
administrations, no eosinophilic esophagitis evieantsl no serious airway obstructions. The
safety profile was similar in subjects across gapQgic regions and with and without asthma.
Conclusions: Pooled data indicate that short- and long-term titngrass SLIT-tablet is well
tolerated in children, regardless of geographicoregAEs were generally local, mild, and
transient allergic reactions.

Keywords: allergic rhinitis; children; grass; immunotherapgfety; sublingual

Abbreviations: AE, adverse event; AlT, allergy immunotherapy; AR&llergic rhinitis with or
without conjunctivitis; EOE, eosinophilic esophagifFDA, Food and Drug Administration;
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GAP, GRAZAX Asthma Prevention trial; MedDRA, Medidaictionary for Regulatory
Activities; SCIT, subcutaneous immunotherapy; Sldiiblingual immunotherapy; TEAE,
treatment-emergent adverse event; TRAE, treatnedated adverse event.
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I ntroduction
Allergy immunotherapy (AIT) is an alternative ordadn to pharmacotherapy and avoidance
therapy to treat allergic rhinitis with or withoenjunctivitis (AR/C) in patients with a
documented clinically relevant allergy to the ajlem’™ In contrast to pharmacotherapy, AIT
modifies the pathologic mechanisms of AR/C, rathan simply treating symptomsAltering
the disease can have a sustained and long-terntimpaAR/C symptoms and the necessity for
pharmacotherapy use several years after AT is tetegf ® Of particular importance for
children, AIT can prevent the onset of asthma spmgtand asthma medication Gs&**

Two AIT administration methods are in use, suboetas (SCIT) and sublingual (SLIT).
The benefits and safety of $@mothy grass SLIT-tablet (GRAZAX/GRASTEKALK-Abello,
Harsholm, Denmark) have been demonstrated in d@a8tively-treated children (n=923,
timothy grass SLIT-tablet; n=895, placebo) in 9 pteted clinical triald? *>*®The treatment
period was up to 3 years in the phase 3 GRAZAX wsthPrevention (GAPjand GT-23
(EudraCT no 2009-014923-22) trials, the longest tturation ever conducted with SLIT-tablets
in children. Timothy grass SLIT-tablet is the mdetumented AIT product for the long-term
treatment of AR/C in children and is approved fog treatment of AR/C in adults and children
(5 years or older) throughout Europe and in NontheAica.

The timothy grass SLIT-tablets are oral fast-digisg tablets also known as “fast melts”,

developed using Zydistechnolog$.*® In vitro experiments indicate that the tabletsdise and

#5Q is a method of standardization of biological potency, major allergen content, and
complexity of the allergen extract.

®Zydis® fast dissolve tablet technology developedCayalent® Pharma Solutions, Inc.
Available at: Catalent.com.
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release allergens almost instantly; no chewingatenis needed for tablet administratfdfi®

The fast disintegration and mucoadhesive propeofi¢ise tablet mean that it carries a low risk
of aspiration and swallowing, making administratgarticularly suitable for children. Equally
important, the safety profile permits home admmaisdn following the first tablet intake in a
clinical setting?® ?*Up to a third of children may experience locall grarritus, but this usually
disappears after a couple of weék&ear of needles and the need for repeated, lony-te
injections may make SCIT unappealing for childrad their caregivers. SCIT also requires
administration in a clinical setting typically eyet to 6 weeks with a 30 minute wait period after
the injection? which can be a burden for patients and caregiéraerefore, there is a need for
increased evidence and awareness of SLIT-tablets atternative to SCIT. Physicians and other
healthcare professionals may not be familiar wightolerability and safety profile of the tablets.
To this end, the objective of this pooled analysi® provide physicians and other healthcare
professionals with a robust analysis of the shamtd long-term tolerability and safety of timothy
grass SLIT-tablet in North American and Europeaitdoén and to better characterize

uncommon events (i.e., systemic allergic reactanrs epinephrine use).
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M ethods

Trial designs

Data from children and adolescents younger thayedgs of age in 9 randomized, double-blind,
placebo-controlled clinical trials conducted in &pe and the US are included in this pooled
analysis. Details and primary results from 6 ofttis are previously describéd*>*®Trial
identifiers are NCT00310453, NCT00298701, NCTO04®MNCT00550550, NCT01385371,
and NCT01061203. Three of the trials that includedtiren or adolescents are not published
(EudraCT no 2009-014923-22; NCT00293046, and NC#0284). Key characteristics of the 9
trials are listed in th8upplemental Table E1. All subjects had grass-related AR/C as indicated
by a medical history, a positive skin prick testd apecific IgE againghleum pratense.

Subjects in all trials except the GAP ttfalvere allowed to have non-severe asthma treatéd wit
short-acting beta2-agonist alone or low-dose irthateticosteroid, whereas subjects with a
medical history of asthma and/or wheezing wereuslad from the GAP trial (trial 8). Subjects
in all 9 trials received timothy grass SLIT-tab(éb,000 SQ-T/2800 bioequivalent allergen units;
approximately 1%g Phl p 5) or placebo daily. Treatment in the pHas#als (trials 1 and 3) and
trial 7 only evaluated safety and lasted for 28sdajfreatment in trials 4-6 began at least 8
weeks before the grass pollen season and contthtmaghout the entire seastii® Treatment

in trials 8-9 lasted for 3 yeat§ Epinephrine auto-injectors only were providedrial$ 5 and 6,
trials conducted in North America per US Food amdd2Administration (FDA) regulatory

requirements.
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All trials in the analysis were conducted in ac@rck with the Declaration of Helsinki and
Good Clinical Practice and were approved by etbaramittees. Written informed consent was
obtained from subjects and/or caregivers priomiptaal activities.

Safety and tolerability assessments

All adverse events (AEs) were coded accordingéoMledical Dictionary for Regulatory
Activities (MedDRA), using the current MedDRA vegiat the time of reporting. All AEs were
recoded using MedDRA version 18 for this pooledysis. In this analysis systemic allergic
reactions were defined as investigator-reporte@gaglactic reaction”, “anaphylactic shock”.
Events coded as “hypersensitivity” underwent mddiedew to identify any other potential

systemic allergic reactions.

Seriousness, severity, and the possible relatipristthe treatment for all AEs were
assessed by investigators. AEs that were possldted to treatment were classified as
treatment-emergent (TEAES) or treatment-relateddE®). AEs (including serious AES) were
defined according to the ICH Harmonised TriparGuideline E2A2® TEAES are any AE that
occurs at or after the time of treatment regardidésscausal relationship to treatment. TRAEs
are AEs assessed by the investigator as relatedatonent. AEs were assessed as mild
(awareness of sign/symptom, but easily toleratedjjerate (discomfort that interfered with
normal activity), severe (incapacitating with inakito do normal activities or significant effect
on clinical status, and warranted intervention)jferthreatening (immediate risk of death).
Serious AEs were defined as events that causet deatere life-threatening; resulted in
persistent or significant disability/incapacitysodted in (or prolonged an existing) inpatient

hospitalization; that were a congenital anomalytitefect (in an offspring of a subject
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receiving study drug); or resulted in any other ioaitly important event that may have

jeopardized the subject or required intervention.

Data on AEs were unsolicited (ie, not collectedstraictured questionnaires as has been
done in recent SLIT-tablet clinical trials condutta the United Staté§ and were obtained
during questioning of subjects during study vis#E collection methods differed between phase
1 and phase 3 trials. In phase 1 trials, an evesurang for a short period of time but on
consecutive days in the same subject was repostacsaparate event for every single
consecutive day this event occurred. In phaseBrgsuch an event counted as one event only,
with resolution time equal to the number of consigeudays on which the event occurred.
Information on the day of onset, recurrence, armdtthn of the most common AEs was not
collected in all 9 trials and therefore was not jpdthe pooled analysis. Previously described
onset and recurrence data collected in the GA® 8jitrial and duration of the most common
AEs collected in the phase 1 trials (trials 1 apdr@ reported.

Satistical analyses

All subjects younger than 18 years of age at sangemho were enrolled and received at least
one dose of the treatment were included in theysafelysis. Analyses were descriptive only,
with percentages calculated for categorical vagslaind mean and standard deviation calculated

for continuous variables.
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Results

Subjects

In all, 1818 children were treated in the trialsl amcluded in the pooled safety analyses (n=923,
grass SLIT-tablet; n=895, placebo). The overallmgD) age was 10.4 (3.1) years (66% aged
4-11y; 34% aged 12-17 y) and the majority of sttbjevere boysTable 1). Most (93%) of the
subjects were white. The proportion of subjecthasgthma was 18% in the timothy grass SLIT-
tablet group versus 16% in the placebo group aagtbportion who were polysensitized was
79% in the timothy grass SLIT-tablet group vers8%n the placebo grouf &ble 1). Overall,
34% of subjects were from North America and 66%enesm Europe. Of the 1818 children
treated, 1483 (82%) completed the trials. Of thg bjects treated with timothy grass SLIT-

tablet, 368 (40%) received treatment for more thgear (mean exposure=514 days).

Overall safety

A summary of the overall safety with up to 3 yeairtreatment is shown ihable 2. The
percentages of children reporting TEAES in the pd@nalysis were similar between the
timothy grass SLIT-tablet (86%) and placebo (83%6Lgs. A greater percentage of children in
the timothy grass SLIT-tablet group (59%) experegh@RAEs compared with children in the
placebo group (23%). Most (98%) of the TRAEs wesgeased as mild-to-moderate in severity.
The most common TRAEs with timothy grass SLIT-taklere oral pruritus (33%) and throat
irritation (19%) Figure 1). The primary reason for trial discontinuation wdss, with a
frequency of 8% (n=70) in timothy grass SLIT-taliletated children and 2% (n=21) in placebo-
treated childrenTable 2). Oral pruritus was the most common AE leadindiszontinuation of

timothy grass SLIT-tablet (18/70) followed by liyalling (6/70). Of the 7@ubjects who
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209 discontinued timothy grass SLIT-tablet due to AE3(1%) discontinued due to a severe AE
210 (Table2). The most frequently reported TEAESs (those oéogrin >1% of subjects) led to

211 temporary interruption of timothy grass SLIT-talle6% of subjects and to discontinuation of
212 timothy grass SLIT-tablet in 5% of subjects. Whealeated by geographic region (North

213 American or European), the overall safety profisvgimilar between the regiorisaple 3). The
214  safety profile based on the first 28 days of treathwas similar to the overall long-term safety
215 profile of up to 3 years of treatmer@upplemental Table E2). The most common AEs were

216 oral pruritus and throat irritation.

217 There were 7 (<1%) serious AEs assessed as rétatiedothy grass SLIT-tablet. Only
218 one of the subjects did not recover (severe imntare@mbocytopenic purpura). Details of the 7
219 serious AEs are shown irable 4. None of the treatment-related serious AEs inaduaievay

220 obstruction (defined as laryngeal edema, orophaahgwelling, pharyngeal edema, or throat
221 tightness). One subject reported severe lip swgltme subject reported severe tongue swelling,
222 and 2 subjects reported severe mouth swelling.eltvere no events of eosinophilic esophagitis
223 (EoE) and no deaths reported in the trials.

224  Onset, recurrence and duration of AES

225 Data collected from the GAP trial (trial 8) indiedtthat the overall median (min, max) onset for
226 the 2 most common TRAESs (oral pruritus and thro#ation) was day 1 (1.0-875.0) of

227 treatment for oral pruritus and day 1 (1.0-668dd)throat irritation. The median (min, max)

228 number of days the AEs were recurring was 14.5112P) days for oral pruritus and 5 (1.0-
229 1079) days for throat irritatiotf. The duration of AEs was evaluated in the phasilk {trials 1
230 and 3) and the mean was found to be 15 to 20 nsrfateral pruritus and throat irritation.

231 Systemic allergic reactions
232
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No events of anaphylactic reaction or anaphylatimck were reported by investigators. Of the
events reported by investigators as hypersengyitiafter medical review 1 event was identified
as a systemic allergic reaction. The systemicgiliereaction occurred on day 1 within 5 minutes
of first tablet intake and was assessed as sewndrelassified as a serious AE. The event
manifested as dysphagia, respiratory distressaairdp in blood pressure from a baseline of
110/65 mmHg to 90/55 mmHg &ble 4). The subject (aged 10 y) was hospitalized for
monitoring, recovered after standard treatmeniyaing epinephrine), and discontinued the
timothy grass SLIT-tablet. Other events reportetiygsersensitivity were comprised of only

local allergic reactions.

There were 2 additional events of epinephrine asshildren treated with timothy grass SLIT-
tablet. One event assessed as moderate occurtad minhutes of tablet administration on day 1
of treatment in a 13 year-old subject and was dtaraed by lip angioedema, slight dysphagia,
and intermittent cough. No wheezing, respiratostrdss, urticaria, vomiting/diarrhea, or
hypotension were reported and symptoms resolvddmwiinutes after epinephrine was
administered at the study site. The subject discoet the trial. One event assessed as severe
occurred on day 3 of treatment in an 18 year-oljesat and was characterized by throat
irritation and throat swelling. No difficulty bréahg or swallowing was reported and the
symptoms resolved after self-administered epineghifhe subject discontinued one month
after the event (subject did not tell his paremtséif-administered epinephrine and he did not

seek medical attention).

Asthma safety
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There were no marked differences in the safetyilpr@hcluding respiratory symptoms) between
subjects with asthma and subjects without asthnaayrof the trials. One serious AE of asthma
worsening assessed as possibly related to timo#ssdSLIT-tablet treatment was reported
(Table4). This event occurred after 10 months of timothgsg SLIT-tablet treatment when a
subject experienced hoarseness and cough aftedisgdaime near a freshly mowed lawn. The
following evening, the subject’s symptoms recuraed he was hospitalized. The subject
recovered after treatment wia-agonists and continued timothy grass SLIT-talvkdtiment.

The timing of SLIT-tablet administration in thislgact was not recorded so a temporal

relationship cannot be established.



266

267

268

269

270

271

272

273

274

275

276

277

278

279

280

281

282

283

284

285

286

287

14

Discussion

SLIT-tablets may be a convenient and appealingradteve to SCIT for children with AR/C and
their caregivers. The results of this pooled anglg&9 clinical trials involving over 900 children
treated with timothy grass SLIT-tablet for a me&bb4 days indicates that the tablet is well

tolerated short- and long-term in the pediatricydapon and across geographic regions.

The overall short- and long-term safety profildiofothy grass SLIT-tablet appears to be
similar to that of adults. In a previously publidhi@ooled analysis of timothy grass SLIT-tablet
trials, Bernstein et & found that in adults, as in the current analytsis, most common
treatment-related AEs were oral pruritus and thirogihtion, and that AEs were generally mild-
to-moderate. Bernstein efahlso reported data from a pediatric pool of clifdireated with
timothy grass SLIT-tablets. The current analysigdswpon that previous pooled analysis by the
addition of subjects from two phase 1 trials and plhase 3 trials and confirms that timothy
grass SLIT-tablet is generally well tolerated inladten. Both the previous and current analyses
found that most of the reported AEs in the clinicells were local allergic reactions that were
mild and transient, the most frequent of which wena pruritus and throat irritation. The
frequencies of TRAEs, oral pruritus, and throatatiron were similar to those reported in pooled
analyses of timothy grass SLIT-tablet in adults Srgtass SLIT-table®® 2 Overall, 8% of
children treated with timothy grass SLIT-tabletadistinued due to AEs. Physicians and other
healthcare professionals need to be sure to edpatiénts initiating the timothy grass SLIT-
tablets that local allergic reactions may occurthat they typically do not recur for more than 1

to 2 weeks.
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The potential for airway obstruction in reactiortitnothy grass SLIT-tablet is of
particular concern in children due to their narm@vwvays. In this analysis, no tablet aspirations
or serious airway obstructions were reported andreeswellings were limited to 1-2 subjects
each experiencing lip, tongue, or mouth swellinge§e data indicate there is no safety signal
with timothy grass SLIT-tablet in relation to airyvabstruction. There were also no events of
EoE, although it has been associated with SLIT sleop tablets in case reports and post-
marketing datd* ?°*!|solated cases of EOE have also been reportedSith in food-
desensitization trials” therefore, EoE is monitored as a potential #skistory of EoE is a

contraindication for the timothy grass SLIT-takitethe United State$.

The use of epinephrine was infrequent and typicatiyurred after the first timothy grass
SLIT-tablet treatment while the subject was in ¢heic for a first-dose-observation, as required
in the prescribing informatiof?: *In the 2 epinephrine administrations in responsi@é first
dose, epinephrine was evaluated as necessary byi@xged healthcare professionals. It is
unknown if the subjects would have progressedeetlireatening anaphylaxis if epinephrine had
not been administered. These events reiteratertpertance of first-dose administration in a
healthcare setting experienced with AIT, followaddb least a 30 minute observation period to
treat any potential severe or life-threatening tieas?* The lack of any severe systemic allergic
reactions after the observed first-dose indicagestifety of at-home administration thereatfter,
although one subject self-administered epineplomday 3. The infrequent epinephrine use in
the current analysis is in line with the resultaaystematic review of 13 trials in which 2597
subjects received timothy grass and 5-grass SWlets, and epinephrine was administered in
response to only 7 AEs related to SLIT-tablet tre;att and there were no episodes of

anaphylaxis® Furthermore, in a review of 29 timothy grass, ragd; and house dust mite SLIT-



311

312

313

314

315

316

317

318

319

320

321

322

323

324

325

326

327

328

329

330

331
332
333
334
335

16

tablet clinical trials (5 of the grass trials indéd in the review are in the current pooled
analysis), the number of epinephrine administratiion SLIT-tablet related events was 1.80 per

100,000 tablet*

The use of AIT in patients with asthma is of conder physicians and other healthcare
professionals due to an increased risk of systeeaictions during SCIT2 No difference in the
safety profile between children with or withoutlasa was observed in the current analysis. One
serious event of asthma worsening was reportednwgotentially had an alternate etiology
related to the subject’s recent exposure to cigsgiashould be noted that severe asthma was an
exclusion criterion in all the trials and the sgfet timothy grass SLIT-tablet has not been
evaluated in patients with severe and uncontra@ktima. The generalization of the current
analysis to the typical AR/C population is limitedthat the majority of the subjects were from
the GAP trial which did not include subjects withnworbid asthma and who may have had

milder AR/C than the typical patient receiving AIT.

Overall the results of this pooled analysis inddddtat short- and long-term SQ timothy
grass SLIT-tablet use is well tolerated in childemnoss geographic regions. Most of the
reported AEs in the clinical trials were local, dpibnd transient allergic reactions as expected
with the sublingual administration of grass allergé sensitized subjects. However, severe
systemic allergic reactions can occur and the dioste should be observed in a healthcare setting

under the observation of AlT-experienced healthpao®iders.
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439 Tablel. Demographic characteristics of the pooled poputatall treated subjects).

Timothy Grass SLIT-Tablet Placebo
Characteristic n=923 n=895
Age, mean y (SD) 10.2 (3.1) 10.5(3.1)
4-11y, n (%) 629 (68) 576 (64)
12-17y, n (%) 294 (32) 319 (36)
Male, n (%) 603 (65) 568 (63)
White, n (%) 839 (91) 843 (94)
Subjects with
asthma, n (96) 164 (18) 146 (16)
Subjects
polysensitized, n 724 (79) 700 (78)
(%)
Country, n (%)
Austria 13 (1) 12 (1)
Canada 34 (4) 33 (4)
Denmark 54 (6) 63 (7)
Finland 23 (2) 21 (2)
France 54 (6) 58 (6)
Germany 206 (22) 188 (21)
Italy 33 (4) 33 (4)
Netherlands 1(<1) 0

Norway 19 (2) 17 (2)



Poland 48 (5) 55 (6)

Spain 76 (8) 60 (7)
Sweden 58 (6) 61 (7)
Switzerland 8 (<1) 8 (<1)
U.nited 11(1) 13 (1)
Kingdom

United States 285 (31) 273 (31)

440  SD, standard deviation; SLIT, sublingual immuno#pst:

441
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Table 2. AE summary for the pooled population (all treasedjects)

Timothy Grass
SLIT-Tablet Placebo
n (%) of Subjects Reporting n=923 n=895
Any TEAE 798 (86) 747 (83)
Any TRAE 548 (59) 206 (23)
Any serious TEAE* 48 (5) 34 (4)
Any serious TRAE* 7 (<1) 1(<1)
Any severe TEAE 94 (10) 66 (7)
Any severe TRAE 25 (3) 6 (<1)
Any TEAE leading to study discontinuation 70 (8) 21
Any severe TEAE leading to study
. N 10 (1) 5(<1)
discontinuation
Any TRAE leading to study discontinuation 65 (7) (29
Any severe TRAE leading to study
8 (<1) 2 (<1)

discontinuation

TEAE, treatment-emergent adverse event; TRAE,rtreat-related adverse event.

22

*Serious AEs were defined as events that causeth deavere life-threatening; resulted in persistansignificant

disability/incapacity; resulted in (or prolonged existing) inpatient hospitalization; or that wareongenital

anomaly/birth defect (in an offspring of a subjesteiving study drug).

'Severe AEs were those assessed as incapacitangjmg in inability to do normal activities or\iag a

significant effect on clinical status, and that kaated intervention.
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455 Table 3. AE summary by geographic region for the pooledypaion (all treated subjects)

456
North America Europe
Timothy
Timothy Grass Grass3.IT-

SLIT-Tablet Placebo Tablet Placebo
n (%) of Subjects Reporting n=319 n=306 n=604 n=589
Any TEAE 255 (80) 235 (77) 543 (90) 512 (87)
Any TRAE 191 (60) 67 (22) 357 (59) 139 (24)
Any serious TEAE* 1(0) 2 (1) 47 (8) 32 (5)
Any serious TRAE* 0 0 7 (1) 1(<1)
Any severe TEAE 18 (6) 11 (4) 76 (13) 55 (9)
Any severe TRAE 7(2) 0 18 (3) 6 (1)
Any TEAE leading to study 25 (8) 6 (2) 45 (7) 15 (3)
discontinuation
Any TRAE leading to study 25 (8) 3(1) 40 (7) 6 (1)
discontinuation
TRAE with associated 2 0 1 0

epinephrine administration

457  TEAE, treatment-emergent adverse event; TRAE, rirent-related adverse event.

458  *Serious AEs were defined as events that causeith deavere life-threatening; resulted in persis@nsignificant
459  disability/incapacity; resulted in (or prolonged existing) inpatient hospitalization; or that wareongenital
460 anomaly/birth defect (in an offspring of a subjesteiving study drug).

461 'Severe AEs were those assessed as incapacitatindfimg in inability to do normal activities orviag a
462  significant effect on clinical status, and that keated intervention.

463
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Table 4. Details of the serious treatment-related AEs in 23ects receiving timothy grass
SLIT-tablet

Serious AE by Day
Trial Age Preferred of Duration, Action Event Details:
Name vy MedDRA Term  Severity Onset d Taken Outcome

GAF 8 Dyspne:i Moderate  68¢ 2 None Subject experience
itching under the
tongue subsequent
to SLIT-tablet
intake. Subject
swallowed the

SLIT-tablet,
developed itching in
the throat, started
coughing, and
developed sense of

difficulty breathing:
Recovered

GAP 9 Generalizec Moderate 244 1 SLIT-tablet Event occurret
tonic-clonic discontinued while playing
seizure football, no signs of
a systemic allergic
reaction
accompanied the
event. EEG
indicated possible
epileptic activity:
Recovered

GAP 9 Immune Sever: 14 -* SLIT-tablet Presented wit|
thrombocytopeni discontinued multiple hematomas
C purpura and petechiae after
sports incident:
Not recovered
GAF 10  Abdomina pair Moderat: 17 3 SLIT-tablet Abdominal pair
temporarily accompanied by
interrupted fever:
Recovered
GAP 6 Asthme Moderatc  31C 2 B2-agonist; Hoarseness ar
SLIT-tablet cough after spending
continued time in garden after
lawn was mowed,;
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473
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476
ar7
478
479
480

GAP 11 Anemie Sever: 75€

GT-23 10  Hypersensitivit Sever 1

96

SLIT-tablet
discontinued

Epinephrine
albuterol,
betamethaso
ne,
methlprednis
olone,
cetirizine;
SLIT-tablet
discontinued

25

relapsed nex
evening and was

hospitalized:

Recovered

Experiencec
tiredness after
several months;
tested for anemia
because sister had
history of anemia:
Recovered

Systemic allergit
reaction within 5
minutes of first
tablet intake.
Dysphagia and
respiratory distress
with drop in blood
pressure to 90/55
mmHg'. Episode
duration of 30
minutes. Discharged
from clinic after 24-
hour observation:
Recovered

AE, adverse event; SLIT, sublingual immunotherapy.

*Stop date is unavailable.

"Baseline blood pressure was 110/65 mmHg. 90/55 mimldbove the limit for hypotension for this agew
(limit is <70 mm Hg + [2 x age]). The event was ngported as anaphylactic shock.
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FigureLegend
Figure 1. Treatment-related AEs occurring32% or more of subjects in any treatment group in
the pooled population (all treated subjects). Advemse event; SLIT, sublingual

immunotherapy.



