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INTRODUCTION Test Result Reference DISCUSSION

* Although cutaneous mastocytosis occurs relatively Tryptase 182“ gjt E?Zmrgzl) 1-11.4ug/L  HAT presentation is highly variable — asymptomatic,
frequently in children, systemic mastocytosis (SM) is 25:3Z8/L (16 mos) retention of primary. teeth, flu_shing, joint
exceedingly rare 17.3ug/L (21 mos) hype_rmoblllty, functional Gl disorders, venom

 Current guidelines recommend bone marrow biopsy in 24-hour urinary 24pg/mL 35-115pg/mL reactions | | |
adults with tryptase >20ug/L to rule out SM prostaglandin (adult ref.) » Unclear whether e_nzymatlc.ally mactllve _alpha-

* Guidelines are less clear for pediatric patients D2 (PGD2) tryptase plays a direct role in these findings

» Hereditary alpha tryptasemia (HAT) is a recently Abdominal US  Normal * Currently no data to suggest these patients have an
described phenotype caused by a duplication or Bone marrow  Immunohistochemical stains for tryptase actlvatec! mqst Ce_” pheno’pre _
triplication of the alpha-tryptase gene (TPSAB1), leading biopsy and CD117 negative: no evidence of mast . !—IAT testl_ng IS quick, non-invasive (buccal swab) and
to overproduction of alpha-tryptase cell infiltrate or KIT mutation Inexpensive

* HAT is reported to affect 6% of the population, with | o * Bone marrow biopsy Iin children is invasive, requiring
autosomal dominant inheritance ’Ic_elétTin%enetIC Duplication of the TPSABT gene general anesthetic, and costly

* Given the rarity of SM in children, in the absence of a
convincing history, we propose that HAT testing
should be sent before a bone marrow biopsy

* We report the youngest child reported with tryptase level
>20ug/L, who is also the youngest child reported with
HAT

Table 1. Summary of results

CASE DESCRIPTION TIMELINE

3 months 8 months 12 months 14 months 15 months 16 months 17 months 21 months 24 months

Flushing and Tryptase Tryptase Seen by Bone Tryptase PGD2 Tryptase HAT genetic

GERD 19.8ug/L 19.8ug/L Allergy and marrow 25.3ug/L 24pg/mL 17.3ug/L testing
Heme/Onc biopsy

CASE DESCRIPTION o I - CONCLUSIONS

» 3-month-old girl with mosaic Turner syndrome presented TPSB2 TPSAB1 In the absence of a convincing history of SM, children
to her family physician with daily episodes of flushing, with elevated tryptase should first have HAT genetic
with no identifiable trigger, and gastroesophageal reflux B a Normal testing prior to bone marrow biopsy to avoid invasive
(GERD) requiring omeprazole testing given the rarity of SM in pediatric patients

» Otherwise well, with no features IgE-mediated allergy or p a
SM

o MOther Worried abOUt SM, SO requeSt serum tryptase POSITIVE RESULT: Alpha-tryptase copy number 3; beta-tryptase copy number 2

« Serum tryptase sent at 8 months, and elevated at TPSB2 TPSAB1 REFERENCES

Patient Result:

1 98,ng/|_ (normal 1 -1 1 4:“9”— ) on tWO measures, D licati £ 1. Carrigan C, Milner JD, Lyons JJ et al. Usefulness of testing for hereditary alpha
increasing to 253‘[/[9”_ on Subsequent measure B ol a thtép;_(;asfg;) ’;rg;(‘;asemia in symptomatic patients with elevated tryptase. J Allergy Clin Immunol Pract
« Bone marrow blOpsy normal, with negative ene. consistent 2. Le QT, Lyons JJ, Naranjo AN, et al. Impact of naturally forming human a/b-tryptase
immunOhiStOChemiCal Staining for tryptase and CD1 1 7, B a g _ 7 heterotetramers in the pathogenesis of hereditary a-tryptasemia. J. Exp. Med.
. 7 . with HAT 2019:216(10):2348-2361.
and no evidence of mast cell infiltrate or KIT mutation 3. LyonsJJ, Yu Xiaomin Y, Hughes JD, Le QT et al. Elevated basal serum tryptase identifies a
o HAT genetiC teSting Sent (bUCCaI Swab th rough Gene by multisystem disorder associated with increased TPSAB1 copy number. Nature Genetics

2016;48(2):1564-1569.
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Gene), which revealed a duplication of the TPSAB1 gene, Figure 2. HAT genetic testing results

consistent with HAT



