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FDA APPROVAL SPOTLIGHT

Hereditary Angioedema

The Food and Drug Administration (FDA) has approved four treatments for the
prevention and treatment of hereditary angioedema (HAE) in 2025.%2 HAE is a rare
genetic disorder that causes recurrent, often unpredictable attacks of angioedema,
typically involving the face, hands, feed, airways, and intestinal tract. The attacks
may range in severity, but pose a significant risk of asphyxiation and can be life-
threatening. Persons of all ages may be impacted by HAE, with both sexes impacted
equally. Treatment of HAE is two-fold, with on-demand acute treatment and
prophylaxis.

Orladeyo (berotralstat) pellets, Dawnzera (donidalorsen), and Andembry
(garadacimab) were approved for the prophylaxis of HAE.? Of the three approvals,
berotralstat pellets is the first and only oral product approved for HAE prophylaxis in
patients aged 2 to 11.? Berotralstat pellets, approved December 12, 2025, is a new
formulation of berotralstat. Berotralstat capsules were approved for HAE
prophylaxis in patients aged 12 years and older in December 2020. The pellets, taken
once daily, may be swallowed whole or mixed with soft food and are generally well
tolerated. Currently, pricing is unknown on berotralstat pellets; however, the
capsules have a yearly wholesale acquisition cost (WAC) of approximately $600k.

The most expensive prophylactic treatment currently available is the newly
approved donidalorsen, at a yearly WAC of $747k for the recommended dosage
interval. Approved on August 21, 2025, donidalorsen is a self-administered
subcutaneous treatment for prophylaxis of HAE attacks in patients 12 years of age
and older.? Donidalorsen offers a flexible dosing regimen with the ability to dose
every 4 weeks up to every 8 weeks, dependent on patient ability and outcomes.?

The first of the 2025 HAE FDA approvals, garadacimab, approved on June 16, 2025, is
a once monthly subcutaneous treatment indicated for HAE attack prophylaxis in
patients aged 12 years and older.* Garadacimab has a yearly WAC of $685k at the
recommended monthly dosing schedule.? Decision making for HAE prophylactic
treatment will be dependent on patient adherence, access, administration, and
outcomes.

Meanwhile, Ekterly (sebetralstat), approved on July 7, 2025, is the first and only oral
on-demand treatment of acute attacks of HAE in patients 12 years of age and older.>
Compared to placebo, sebetralstat significantly improved time to symptom relief,
1.79 hours versus 6.72 hours respectively.® At $16,720, the wholesale acquisition
cost of sebetralstat is similar to other available on-demand treatments and
potentially may dramatically improve patient access to on-demand treatment which



was previously limited to subcutaneous and intravenous products only. The
increased access may lead to reduced provider and hospital associated costs of HAE.

References:

1. Center. Novel Drug Approvals for 2025. U.S. Food and Drug Administration.
Published 2025. https://www.fda.gov/drugs/novel-drug-approvals-fda/novel-
drug-approvals-2025

2. BioCryst Pharmaceuticals, Inc.; Durham, NC. Orladeyo [package insert]. BioCrytst
website. https://www.biocryst.com/wp-
content/uploads/sites/13/2025/12/ORLADEYO USPI.pdf

3. lonis Pharmaceuticals, Inc.; Carsbad, CA. Dawnzera [package insert]. U.S. Food
and Drug Administration website.
https://www.accessdata.fda.gov/drugsatfda docs/label/2025/219407s000Ibl.pd
f

4. CSL Behring LLC.; Kankakee, IL. Andembry [package insert]. U.S. Food and Drug
Administration website.
https://www.accessdata.fda.gov/drugsatfda docs/label/2025/761367s000lbl.pd
f

5. KalVista Pharmaceuticals, Inc.; Cambridge, MA. Ekterly [package insert]. U.S.
Food and Drug Administration website.
https://www.accessdata.fda.gov/drugsatfda_docs/label/2025/219301s000Ibl.pd
f

GUIDELINE UPDATES

American Association of Clinical Endocrinology Clinical Practice
Guideline on Pharmacologic Management of Adults with
Dyslipidemia

y of i Pharmacotherapy for Adults with Dyslipidemia to Prevent ASCVD Events

Assess risk of future ASCVD events using a validated tool.
Offer or refer adults at increased risk for ASCVD to intensive counseling interventions to promote healthy diet and physical activity. *

Initiate statin according to ASCVD risk following shared decision-making.®®

Individuals without Individuals with ASCVD Individuals with
ASCVD or atincreased risk hypertriglyceridemia (150-
for ASCVD 499 mg/dL) with ASVCD or at

increased risk for ASCVD
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moderate certainty)
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recommendation,

moderate certainty Insufficient evidence for use of EPA
or niacin in adults with severe
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AACE suggests treating individuals with ASCVD or increased risk of ASCVD to an LDL-C target of less than 70 mg/dL (conditional recommendation,
low certainty). Potential impacts from polypharmacy and the increased costs associated with certain medications should be considered when
determining appropriate treatment goals for individual patients.

The 2025 updated ations for add I med were ped using the GRADE framework focused on patient-important outcomes including mortality, ASCVD
events, and treatment discontinuations. Current evidence does not show meaningful improvement in prediction of ASCVD risk with the addition of non-traditional risk factors (i.e.
CAC score, ApoB, or Lp(a)) to the risk model. Shared decision-making should include a discussion of the benefits and harms of individual medications, costs, resource utilization,
and access to healthcare. For specific recommendations related to use of statins, refer to the 2022 AACE Clinical Practice Guideline: Developing a Diabetes Mellitus Comprehensive
Care Plan and the 2022 USPSTF Recommendation Statement on Statin Use for Primary Prevention of Cardiovascular Disease.><
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Cardiovascular Disea
Blonde L, Umpierrez GE, Reddy SS, et al. American Association of Clinical Endocrinology Clinical Practice Guideline: Developing a Diabetes Mellitus Comprehensive Care
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Task Force. Behavioral Counseling Interventions to Promote a Healthy Diet and Physical Activity for Cardiovascular Disease Prevention in Adults Without
Risk Factors: US Preventive Services Task Force Recommendation Statement. JAMA. 2022:328(4):367-374. doi:10.1001 [jama.2022.10951
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The 2025 American Association of Clinical Endocrinology (AACE) guideline on
pharmacologic management of adults with dyslipidemia is an update to the 2017
guideline, to provide up-to-date, practical evidence-based recommendations for the
management of dyslipidemia. The update includes 13 evidence-based
recommendations for the pharmacologic management of adults with dyslipidemia
focused on outcomes of atherosclerotic cardiovascular disease (ASCVD) risk
reduction.

1. Utilize a validated tool or calculator to predict future risk of ASCVD events as a
part of the shared decision-making process for treatment.

2. Add evolocumab or alirocumab to usual care for adults who are not at goal
(LDL-C <70 mg/dL) and are at increased risk for ASCVD or adults with ASCVD
and on maximally tolerated statins.

3. Do NOT add evolocumab or alirocumab in adults with dyslipidemia who do
not have ASCVD or are not at increased risk for ASCVD.

4. No recommendation for or against the use of inclisiran in adults with
dyslipidemia.

5. Add bempedoic acid to the usual care in adults with dyslipidemia who are
statin intolerant and have ASCVD or are at increased risk for ASCVD.

6. Do NOT add bempedoic acid to the usual care for adults with dyslipidemia
who do not have ASCVD and who may tolerate other lipid-lowering
medications.

7. Add eicosapentaenoic acid (EPA)/icosapent ethyl (IPE) to statins in adults with
hypertriglyceridemia (150-499 mg/dL) who have cardiovascular disease (CVD)
or who are at increased risk of ASCVD.

8. Do NOT add EPA (IPE) in adults with severe hypertriglyceridemia (=500
md/dL).

9. Do NOT use EPA plus docosahexaenoic acid (DHA) in addition to statin therapy
in adults with hypertriglyceridemia (150-499 mg/dL) who have CVD or are at
increased risk for CVD.

10. Insufficient evidence for or against the use of EPA plus DHA in adults with
severe hypertriglyceridemia (=500 md/dL).

11. Do NOT use niacin in addition to usual care in adults with hypertriglyceridemia
(150-499 mg/dL) who have ASCVD or are at increased risk for ASCVD.

12. Insufficient evidence for or against the use of niacin in adults with severe
hypertriglyceridemia (2500 md/dL).

13. LDL-C treatment target of <70mg/dL in adults undergoing pharmacotherapy
for dyslipidemia who have ASCVD or are at increased risk for ASCVD
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