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CLINICAL VIGNETTE

A Rare Side Effect of Aromatase Inhibitors

Aashini Master, DO and Caroline Chen, MD

Background

Breast cancer is the leading new cancer diagnosis, with
approximately 245,000 cases in the United States in 2016.
Estrogen and its metabolites are associated in the pathogenesis
of hormone receptor positive breast cancer, and hormone
therapy plays a vital role.>® Aromatase inhibitors are the treat-
ment of choice in post-menopausal women with localized
hormone sensitive breast cancer, and are generally well tolerat-
ed. Common adverse effects include menopausal symptoms
including vaginal dryness, and hot flashes, muscle cramping,
arthralgias, and an increased risk of osteoporosis and
osteopenia.* Autoimmune hepatitis is a very rare adverse effect
of anastrozole.>” We report a case of autoimmune hepatitis
related to anastrozole.

Case Report

A 59-year-old woman with no significant past medical history
presented with a self-palpated right axillary breast lump. She
underwent right diagnostic mammography and ultrasound
which showed an irregular hypoechoic mass at 8 o’clock
measuring 11 x 7 x 10 mm with 2 abnormal appearing axillary
lymph nodes. Biopsy of the breast mass and one axillary lymph
noded demonstrated invasive ductal carcinoma, Nottingham
grade 3, ER 25%, PR1%, and HER2 IHC 3+, Ki67 70%.
Staging PET/CT was negative for metastatic disease. Further
evaluation with breast MRI confirmed a 20 x 12 x 16 mm right
breast mass at 7 o'clock and confluent right axillary lymph-
adenopathy.

She received neoadjuvant chemotherapy with taxotere, carbo-
platin, trastuzumab, and pertuzumab for 6 cycles followed by
lumpectomy and sentinel lymph node biopsy demonstrating a
pathological complete response. Treatment course was compli-
cated by port-associated deep venous thrombosis, which was
treated with 3 months of therapeutic anticoagulation with
rivaroxaban. She received adjuvant trastuzumab and pertuzu-
mab and was started on anastrozole following her surgery. She
also received adjuvant radiation to the right breast which was
performed concurrently with adjuvant systemic therapy. Three
months after starting anastrozole routine labs noted elevation of
her AST and ALT from baseline normal to 357 and 311.
Bilirubin and alkaline phosphatase remained normal. Anastro-
zole was held, abdominal ultrasound was normal, hepatitis
serologies were negative, but ANA antibody returned positive
at greater than 1:1280 in the centromere pattern. The remainder
of the autoimmune testing was normal including dsDNA,

nDNA, histone antibody, smooth muscle antibody, RNP, SSA,
SSB, RF, Scl-70, and anti-CCP. Patient did not have rash,
Raynauds, cardiopulmonary symptoms, Gl symptoms, or
sclerodactyly suggest concurrent or underlying autoimmune
process. One week after discontinuation of anastrozole, the
AST and ALT normalized. Repeat ANA antibody obtained 6
weeks after the initial ANA above remained positive with titer
1:1280. Her transaminases have remained normal off anastro-
zole, which was not re-started due to patient preference.

Conclusion

Aromatase inhibitors are widely used for post-menopausal
women with localized hormone receptor positive breast cancer.
Although usually well tolerated, rare side effects including
autoimmune hepatitis have been reported. Previous cases
report, onset of autoimmune hepatitis from 3 months to 9
months after initiation of therapy. They are associated with a
high titer of antinuclear antibody, and resolves upon discon-
tinuation of anastrozole. It is important for practitioners to be
aware of this rare and potentially organ threatening side effect,
and to have a low threshold to hold aromatase inhibitors while
evaluating liver enzyme elevation.

REFERENCES

1. U.S. Cancer Statistics Working Group. U.S. Cancer
Statistics Data Visualizations Tool, based on November
2018 submission data (1999-2016): U.S. Department of
Health and Human Services, Centers for Disease Control
and Prevention and National Cancer Institute;
www.cdc.gov/cancer/dataviz, June 2019.

2. Schneider R, Barakat A, Pippen J, Osborne C.
Aromatase inhibitors in the treatment of breast cancer in
post-menopausal female patients: an update. Breast
Cancer (Dove Med Press). 2011 Oct 4;3:113-25. doi:
10.2147/BCTT.S22905. PMID: 24367181; PMCID:
PMC3846460.

3. Lumachi F, Luisetto G, Basso SM, Basso U, Brunello A,
Camozzi V. Endocrine therapy of breast cancer. Curr Med
Chem. 2011;18(4):513-22. doi: 10.2174/
092986711794480177. PMID: 21143113.

4, Chumsri S, Howes T, Bao T, Sabnis G, Brodie A.
Aromatase, aromatase inhibitors, and breast cancer. J
Steroid Biochem Mol Biol. 2011 May;125(1-2):13-22. doi:



10.1016/j.jsbmb.2011.02.001. Epub 2011 Feb 16. PMID:
21335088; PMCID: PMC3104073.

Klapko O, Ghoulam E, Jakate S, Eswaran S, Usha L.
Anastrozole-induced Autoimmune Hepatitis: A Rare
Complication of Breast Cancer Therapy. Anticancer Res.
2017 Aug;37(8):4173-4176. doi: 10.21873/anticanres.
11805. PMID: 28739702.

Inno A, Basso M, Vecchio FM, Marsico VA, Cerchiaro
E, D'Argento E, Bagala C, Barone C. Anastrozole-
related acute hepatitis with autoimmune features: a case
report. BMC Gastroenterol. 2011 Mar 31;11:32. doi:
10.1186/1471-230X-11-32. PMID: 21453541; PMCID:
PMC3076249.

Islam MS, Wright G, Tanner P, Lucas R. A case of
anastrazole-related drug-induced autoimmune hepatitis.
Clin J Gastroenterol. 2014 Oct;7(5):414-7. doi:
10.1007/s12328-014-0512-4. Epub 2014 Jul 22. PMID:
26184021.





