
mOsm/kg, serum creatinine 2.83 mg/dL (baseline 1.38 mg/
dL), C-peptide 4.3 ng/mL (normal 1.1–4.4 ng/mL), negative
GAD-65 antibodies and Islet Antigen 2 antibodies, septic
workup were non-revealing, leading to the diagnosis of al-
pelisib-associated DKA. Alpelisib was held, and she was
treated with intravenous insulin and hydration. DKA re-
solved in 12 hours, however, she had persistent hypergly-
cemia. She was started with insulin regimen of 0.2 units/
kg and discharged with Humalog 75/25 5 units twice daily.
Conclusion: Patients with no pre-existing history of dia-
betes mellitus can also be at risk for DKA which may de-
velop within weeks to months of initiation of alpelisib.
Risk factors for development of DKA are yet to be identified,
but would be useful to help tailor frequency of BG monitor-
ing. This warrants further research. The hyperglycemic ef-
fects of alpelisib appear to be reversible upon drug
discontinuation, however when DKA is the presenting syn-
drome, insulin therapy is indicated. Reference: André F,
Ciruelos E, Rubovszky G, Campone M, Loibl S, Rugo HS,
Iwata H, Conte P, Mayer IA, Kaufman B, Yamashita T,
Lu YS, Inoue K, Takahashi M, Pápai Z, Longin AS, Mills
D, Wilke C, Hirawat S, Juric D; SOLAR-1 Study Group.
Alpelisib for PIK3CA-Mutated, Hormone Receptor-
Positive Advanced Breast Cancer. N Engl J Med. 2019
May 16;380(20): 1929-1940. doi: 10.1056/
NEJMoa1813904. PMID: 31091374.
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Hepatocellular carcinoma (HCC) is the fifth most common
cancer worldwide with a 18% 5-year survival rate. Mice
lacking the splicing factor SRSF3 in hepatocytes (SKO
mice) overexpress IGF2 and are predisposed to developing
HCC with age. Loss of Igf2 in the SKO background pre-
vented hepatic fibrosis and inflammation, and completely
prevented tumor formation. This was associated with de-
creased proliferation, apoptosis and DNA damage, and re-
stored DNA repair enzyme expression. Mechanistically,
IGF2 treatment of HepG2 cells in vitro caused DNA dam-
age and decreased DNA repair enzyme expression, and tu-
mors from the SKO mice show mutational signatures
consistent with double strand break and defective mis-
match repair. Looking at human data, HCC patients with
high IGF2 mRNA expression had worse survival compared
to patients with normal IGF2 expression. The patients also
showed a switch in IGF2 promoter usage that correlated
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with increased expression. HCC patients having high
SRSF3 mRNA expression also showed poor survival as
did patients with alterations in known SRSF3-dependent
splicing events. The level of SRSF3 protein was decreased
6-fold in human HCC tissues compared with normal liver
tissues. The results indicate that IGF2 overexpression in
conjunction with reduced SRSF3 splicing activity could be
a major cause of DNA damage and driver of liver cancer.
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