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ABSTRACT

Sipuleucel-T is a therapeutic cancer vaccine used in patients with metastatic castration resistant prostate cancer. We describe a case of acute ST
elevation myocardial infarction in a patient with metastatic prostate cancer receiving his first Sipuleucel-T infusion.
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BACKGROUND vital signs included a BP 90/40, HR 94, and oxygen saturation 96% on
room air. Aside from diaphoresis, cardiopulmonary, abdominal, and
extremity examinations were normal. He was given aspirin 81 mg and
sublingual nitroglycerin. EKG showed ST-segment elevation in leads III
and AVF with reciprocal depressions in the anterolateral leads (Figure

1).

Advances in cancer therapy have improved patient survival; however,
treatment-related adverse events (AE) can lead to significant morbid-
ity and may be life-threatening. Sipuleucel-T is the first FDA approved
therapeutic cancer vaccine that has shown improved overall survival in
patients with metastatic castration resistant prostate cancer (mnCRPC)."?

Figure 1: EKG showed ST-segment elevation in leads IIT and AVF with reciprocal depres-

We describe a case of acute ST-segment Elevation Myocardial  jons in the anterolateral leads.

Infarction (STEMI) that occurred during a patient’s first Sipuleucel-T
infusion. Our aim is to increase physician awareness of this possible

life-threatening complication and to encourage physicians to consider f :

cardiac risk stratification of patients prior to Sipuleucel-T infusion in - - = =
order to avoid catastrophic outcomes. 4 4

CASE PRESENTATION "

A 59-year-old African American man with mCRPC, hypertension, and
type II diabetes developed sudden chills while he was receiving his first
Sipuleucel-T infusion. His symptoms resolved after administration of 50

w1

mg of diphenhydramine and the event was initially considered to be an ?
infusion reaction. However, within 20 minutes, he developed substernal
chest tightness radiating to his left arm, dyspnea, and diaphoresis. His i)
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Emergent coronary angiogram revealed a mid-RCA culprit
lesion with 99% obstruction with TIMI I flow for which a Synergy drug-
eluting stent (DES) was placed (Figure 2).

Figure 2: Emergent coronary angiogram revealed a mid-RCA culprit lesion with 99% ob-
struction with TIMI I flow for which a Synergy drug-eluting stent (DES) was placed.

During post-procedural recovery, he developed recurrent
chest pain with worsening inferior ST-elevations. Repeat angiogram of
the recently placed stent revealed acute in-stent thrombosis with distal
thrombus embolization (Figure 3). The lesion was treated with balloon
angioplasty, and an additional DES was placed proximally to exclude
the thrombus. Also, eptifibatide was administered and an intra-aortic
balloon pump was placed to improve coronary perfusion. He improved
quickly and was later discharged in good condition with appropriate
goal directed therapy.

Figure 3: Repeat angiogram of the recently placed stent revealed acute in-stent thrombosis
with distal thrombus embolization.

Of note, the patient had no known history of coronary artery
disease, and he recently had a normal pharmacologic stress test, echo-
cardiogram, and unremarkable coronary CT scan. Therefore, the acute
STEMI was attributed to the Sipuleucel-T infusion, and the primary on-
cologist deferred future treatments with Sipuleucel-T.

DISCUSSION

Prostate cancer is the most common non-cutaneous malignancy and a
leading cause of cancer mortality in men.” Androgen-deprivation ther-
apy, the most common treatment, is effective, but the disease eventu-

ally progresses in most patients.* Castration Resistant Prostate Cancer
(CRPC) occurs when the cancer progresses despite low testosterone
levels.” Historically, the prognosis for CRPC has been guarded, with
survival estimates of 18 to 24 months.

Sipuleucel-T, a therapeutic cancer vaccine, is thought to
work through antigen presenting cells to stimulate the T-cell immune
response targeted against prostatic acid phosphatase, an antigen that
is highly expressed in most prostate cancer cells.>” Based on phase 3
randomized trials, Sipuleucel-T is a category 1 recommended option
for patients with metastatic CRPC who are asymptomatic or minimally
symptomatic, and who have good performance levels.® Although almost
a decade has passed since its approval, there remains a paucity of litera-
ture describing safety data for Sipuleucel-T in the post-marketing peri-
od.! Safety database information from the studies that led to Sipuleucel-
T approval includes 904 patients (601 patients treated with Sipuleucel-T;
303 controls) from 4 randomized, placebo-controlled clinical trials.’
The most commonly reported AEs inpatients treated with Sipuleucel-T
were chills, fatigue, fever, back pain, nausea, arthralgia, and headache.
Serious AEs occurred in 24% of treated men and 25.1% of non-treated
controls.'” A recent descriptive analysis of the FAERS database identi-
fied 38 reports (all serious) of acute Myocardial Infarction (MI) dur-
ing Sipuleucel-T treatment. Cardiac risk factors such as hypertension,
diabetes, coronary artery disease, and hyperlipidemia were specified in
68% of the reports. Most events occurred after the second or third dose
of Sipuleucel-T, with only 6 events occurring after the first dose. Most
MI occurred within 1 week of a Sipuleucel-T infusion (19 [53%], with
12 reports ofMI on the same day as an infusion) or 8 to 30 days after an
infusion (n=11).%!"

Acute STEMI is a cardiac emergency with a potential for sub-
stantial morbidity and mortality.'* STEMI is a clinical syndrome defined
by characteristic symptoms of myocardial ischemia in association with
persistent electrocardiographic ST elevation and subsequent release of
biomarkers of myocardial necrosis."”” The mechanism of acute STEMI
development with Sipuleucel-T infusion is unclear. The process could
be related to activation of T cells and release of cytokines and other im-
mune mediators which could lead to inflammation and possibly coro-
nary vasospasm and/or intracoronary thrombus formation. Our patient
did not have any imaging evidence of ischemic heart disease, however,
considering his risk factors we also wondered if Sipuleucel-T uncovered
his underlying cardiac disease

CONCLUSION

Sipuleucel-T is a category 1 recommended option for patients with
metastatic CRPC. Infusion related AEs are common, and include seri-
ous cardiac events such as MI, particularly in patients with cardiac risk
factors. Increased physician awareness of this potential cardiac AE is
crucial not only for prompt diagnosis to avoid significant morbidity and
mortality, but also for accurate identification of patients who may be at
high risk for AE during Sipuleucel-T infusion.
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