Fever in cancer patients receiving immunotherapy
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3. Case

1) Patient information

- age/gender: 67/Female

- height: 165.1cm, weight: 63kg (BMI: 23.1kg/m?)
- chief complaint: syncope (1 hour ago)

- ER visit time: 02/04/2019 10:28 (by ambulance)

2) Present illness

67 y.o. female was brought to ED on 2/4, after found on floor of the bathroom by her son. She
was diagnosed 4/2018 with stage IVB metastatic urothelial carcinoma with metastases to
liver&bone, on Pembrolizumab, s/p 7 cycles of carboplatin/gemcitabine earlier, with known
portal vein thrombosis.

Since December, she has had abdominal pain, which was initially in the RUQ and became more
severe and moved towards the epigastric. She was admitted from 1/22 - 1/23 to Highland

Hospital, where she was transitioned from oxycodone to PO dilaudid.



She then went to Florida from 1/24 - 1/29 with some friends for a short vacation. They walked
around, ate out, and spent time together. She did not have any medical visits in Florida.
When she returned to Rochester, she was started on pembrolizumab 1/31, receiving her first
dose.

Prior to admission, She has been having 3 weeks of progressive weakness, drenching night
sweats, and anorexia. She was having multiple falls that started in the beginning of February
and prior to her ED visit her son found her passed out in the bathroom floor.

On admission, her V/S were noted to be normal with 106/72-75-18-36.6 and SpO2 96%. She
was afebrile with WBC count of 18.4. She was also noted to be hyponatremic and hypokalemic.
She was having dizziness, abdominal pain, nausea, leg swelling and fatigue. She denies visual
changes, neck pain, tremors, constipations, radiation therapy to head, neck or abdomen in the
past.

On 2/6 (48hrs after admission), she spiked a fever up to 39.1, with unclear source at this time.
She had no localizing symptoms or signs from history or exam other than abdominal pain

which could be from metastases to the liver, or from the imaging studies of other labs.

3) Past medical history
HTN/DM/CLD/Tb +/-/-/-
Stage IVB urothelial carcinoma at It. kidney, mets to liver & bone
s/p 7 cycles of carboplatin/gemcitabine
on Pembrolizumab (D1, C1 1/31/19)
Chronic kidney disease
GERD
Asthma; mild intermittent, well-controlled
s/p Breast implant surgery
Allergies> environmental (dust) - itching
Medication>prn) Hydromorphone 2mg PO g4hr
Olanzapine 10mg PO qd
Cholecalciferol & multi-vitamin 1tab PO qd
prn) Docusate sodium 100mg PO bid
Senna 8.6mg PO qd
prn) Polyethylene glycol powder 17g PO
prn) Medical marijuana
prn) Ondansetron 8mg PO g8hr

Clobetasol 0.05% external solution

4) Social history
Alcohol(+): glass wine every few weeks

Smoking(+): former cigarette smoker('1970-80), 0.1packs/day



Drug(-): except medical marijuana

5) Family history

Father: lung cancer, mental illness
Mother: HTN

Sister: lung cancer

Maternal aunt: schizophrenia

6) Review of systems

G/W(+) E/F(+) HA/Dz(-/+) F/C (+/+) Wtloss(+, Skg/6mo) Night sweat(+)

C/S/R(-/-/-) Sore throat(-) Chest pain(-) Palpitation(-) DOE(+)
A/N/N/D/C(+/+/-/-/-) H/M/H(-/-/-) Abdominal pain(+, Epigastric/RUQ)
Urinary sx(-)

HEENT: Vision problems/Hearing loss/Tinnitus/Swallowing difficulty (-/-/-/-)
Neuromuscular: Weakness(-) Pain/Stiffness(-/-) Myalgia(-)

Rash(-) Pitting edema(+)

7) Physical exam
Height: 165.1cm, Weight: 63kg
V/S:(2/4) 106/72-75-18-36.6 Sa0O2 96%
(2/6) 135/77-165-18-39.1 Sa02 94%
G/A : acutely ill-looking, alert, confused
HEENT:
L/R 3mm/3mm, isocoric, prompt
not anemic conjunctiva, anicteric sclera
PI(-), PTH(-), LNE(-)
Chest:
symmetric expansion without retraction
tachycardia but normal S1, S2
decreased breath sound on LLF
Abdomen:
rigid, distended abdomen
Tenderness in RUQ/epigastric, guarding(+)
Back & Extremities:
CVA tenderness(-/-)
Pitting edema/clubbing/cyanosis(+/-/-)
Motor: Upper V/V, Lower V/V

Skin: very warm, no rash



8) Initial Assessment
# syncope
r/o opioid-induced orthostatic hypotension, syncope
r/o stroke, TIA
r/o arrythmia
r/o anemia
# fever
- SIRS (>2 out of 4 criteria)
r/o sepsis
- r/o pneumonia (hospital-acquired?), UTI
- r/0 hepatitis, chronic cholangitis/pancreatitis, peritonitis
- r/0 via chemoport
r/o influenza virus infection, less likely
r/o drug-induced fever
r/o cytokine release syndrome

r/o tumor lysis syndrome

9) Initial Lab

CBC> WBC 18400A- Hb 9.1w- Plt 117K

Na/K/Cl 128w-3.1¥v-88¥ Ca 1094 (Corr Ca=11.78) Mg 14w

BUN/Cr 10/0.81 Glucose 116 A

T.Ptn/Alb 5.7w/2.9w¥ T.bil/D.bil 0.7/0.44a AST/ALT/ALP 40A-19-120A

Amylase 16w Lipase 9%

U/A: pH 7.0 SG 1.009 Glucose - Ketones - Blood 2+ Protein 30 Nitrite - Leuk esterase -
RBC 12/HPF WBC 5/HPF

10) Imaging

CT head w/o contrast [2/4] > No evidence of acute or significant intracranial abnormality.

Chest X-ray [2/4] > Interval increase in bibasilar airspace opacities, right greater than left.
While this finding may be related to atelectasis in the setting of a small rt. pleural fluid collection,
a superimposed infectious/inflammatory component should be considered given the history of

immunosuppression and infectious symptoms.



EKG [2/4] > sinus tachycardia, borderline T abnormalities

CT abdomen & pelvis with contrast [2/5] > Stable hepatic and bone metastases. Slight

increased ascites and infiltration of the omentum likely malignant.

11) Plan

Diagnostic>

Blood culture(1 peripheral, 1 chemoport), Urine culture

CBC, €', Glc, Ca, BUN/Cr, lactate, ammonia

Paracentesis

Therapeutic>

Piperacillin/Tazobactam 4.5g IV g6h, Vancomycin 750mg IV g12h
Acetaminophen 650mg PO g4h

Enoxaparin 40mg SC qd

Hypercalcemia IV N/S 200ml/hr, Zometa (zoledronate)

12) Hospital course



0204 02105 0206 nzor o2iha 0209 0210 0211 0212
0000 0000 0000 0000 0000 o0noo oooo 000D 0000

1+ Abx @ Pd
b I 0 3 1
Culture (-) (-) (-) (-) ()
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Iron panel> Fe 18 TIBC 135 Transferrin sat 13% Ferritin 1959 > anemia of chronic disease

Thyroid> TSH 5.15 T4 1.0 = subclinical hypothyroidism

Pituitary> ACTH 26 (after 16:00 pm) GH 793 LH 27 FSH 4.2 Prolactin 90.5

Adrenal> Cosyntropin stimulation test 7.2 (+) > 2’ adrenal insufficiency

Paracentesis fluid> 210cc out, Gram: many PMNs/no organisms, otherwise pending

14) Imaging

Chest PA ('2/10)> Small bilateral pleural effusions and pulmonary edema suggesting CHF

IV Lasix (d/t hypoxia)

CT chest, contrast ('2/10)> Moderate bilateral pleural effusions with associated passive

atelectasis. No evidence of infection.

MR head, contrast ('2/12)> pending, to r/o hypophysitis

15) Final Assessment
2" Adrenal insufficiency - r/o Pembrolizumab-induced hypophysitis
Subclinical hypothyroidism - r/o Pembrolizumab-induced hypothyroidism

- Immune-related adverse effect (IRAE) of immune checkpoint inhibitor

16) Treatment

Prednisolone IV 70mg - 50mg > 30mg - 10mg - 5mg qd
Levothyroxine IV 50mcg > PO 25mcg qd

check TFT regularly
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