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Supplementary Figure 1. Patient’s timeline of events.

- PET-CT: bone-only
involvement, no pancreatic
metastases

- Random glucose level of 5.2
mmol/L on 31 Oct 2020

- No personal and family
history of diabetes mellitus

Netupitant/palonosetron tablet and
dexamethasone 12 mg in the morning
on day 1 then dexamethasone 8 mg in
the morning from days 2 to 4 were
given for each cycle of EP as
antiemetic
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Baseline morning cortisol level of 36 nmol/L,
thyroxine level of 16.9 nmol/L, and TSH
level of 3.67 mIU/L on 11 Nov 2021 before
start of pembrolizumab

Hydrocortisone 10 mg bd was started since
16 Nov 2021. No ACTH and anti-adrenal
antibodies were checked before starting
Fasting glucose level of 5.8 mmol/L on 17
Nov 2021

Fasting glucose was not monitored before
each dose of pembrolizumab subsequently
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At presentation:

- Spot glucose level: 55.7 mmol/L
- Venous blood gas: pH 7.22

- Bicarbonate level: 9.6 mmol/L

- Base excess level: -16.7 mmol/L

After stabilisation with insulin infusion:

- Insulin level: 1.6 mIU/L (normal: 2.6-24.9)

- C-peptide level: 0.06 nmol/L (normal: 0.30-2.40)

- HbAlc level: 10.8%

- Normal anti-GADG5 (<5.0 IU/ml) and anti-IA2
(<10 IU/ml)

- HLA type was not checked

Fast-acting insulin of 8 units every 4 hrs 30 mins
before meal were given during glargine therapy

Dec 2020: May 2021: CT Nov 2021: CT showed

Diagnosis of EP x 6 cycles showed mixed disease disease progression .
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Jan 2021: Palliative RT to
the cervical and thoracic
spine, EP started

Overall survival: 17 mo
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Repeated
admissions for
insulin titration

Time from DKA to death: 4 mo
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Abbreviations: ACTH = adrenocorticotropic hormone; bd = twice a day; CT = computed tomography; DKA = diabetic ketoacidosis; EP = etoposide and cisplatin; HbAlc =
glycated haemoglobin; HLA = human leukocyte antigen; IV = intravenous; PET-CT = positron emission tomography—computed tomography; RT = radiotherapy; TSH =
thyroid-stimulating hormone.



Supplementary Figure 2. Workflow for assessment of hyperglycaemia during
immunotherapy.

Pre-treatment: evaluate for preexisting autoimmune diseases and paraneoplastic
syndromes, as well as baseline fasting glucose level +/- HbAlc testing

During treatment: monitor RG level

before each dose, optimise preexisting
T2DM

RG level >13.9 mmol/1.!

1. Screen for acute diabetic complications:
blood for electrolytes, osmolarity, renal
function, blood gas, and beta-
hydroxybutyrate; urine for ketones

2. C-peptide level

Low C-peptide level Normal C-peptide level
CIADM Not CIADM

1. Initiate insulin therapy 1. Work up for other causes of

2. Consult endocrinologist hyperglycaemia

3. Admit and treat DKA if 2. If worsening T2DM: dietary
present advice, oral antiglycaemic

4. Consider test for agents +/- initiate insulin
autoantibodies 3. Continue immunotherapy

5. Continue immunotherapy
after glucose levels
stabilise

Abbreviations: CIADM = immune checkpoint inhibitor—associated autoimmune diabetes mellitus; DKA =
diabetic ketoacidosis; HbA lc = glycated haemoglobin; RG = random glucose; T2DM = type 2 diabetes mellitus.
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