\

H= NCCP National SACT Regimen NCCP civesinne

Tislelizumab and CAPOX Therapy

INDICATIONS FOR USE:

Regimen HSE approved
INDICATION ICD10 | Code reimbursement status*
First-line treatment of adult patients with unresectable, locally C15 00924a | Tislelizumab:
advanced or metastatic oesophageal squamous cell carcinoma ODMS 01/11/2025
(OSCC) whose tumours express programmed death-ligand (PD-L1) Oxaliplatin: N/A
with a tumour area positivity (TAP) score 2 5% Capecitabine: N/A

* This applies to post 2012 indications

Note: As the platinum and fluoropyrimidine based chemotherapy is not defined in the EMA licensed
indication other evidence-based platinum and fluoropyrimidine regimens may be used in combination
with tislelizumab.

TREATMENT:

The starting dose of the drugs detailed below may be adjusted downward by the prescribing clinician, using their
independent medical judgement, to consider each patient’s individual clinical circumstances

Tislelizumab is administered by IV infusion on Day 1 of a 21-day cycle unless patient experiences disease
progression or unacceptable toxicity.

Oxaliplatin is administered by IV infusion on Day 1 of a 21-day cycle for up to 8 cycles unless patient
experiences disease progression or unacceptable toxicity.
Capecitabine is administered orally twice daily on Day 1-14, followed by a 7-day rest period from Day 15-
21. This 21-day period is considered a treatment cycle and should continue for up to 8 cycles unless patient
experiences disease progression or unacceptable toxicity.

Facilities to treat anaphylaxis MUST be present when systemic anti-cancer therapy (SACT) is administered.
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Day Drug Dose Route Diluent & Rate Cycle

1 Tislelizumab 200mg IV infusion 50mL NaCL 0.9% over 60 minutes? Every 21 days

1 Oxaliplatin 130mg/m? IV infusion 500mL glucose 5% over 2 hours® Every 21 days for up to 8
cycles

1-14 Capecitabine®® | 1000mg/m? twice daily | PO with food | N/A Every 21 days for up to 8
cycles

aThe first infusion should be administered over a period of 60 minutes. If this is well tolerated, the subsequent infusions may be administered over a
period of 30 minutes.

The infusion should be given via an intravenous line containing a sterile, non-pyrogenic, low-protein-binding 0.2 or 0.22 micron in-line or add-on
filter.

The diluted solution should have a final concentration ranging between 2-5mg/mL.

bOxaliplatin is incompatible with NaCl 0.9%. Do not piggyback or flush lines with NaCl 0.9%. For oxaliplatin doses < 104mg use 250mL glucose 5%.
Increase infusion rate time to 4-6 hours in case of laryngopharyngeal dysaethesia reaction.

¢Capecitabine is commonly available as 150mg, 300mg and 500mg tablets. The dose to be administered should consider the available tablet strengths.
Please refer to the NCCP DOSE BANDING TABLES - Available on the NCCP website for capecitabine.
Total daily dose = 2000mg/m?

dTablets should be swallowed whole with plenty of water with food or within 30 minutes of eating. Tablets should not be crushed or cut.

Note: Administration volumes and fluids have been standardised to facilitate electronic prescribing system builds.

ELIGIBILITY:

e Indication as above

e PD-L1 status confirmed by a validated test method
e ECOGO-2

e Adequate organ function

CAUTIONS:

e History of serious autoimmune disease

e Immunosuppressive doses of systemic corticosteroids or other immunosuppressive
medication(s) (defined as > 10mg prednisoLONE/day (or steroid equivalent, excluding inhaled
or topical steroids))

e Any active clinically significant infection requiring therapy

e Untreated brain metastases

e Peripheral neuropathy with functional impairment prior to first cycle

e Clinically significant cardiovascular disease

e Severe renal impairment (creatinine clearance < 30mL/minute)

e History of interstitial lung disease
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EXCLUSIONS:

e Hypersensitivity to tislelizumab, oxaliplatin, capecitabine or any of the excipients

e Information regarding prior therapy with an anti PD-1 or anti PD-L1 antibody is Available on the
NCCP website

e Known complete dihydropyrimidine dehydrogenase (DPD) deficiency

e Pregnancy

e Breastfeeding

PRESCRIPTIVE AUTHORITY:

The treatment plan must be initiated by a Consultant Medical Oncologist.

TESTS:

Baseline tests:

e FBC, renal and liver profile

e Blood glucose

e Thyroid function tests

e PD-L1 testing using the VENTANA platform and SP263 antibody on the request of a Consultant
Medical Oncologist where there is an intention to treat with tislelizumab in line with this
licensed indication

¢ INR tests if patient is on warfarin (as clinically indicated)

e DPD testing prior to first treatment with capecitabine using phenotype and/or genotype testing
unless patient has been previously tested

o In patients with moderate or severe renal impairment, blood uracil levels used for DPD
phenotyping should be interpreted with caution, as impaired kidney function can lead to
increased uracil blood levels. Consequently, there is an increased risk for incorrect diagnosis of
DPD deficiency, which may result in under dosing of 5-Fluorouracil or other fluoropyrimidines,
leading to reduced treatment efficacy. Genotype testing for DPD deficiency should be
considered for patients with renal impairment

Regular tests:

e FBC, renal and liver profile prior to each cycle

e Blood glucose prior to each cycle

e Thyroid function tests every 3-6 weeks

e INR tests if patient is on warfarin (as clinically indicated)

e Cortisol as clinically indicated

e Peripheral neuropathy assessment prior to each cycle

e Assessment of hands and feet for palmar-plantar erythrodyaesthesia (PPE) as clinically
indicated
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Disease monitoring:

Disease monitoring should be in line with the patient’s treatment plan and any other test(s) as directed by
the supervising Consultant.

DOSE MODIFICATIONS:

e Any dose modification should be discussed with a Consultant

Tislelizumab:
e Dose reductions of tislelizumab is not recommended. Tislelizumab should be withheld or
discontinued based on safety and tolerability as described in Table 7
Oxaliplatin:
e Dose reductions to manage therapy-induced adverse reactions for oxaliplatin are outlined in
Tables 1-6 below

Capecitabine:
e Consider a reduced starting dose in patients with identified partial DPD deficiency
o Initial dose reduction may impact the efficacy of treatment. In the absence of serious
toxicity, subsequent doses may be increased with careful monitoring

e Toxicity due to capecitabine administration may be managed by symptomatic treatment
and/or modification of the dose (treatment interruption or dose reduction)

e Once the dose has been reduced, it should not be increased at a later time

e For those toxicities considered by the treating physician to be unlikely to become serious or
life-threatening, e.g. alopecia, altered taste, nail changes, treatment can be continued at the
same dose without reduction or interruption

e Patients taking capecitabine should be informed of the need to interrupt treatment
immediately if moderate or severe toxicity occurs

e Doses of capecitabine omitted for toxicity are not replaced

e Dose reductions to manage therapy-induced adverse reactions for capecitabine are outlined in
Tables 1-6 below

Table 1: Dose reduction levels for oxaliplatin and capecitabine for non-neurologic toxicity

Drug Starting dose Dose level -1 Dose level -2 Dose level -3
Oxaliplatin 130mg/m? 100mg/m? 85mg/m? Discontinue
Capecitabine 1000mg/m?BD | 750mg/m? BD 500mg/m? BD Discontinue
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Haematological:

NCCP National SACT Regimen

National Cancer
Control Programme

e Patients with baseline neutrophil counts < 1.5x10° and/or platelet counts of < 100x10° should

not be treated with capecitabine

Table 2: Dose modifications for oxaliplatin and capecitabine for haematological toxicity

TOXICITY Dose Level for Subsequent Cycles

Prior to a Cycles (DAY 1) Grade | ANC Oxaliplatin Capecitabine

(x 10%/L)

e IfANC<1.20nDay1lofcycle hold |1 >1.2 Maintain dose level | Maintain dose level
treatment, weekly FBC, maximum 2 1-1.19 Maintain dose level | Maintain dose level
of 2 times 3 0.5-0.99 V1 dose level ¥ 1dose level

e ANC 2> 1.2 within 2 weeks, proceed | 4 <0.5 V2 dose levels V2 dose levels
with treatment at the dose level
noted across from the lowest ANC
result of the delayed week(s)

e |f ANC remains < 1.2 after 2 weeks
discontinue treatment

Grade | Platelets Oxaliplatin Capecitabine
(x10°/L)

e If platelets < 75 on Day 1 of cycle, 1 275 Maintain dose level | Maintain dose level
hold treatment, weekly FBC, 2 50-74.9 Maintain dose level | Maintain dose level
maximum of 2 weeks 3 10-49.9 ¥ 1dose level ¥ 1dose level

e Platelets > 75 within 2weeks, 4 <10 ¥ 2 dose levels ¥ 2dose levels
proceed with treatment at the
dose level noted across from the
lowest platelets result of the
delayed week(s)

e |f platelets remain < 75 after 2
weeks discontinue treatment
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Renal and Hepatic Impairment:

Table 3: Dose modifications in renal and hepatic impairment

NCCP National SACT Regimen

Drug Renal Impairment Hepatic Impairment
Severity Dose Severity Dose
Tislelizumab®® Mild to moderate | No dose adjustment is Mild or moderate | No dose adjustment is
recommended recommended

Severe

Data too limited to draw
conclusions on this population

Severe

Data too limited to draw
conclusions on this
population

Oxaliplatin®

CrCl (mL/minute)

Dose

=30

No dose adjustment is needed

<30

Consider 50% of the original dose

Haemodialysis

Consider 50% of the original dose
Haemodialyse within 1.5 hours
after administration

No dose adjustment is needed

Capecitabine® ¢

CrCl (mL/minute)

Dose

51-80

No dose adjustment is needed

30-50

75% of original dose

<30

Not recommended

Haemodialysis

Not recommended

No dose adjustment is needed

aDose modification recommendations in renal and hepatic impairment for tislelizumab obtained from SmPC

bReference Table 7 for treatment modification of tislelizumab in treatment-related hepatotoxicity

‘Dose modification recommendations in renal and hepatic impairment for capecitabine and oxaliplatin obtained from Giraud et al 2023

dReference Table 4 for dose modification of capecitabine in treatment-related hepatotoxicity

Table 4: Dose modification of capecitabine in treatment-related hepatotoxicity

Bilirubin

ALT/AST

Dose Modification

>3 xULN | or

>2.5x ULN

Withhold treatment until bilirubin decreases to < 3.0 x ULN or ALT/AST decrease to < 2.5
x ULN

Management of adverse events:

Table 5: Dose modification of oxaliplatin due to oxaliplatin induced peripheral neuropathy

Toxicity Grade

Dose Modification of oxaliplatin

Grade 1

100%

Grade 2 paraesthesia persisting until next cycle

Reduce dose to 100mg/m?

Grade 3 paraesthesia > 7 days but resolved before next cycle

Reduce dose to 100mg/m?

Grade 3 paraesthesia persisting until next cycle

Discontinue oxaliplatin

Grade 4 of any duration

Discontinue oxaliplatin
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Table 6: Dose Modifications for oxaliplatin and capecitabine for Non-Haematologic, Non-Neurologic Toxicity

Prior to a Cycle (Day 1) Dose Level for Subsequent Cycles
Diarrhoea Grade ** Oxaliplatin Capecitabine
o If diarrhoea grade 2 on Day 1 of any cycle, hold | 1 Increase of < 4 stools/day | Maintain dose level | Maintain dose level
treatment. Perform weekly checks maximum 2 over baseline
times. 2 Increase of 4 to 6 Maintain dose level Maintain dose level
o If diarrhoea < Grade 2 within 2 weeks, proceed stools/day over baseline
with treatment at the dose level noted across 3 Increase of > 7 stools/day Maintain dose level WV 1 dose level
from the Highest grade experienced. 4 3aIncrease of 10 or more W 1 dose level W 2 dose levels*
o If diarrhoea remains Grade 2 after 2 weeks, stools/day or grossly
discontinue treatment. bloody diarrhoea; may
require parenteral
support.
Urgent intervention
indicated
Stomatitis Grade ** Oxaliplatin Capecitabine
o If stomatitis > Grade 2 on Day 1 of any cycle, 1 Asymptomatic or mild Maintain dose level | Maintain dose level
hold treatment. Perform weekly checks, symptoms; intervention
maximum 2 times. not indicated
o |f stomatitis < Grade 2 within 2 weeks, 2 Moderate pain or ulcer Maintain dose level Maintain dose level
proceed with treatment at the dose level that does not interfere
noted across from the highest Grade with oral intake; modified
experienced. diet indicated
o |f stomatitis remains >Grade 2 after 2 weeks, 3 Severe pain; interfering Maintain dose level WV 1 dose level
discontinue treatment. with oral intake
4 3As above but mucosal W 1 dose level W 2 dose levels*
necrosis and/or requires
enteral support,
dehydration.
Urgent intervention
indicated
Palmar-Plantar Erythrodysaesthesia (Hand-Foot | Grade ** Oxaliplatin Capecitabine
Syndrome)
o |f hand-foot skin reaction > Grade 2 on Day 1 1 Minimal skin changes or Maintain dose level Maintain dose level
of any cycle, hold treatment. Perform weekly dermatitis (e.g.,
checks, maximum 2 times erythema, oedema, or
e |f hand-foot skin reaction is < Grade 2 within 2 hyperkeratosis) without
weeks, proceed with treatment at the dose pain
level noted across from the highest Grade 2 Skin changes (e.g., Maintain dose level | Maintain dose level
experienced peeling, blisters, bleeding,
o If hand-foot skin reaction remains > Grade 2 fissures, oedema, or
after 2 weeks, discontinue treatment hyperkeratosis) with pain;
limiting instrumental ADL
3 Severe skin changes (e.g., Maintain dose level | W 1 dose level
peeling, blisters, bleeding,
fissures, oedema, or
hyperkeratosis) with pain;
limiting self-care ADL

*If treatment with capecitabine is discontinued, then oxaliplatin is also discontinued

**AE Grading CTCAE v5.0
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Table 7: Recommended treatment modifications of tislelizumab for adverse events

Immune-related adverse reaction Severity! Tislelizumab treatment modification
Pneumonitis Grade 2 Withhold??
Recurrent grade 2; Grade 3 or 4 Permanently discontinue?
Hepatitis ALT or AST > 3 to 8 x ULN or total Withhold? 3
bilirubin > 1.5 to 3 x ULN
ALT or AST > 8 x ULN or total bilirubin > Permanently discontinue?
3 x ULN
Rash Grade 3 Withhold? 3
Grade 4 Permanently discontinue?
Severe cutaneous adverse reactions Suspected SCARs, including SJS or TEN Withhold?3

(SCARs)

For suspected SJS or TEN, do not resume
tislelizumab unless SJIS/TEN has been ruled
out in consultation with appropriate
specialist(s)

Confirmed SCARs, including SJS or TEN

Permanently discontinue

Colitis Grade 2 or 3 Withhold? 3
Recurrent grade 3; Grade 4 Permanently discontinue?
Myositis/rhabdomyolysis Grade 2 or3 Withhold? 3

Recurrent grade 3; Grade 4

Permanently discontinue?

Hypothyroidism

Grade 2,3 0r4

May be managed with replacement therapy
without treatment interruption

Hyperthyroidism

Grade 3 or4

Withhold?

For Grade 3 or 4 that has improved to Grade
<2 and is controlled with anti-thyroid
therapy, if indicated, continuation of
tislelizumab may be considered after
corticosteroid taper. Otherwise, treatment
should be discontinued

Adrenal insufficiency

Grade 2

Consider withholding treatment until
controlled by HRT

Grade 3 or4

Withhold?

For Grade 3 or 4 that has improved to Grade
<2 and is controlled with HRT, if indicated,
continuation of tislelizumab may be
considered after corticosteroid taper.
Otherwise, treatment should be
discontinued?

Hypophysitis

Grade 2

Consider withholding treatment until
controlled by HRT

Grade 3 or4

Withhold? 3

For Grade 3 or 4 that has improved to Grade
<2 and is controlled with HRT, if indicated,
continuation of tislelizumab may be
considered after corticosteroid taper.
Otherwise, treatment should be
discontinued?

Type 1 diabetes mellitus

Type 1 diabetes mellitus associated with
Grade > 3 hyperglycaemia (glucose >250
mg/dL or >13.9 mmol/L) or associated
with ketoacidosis

Withhold

For Grade 3 or 4 that has improved to Grade
< 2 with insulin therapy, if indicated,
continuation of tislelizumab may be
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considered once metabolic control is
achieved. Otherwise, treatment should be
discontinued

Nephritis with renal dysfunction

Grade 2 (creatinine > 1.5 to 3 x baseline
or>1.5to 3 x ULN)

Withhold?*3

Grade 3 (creatinine > 3 x baseline or > 3
to 6 x ULN) or Grade 4 (creatinine > 6 x
ULN)

Permanently discontinue?

Myocarditis Grade2,30r4 Permanently discontinue3
Neurological toxicities Grade 2 Withhold? 3

Grade 3 or4 Permanently discontinue?
Pancreatitis Grade 3 pancreatitis or Grade 3 or 4 Withhold? 3

serum amylase or lipase levels increased

(>2 x ULN)
Grade 4 Permanently discontinue?
Other immune-related adverse reactions Grade 3 Withhold? 3
Recurrent Grade 3; Grade 4 Permanently discontinue3
Infusion-related reactions Grade 1 Consider pre-medication for prophylaxis of
subsequent infusion reactions
Slow infusion rate by 50%
Grade 2 Interrupt infusion
Resume infusion if resolved or decreased to
Grade 1, and slow infusion rate by 50%
Grade3or4 Permanently discontinue

ALT = alanine aminotransferase, AST = aspartate aminotransferase, HRT = hormone replacement therapy, SJS = Stevens-Johnson syndrome,
TEN = Toxic epidermal necrolysis, ULN = upper limit of normal

1Toxicity grades are in accordance with National Cancer Institute Common Terminology Criteria for Adverse Events Version 4.0 (NCI-CTCAE v4.0).
Hypophysitis grade is in accordance with NCI-CTCAE v5.0.

2Resume in patients with complete or partial resolution (Grade 0 to 1) after corticosteroid taper over at least 1 month. Permanently discontinue if no
complete or partial resolution within 12 weeks of initiating corticosteroids or inability to reduce prednisoLONE to < 10mg/day (or equivalent) within

12 weeks of initiating corticosteroids.

3Initial dose of 1 to 2 mg/kg/day prednisoLONE or equivalent followed by a taper to < 10mg/day (or equivalent) over at least 1 month is

recommended, except for pneumonitis, where initial dose of 2 to 4 mg/kg/day is recommended.

SUPPORTIVE CARE:

EMETOGENIC POTENTIAL:

e Asoutlined in NCCP Classification Document for Systemic Anti-Cancer Therapy (SACT) Induced Nausea and Vomiting Available

on the NCCP website

Tislelizumab:
Oxaliplatin:
Capecitabine:

For information:

Minimal (Refer to local policy)
Moderate (Refer to local policy)
Minimal to low (Refer to local policy)

Within NCIS regimens, antiemetics have been standardised by the Medical Oncologists and Haemato-oncologists and

information is available in the following documents:
e  NCCP Supportive Care Antiemetic Medicines for Inclusion in NCIS (Medical Oncology) - Available on the NCCP website
e NCCP Supportive Care Antiemetic Medicines for Inclusion in NCIS (Haemato-oncology) - Available on the NCCP website
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PREMEDICATIONS:

None usually required unless patient has had a previous hypersensitivity.

OTHER SUPPORTIVE CARE:

e Anti-diarrhoeal treatment (as per local policy)
e Management of PPE (as per local policy)

ADVERSE EFFECTS:

e Please refer to the relevant Summary of Product Characteristics (SmPC) for details
e Tislelizumab is subject to additional monitoring. Healthcare professionals are asked to report
any suspected adverse reactions.

REGIMEN SPECIFIC COMPLICATIONS:
e Please refer to the relevant Summary of Product Characteristics (SmPC) for details.

e Platinum Hypersensitivity: Special surveillance should be ensured for patients with a history
of allergic manifestations to other products containing platinum. In case of anaphylactic
manifestations, the infusion should be interrupted immediately, and an appropriate
symptomatic treatment started. Re-administration of oxaliplatin to such patients is
contraindicated.

e Laryngopharyngeal dysesthesia: An acute syndrome of larynopharyngeal dysesthesia occurs
in 1% - 2% of patients and is characterised by subjective sensations of dysphagia or
dyspnoea/feeling of suffocation, without any objective evidence of respiratory distress (no
cyanosis or hypoxia) or of laryngospasm or bronchospasm. Symptoms are often precipitated
by exposure to cold. Although antihistamines and bronchodilators have been administered in
such cases, the symptoms are rapidly reversible even in the absence of treatment. Prolongation
of the infusion helps to reduce the incidence of this syndrome

¢ Haemolytic Uraemic Syndrome (HUS): Oxaliplatin therapy should be interrupted if HUS is
suspected: hematocrit is less than 25%, platelets less than 100,000 and creatinine greater than
or equal to 135 micromol/L. If HUS is confirmed, oxaliplatin should be permanently
discontinued.

e DPD deficiency: DPD is an enzyme encoded by the DPYD gene which is responsible for the
breakdown of fluoropyrimidines. Patients with DPD deficiency are therefore at increased risk
of fluoropyrimidine-related toxicity, including for example stomatitis, diarrhoea, mucosal
inflammation, neutropenia and neurotoxicity. Treatment with 5-Fluorouracil, capecitabine or
tegafur-containing medicinal products is contraindicated in patients with known complete DPD
deficiency. Consider a reduced starting dose in patients with identified partial DPD deficiency.
Initial dose reduction may impact the efficacy of treatment. In the absence of serious toxicity,
subsequent doses may be increased with careful monitoring. Therapeutic drug monitoring
(TDM) of 5-Fluorouracil may improve clinical outcomes in patients receiving continuous 5-
Fluorouracil infusions.
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DRUG INTERACTIONS:

e  Current SmPC and drug interaction databases should be consulted for information
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