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Pembrolizumab in combination with chemoradiotherapy  

INDICATIONS FOR USE: 

 
INDICATION 

 
ICD10 

Regimen 
Code 

HSE approved 
reimbursement 
status* 

Pembrolizumab in combination with chemoradiotherapy (external beam 
radiation therapy followed by brachytherapy), is indicated for the treatment 
of FIGO 2014 Stage III - IVA locally advanced cervical cancer in adults who 
have not received prior definitive therapy. 

 C53 00943a  
ODMS  
01/08/2026 

* This applies to post 2012 indications  

 

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 patients individual clinical circumstances.  

 
 
Pembrolizumab is administered on Day 1 of each cycle.   
CISplatin is administered on Day 1, 8, 15 on cycle 1, and Day 1 and 8 of cycle 2. An additional dose of 
CISplatin on cycle 2 Day 15 may be given at the discretion of the treating clinician. 
Treatment on cycles 1 and 2 are given concomitantly with radiation therapy. 

 
 
Facilities to treat anaphylaxis MUST be present when systemic anti-cancer therapy (SACT) is administered.   
 
Atypical responses (i.e., an initial transient increase in tumour size or small new lesions within the first few 
months followed by tumour shrinkage) have been observed. It is recommended to continue treatment for 
clinically stable patients with initial evidence of disease progression until disease progression is confirmed. 
 
 
Cycle frequency and duration: 
Cycles 1 to 5 are every 21 days. 
Cycles 6 to 20 are every 42 days.  
 
Treatment should continue for up to 24 months unless the patient experiences disease progression or 
unacceptable toxicity first.   
 
 
 
 
 
 
 
 
 

 

http://www.hse.ie/eng/Disclaimer
http://www.hse.ie/NCCPchemoprotocols
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Cycle 1  
Admin. 
Order 

Day Drug Dose Route Diluent & Rate Cycles 

1 1 Pembrolizumaba 200mg  IV Infusion 100mL NaCl 0.9% over 30 minutes b  1  

2 1,8,15 CISplatinc 40mg/m2  IV Infusion  1000mL NaCl 0.9% over 60 minutes (Pre 
and Post hydration therapy required)d,e 

1  

aPembrolizumab is diluted to a final concentration ranging from 1-10mg/mL. 
b Administer using a low-protein binding 0.2 to 5 micrometre in-line or add-on filter. 

c CISplatin (radiosensitizer) – Radiotherapy Since CISplatin is used in this protocol as a radiosensitising agent, it is to be administered 
on the day on which radiotherapy is delivered. Radiotherapy should start after CISplatin infusion is completed. If radiotherapy is 
cancelled on the CISplatin day, do not give CISplatin that day and postpone chemotherapy until radiation therapy resumes.  

dPre and post hydration therapy required for CISplatin 
See local hospital policy recommendations.  
Suggested prehydration for CISplatin therapy:  

• Administer 10mmol magnesium sulphate (MgSO4) (+/-KCl 10-20mmol/L if indicated) in 1000mL NaCl 0.9% over 60 – 120 
minutes (Refer to relevant local hospital policy for advice on administration of electrolyte infusions). 

Administer CISplatin as described above   
Post hydration: Administer 1000mL 0.9% NaCl over 60 minutes. 
eMannitol 10% may be used as per local policy to induce diuresis, although there is no conclusive evidence that this is required. The 
routine use of furosemide to increase urine flow is not recommended unless there is evidence of fluid overload.  

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

Cycle 2   
Admin. 
Order 

Day Drug Dose Route Diluent & Rate Cycles 

1 1 Pembrolizumaba 200mg  IV Infusion 100mL NaCl 0.9% over 30 minutes b  2 

2 1,8,15c CISplatind 40mg/
m2  

IV Infusion  1000mL NaCl 0.9% over 60 minutes (Pre 
and Post hydration therapy required)e,f 

2  

aPembrolizumab is diluted to a final concentration ranging from 1-10mg/mL. 
b Administer using a low-protein binding 0.2 to 5 micrometre in-line or add-on filter. 

cAdditional dose of CISplatin on C2 day 15 may be considered at the discretion of the treating consultant. 
d CISplatin (radiosensitizer) – Radiotherapy Since CISplatin is used in this protocol as a radiosensitising agent, it is to be administered 
on the day on which radiotherapy is delivered. Radiotherapy should start after CISplatin infusion is completed. If radiotherapy is 
cancelled on the CISplatin day, do not give CISplatin that day and postpone chemotherapy until radiation therapy resumes.  

ePre and post hydration therapy required for CISplatin 
See local hospital policy recommendations.  
Suggested prehydration for CISplatin therapy:  

• Administer 10mmol magnesium sulphate (MgSO4) (+/-KCl 10-20mmol/L if indicated) in 1000mL NaCl 0.9% over 60 – 120 
minutes (Refer to relevant local hospital policy for advice on administration of electrolyte infusions). 

Administer CISplatin as described above   
Post hydration: Administer 1000mL 0.9% NaCl over 60 minutes. 
fMannitol 10% may be used as per local policy to induce diuresis, although there is no conclusive evidence that this is required. The 
routine use of furosemide to increase urine flow is not recommended unless there is evidence of fluid overload.  

 
 
Cycles 3 to 5 (21 days)   

Day Drug Dose Route Diluent & Rate Cycles 

1 Pembrolizumaba  200mg IV Infusion 100mL NaCl 0.9% over 30 minutes b  3, 4 and 5  
aPembrolizumab is diluted to a final concentration ranging from 1-10mg/mL. 
b Administer using a low-protein binding 0.2 to 5 micrometre in-line or add-on filter. 

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

http://www.hse.ie/eng/Disclaimer
http://www.hse.ie/NCCPchemoprotocols
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Cycles 6 to 20 (42 days) 
Day Drug Dose Route Diluent & Rate Cycles  

1 Pembrolizumaba  400mg IV Infusion 100mL NaCl 0.9% over 30 minutes b  6 to 20 
aPembrolizumab is diluted to a final concentration ranging from 1-10mg/mL. 
b Administer using a low-protein binding 0.2 to 5 micrometre in-line or add-on filter. 

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

 
 

ELIGIBILITY: 

• Indications as above 
• ECOG 0-1*  

*ECOG 2 may be considered at the discretion of a Consultant Medical Oncologist 

• Adequate hepatic, renal, and bone marrow function 
 
 

CAUTIONS:  

• History of serious autoimmune disease 

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

• Any active clinically significant infection requiring therapy 

• Untreated brain metastases 

• History of interstitial lung disease 
 

 

EXCLUSIONS: 

• Hypersensitivity to pembrolizumab, CISplatin or any of the excipients. 

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

• Pre-existing renal impairment  

• Significant hearing impairment/tinnitus  

• Pregnancy  

• Breastfeeding 
 
 

PRESCRIPTIVE AUTHORITY: 

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

 

 

http://www.hse.ie/eng/Disclaimer
http://www.hse.ie/NCCPchemoprotocols
https://www.hse.ie/eng/services/list/5/cancer/profinfo/medonc/cdmp/information-regarding-previous-treatment-in-nccp-sact-regimens-containing-pd-1-pd-l1-inhibitors.html
https://www.hse.ie/eng/services/list/5/cancer/profinfo/medonc/cdmp/information-regarding-previous-treatment-in-nccp-sact-regimens-containing-pd-1-pd-l1-inhibitors.html


 
NCCP National SACT Regimen   

 

NCCP Regimen: Pembrolizumab in 
combination with Chemoradiotherapy  

Published:  27/07/2026 
Review:  27/07/2027 

Version number: 1 

Tumour Group: Gynaecology 
NCCP Regimen Code: 00943 

IHS/ISMO Contributor:  Prof Maccon Keane  
 

Page 4 of 8 

The information contained in this document is a statement of consensus of NCCP and ISMO or IHS professionals regarding their views of currently accepted 
approaches to treatment. Any clinician seeking to apply or consult these documents is expected to use independent medical judgement in the context of 
individual clinical circumstances to determine any patient's care or treatment. Use of these documents is the responsibility of the prescribing clinician and is 
subject to HSE’s terms of use available at http://www.hse.ie/eng/Disclaimer 

This information is valid only on the day of printing, for any updates please check www.hse.ie/NCCPSACTregimens 

 

TESTS: 

Baseline tests:   

• FBC, renal and liver profile 

• Blood glucose  

• Thyroid function test 

• Audiology referral as clinically indicated 

Regular tests:  

• FBC, renal and liver profile prior to each cycle 

• Blood glucose prior to each cycle 

• Thyroid Function test every 3 to 6 weeks 

• Cortisol as clinically indicated 

• Audiology referral as clinically indicated 

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: 

• Any dose modification should be discussed with a Consultant. 
 

Pembrolizumab dose modifications: 

• Dose reduction is not recommended for pembrolizumab.  

• Management of immune-related adverse reactions may require withholding of a dose or 
permanent discontinuation of pembrolizumab therapy and institution of systemic high-
dose corticosteroid (see table 4). 
 

CISplatin dose modifications:  

• Dose reductions to manage chemotherapy induced adverse reactions are permitted for 
CISplatin treatment may be delayed to allow sufficient time for recovery. Discuss with 
consultant. 

 

Haematological: 

 
Table 2: Dose modification of CISplatin for Haematological Toxicity 

ANC (x10
9
/L)   Platelets (x10

9
/L)  Dose 

<1 or <100 Delay chemotherapy until recovery 

 
 

 

http://www.hse.ie/eng/Disclaimer
http://www.hse.ie/NCCPchemoprotocols
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Renal and Hepatic Impairment: 

Table 3: Recommended dose modification in renal and hepatic impairment 

Drug  Renal Impairment Hepatic Impairment 

Pembrolizumab Renal impairment: No dose adjustment 
is needed. 
Haemodialysis: No need for dose 
adjustment is expected. 

Mild No dose adjustment is needed 

Moderate/Severe No need for dose adjustment is 
expected 

CISplatin CrCl (mL/min) Dose No need for dose adjustment is expected 

50-59 75% of the original 
dose 

40-49 50% of the original 
dose 

<40  Not recommended  

Haemodialysis 50% of the original 
dose may be 
considered.  

Pembrolizumab: Renal and hepatic as per Giraud et al. 
CISplatin: Renal (curative) and hepatic as per Giraud et al. 

 

Management of adverse events: 

Table 4: Management of CISplatin for Adverse Events 

Adverse reactions Recommended dose modification 

Peripheral neuropathy  
Grade 2  
 
Grade 3 or 4 

 
Reduce CISplatin dose by 25%  
 
Omit CISplatin 

 
 
Management of immune-related adverse events: 
Table 5: Recommended treatment modifications for pembrolizumab   

Immune-related 
adverse reactions  

Severity (NCI-CTCAE v.4 grading) Treatment modification 

Pneumonitis  Grade 2  Withhold*  

Grade 3 or 4, or recurrent Grade 2 Permanently discontinue 

Colitis  Grade 2 or 3  Withhold*  

Grade 4 or recurrent Grade 3 Permanently discontinue 

Nephritis  Grade 2 with creatinine > 1.5 to ≤ 3 times upper 
limit of normal (ULN)  

Withhold*  

Grade ≥ 3 with creatinine > 3 times ULN Permanently discontinue 

 

http://www.hse.ie/eng/Disclaimer
http://www.hse.ie/NCCPchemoprotocols
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Endocrinopathies  Grade 2 adrenal insufficiency and 
hypophysitis 

Withhold treatment until controlled by 
hormone replacement 

Grades 3 or 4 adrenal insufficiency 
or symptomatic hypophysitis 
  
Type 1 diabetes associated with Grade ≥ 3 
hyperglycaemia (glucose > 250 mg/dL or > 13.9 
mmol/L) or associated with ketoacidosis  
 
Hyperthyroidism Grade ≥ 3 

Withhold*  
 
For patients with Grade 3 or Grade 4 
endocrinopathy that improved to Grade 2 
or lower and is controlled with hormone 
replacement, if indicated, continuation of 
pembrolizumab may be considered after 
corticosteroid taper, if needed. Otherwise, 
treatment should be discontinued. 

Hypothyroidism Hypothyroidism may be managed with 
replacement therapy without treatment 
interruption. 

Hepatitis Grade 2 with aspartate aminotransferase (AST) or 
alanine aminotransferase (ALT) > 3 to 5 times ULN 
or total bilirubin > 1.5 to 3 times ULN  

Withhold*  
 
 

Grade ≥ 3 with AST or ALT > 5 times ULN or total 
bilirubin > 3 times ULN  

Permanently discontinue  
 
 
 
 

In case of liver metastasis with baseline Grade 2 
elevation of AST or ALT, hepatitis with AST or ALT 
increases ≥ 50% and lasts ≥ 1 week 

Skin reactions Grade 3 or suspected Stevens-Johnson syndrome 
(SJS) or toxic epidermal necrolysis (TEN) 

Withhold*  
 

Grade 4 or confirmed SJS or TEN Permanently discontinue 

Other immune-
related adverse 
reactions** 

Based on severity and type of reaction (grade 2 or 
Grade 3) 

Withhold*  
 

Grade 3 or4 myocarditis 
Grade 3 or 4 encephalitis 
Grade 3 or 4 Guillain-Barre syndrome 
Grade 4 or recurrent Grade 3 

Permanently discontinue 
 
 

Infusion-related 
reactions  

Grade 3 or 4 Permanently discontinue 

* Until adverse reactions recover to Grade 0-1. If treatment related toxicity does not resolve to Grade 0-1 within 
12 weeks after last dose of pembrolizumab or if corticosteroid dosing cannot be reduced to ≤ 10mg predniSONE or 
equivalent per day within 12 weeks, pembrolizumab should be permanently discontinued 
**Pembrolizumab should be permanently discontinued for Grade 4 or recurrent Grade 3 immune-related adverse 
reactions, unless otherwise specified in Table 4. 

 
 
 
 
 
 
 
 

http://www.hse.ie/eng/Disclaimer
http://www.hse.ie/NCCPchemoprotocols
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SUPPORTIVE CARE:   

EMETOGENIC POTENTIAL:  

• As outlined in NCCP Classification Document for Systemic AntiCancer Therapy (SACT) Induced Nausea and Vomiting 
Available on the NCCP website   
 

Pembrolizumab:         Minimal (Refer to local policy) 
CISplatin:                      High (Refer to local policy) 
 
For information: 
Within NCIS regimens, antiemetics have been standardised by the Medical Oncologists and Haemato-oncologists and 
information is available in the following documents: 

• NCCP Supportive Care Antiemetic Medicines for Inclusion in NCIS (Medical Oncology) - Available on the NCCP website  

• NCCP Supportive Care Antiemetic Medicines for Inclusion in NCIS (Haemato-oncology) - Available on the NCCP website  
 

 

PREMEDICATIONS: Not usually required   

OTHER SUPPORTIVE CARE:  

• Hydration pre and post CISplatin administration (Refer to local policy or see recommendations above). 
 

 

ADVERSE EFFECTS: 

• Please refer to the relevant Summary of Product Characteristics (SmPC) for full details of adverse 
effects. 

• Please note the NCCP National SACT regimens do not provide information regarding black triangle (▼) 
status. Please refer to the relevant Summary of Product Characteristics (SmPC) for this information. 

 
 

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

 

DRUG INTERACTIONS: 

• Current SmPC and drug interaction databases should be consulted for information. 
 

COMPANY SUPPORT RESOURCES/Useful Links: 

Please note that this is for information only and does not constitute endorsement by the NCCP 
 

Pembrolizumab Patient Card 

https://assets.hpra.ie/products/Human/10089/094590ae-1f3d-4b15-b76e-3b16bd642782.pdf  

http://www.hse.ie/eng/Disclaimer
http://www.hse.ie/NCCPchemoprotocols
https://www.hse.ie/eng/services/list/5/cancer/profinfo/chemoprotocols/nccp-classification-document-for-systemic-anti-cancer-therapy-sact-induced-nausea-and-vomiting.pdf
https://www.hse.ie/eng/services/list/5/cancer/profinfo/chemoprotocols/antiemetic-medicines-for-inclusion-in-ncis-medical-oncology-.pdf
https://www.hse.ie/eng/services/list/5/cancer/profinfo/chemoprotocols/antiemetic-medicines-for-inclusion-in-ncis-haemato-oncology-.pdf
https://assets.hpra.ie/products/Human/10089/094590ae-1f3d-4b15-b76e-3b16bd642782.pdf
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Comments and feedback welcome at oncologydrugs@cancercontrol.ie. 
 
 
 

http://www.hse.ie/eng/Disclaimer
http://www.hse.ie/NCCPchemoprotocols
https://imsn.ie/wp-content/uploads/2020/10/IMSN-Best-Practice-Guideline-on-IV-Potassium-Oct-2020-approved.pdf
https://imsn.ie/wp-content/uploads/2020/10/IMSN-Best-Practice-Guideline-on-IV-Potassium-Oct-2020-approved.pdf
https://www.eviq.org.au/clinical-resources/side-effect-and-toxicity-management/prophylaxis-and-treatment/184-prevention-and-management-of-cisplatin-induced
https://www.eviq.org.au/clinical-resources/side-effect-and-toxicity-management/prophylaxis-and-treatment/184-prevention-and-management-of-cisplatin-induced
https://www.uptodate.com/contents/cisplatin-nephrotoxicity?search=portilla%20cisplatin&source=search_result&selectedTitle=4%7E150&usage_type=default&display_rank=4
https://www.uptodate.com/contents/cisplatin-nephrotoxicity?search=portilla%20cisplatin&source=search_result&selectedTitle=4%7E150&usage_type=default&display_rank=4
https://www.uptodate.com/contents/cisplatin-nephrotoxicity?search=portilla%20cisplatin&source=search_result&selectedTitle=4%7E150&usage_type=default&display_rank=4
https://pubmed.ncbi.nlm.nih.gov/37269847/
https://www.hse.ie/eng/services/list/5/cancer/profinfo/chemoprotocols/nccp-classification-document-for-systemic-anti-cancer-therapy-sact-induced-nausea-and-vomiting.pdf
https://www.hse.ie/eng/services/list/5/cancer/profinfo/chemoprotocols/nccp-classification-document-for-systemic-anti-cancer-therapy-sact-induced-nausea-and-vomiting.pdf
https://www.ema.europa.eu/en/documents/product-information/keytruda-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/product-information/keytruda-epar-product-information_en.pdf
https://assets.hpra.ie/products/Human/22078/Licence_PA0822-199-001_18032025120043.pdf
mailto:oncologydrugs@cancercontrol.ie

