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Essential therapeutic features NHS impact 

Substance:Pembr

olizumab 
 

Brand 

Name:Keytruda 
 

Originator/licens

ee:Merck Sharp 

& Dohme B.V. 
 

Classification: NI 
 

ATC code: 

L01FF02 
 

Orphan Status: 

Eu: No 

Us: No 
 

Mechanism of 

action: 

Pembrolizumab is 

a highly selective 

humanized 

monoclonal IgG4 

antibody directed 

against the PD-1 

receptor on the 

cell surface. The 

drug blocks the 

PD-1 receptor, 

preventing 

binding and 

activation of PD-

L1 and PD-L2. 

This mechanism 

causes the 

activation of T-

cell mediated 

immune 

responses against 

tumor cells [1]. 

Authorized Indication:  

EMA: Pembrolizumab, in combination 

with Cht with or without bevacizumab, is 

indicated for the treatment of persistent, 

recurrent, or metastatic cervical cancer 

in adults whose tumours express PD�L1 

with a CPS ≥1 [2]. 
 

FDA: Pembrolizumabin combination with 

Cht, with or without bevacizumab, in 

indicated for the treatment of patients 

with persistent, recurrent, or metastatic 

cervical cancer whose tumors expressPD-

L1 (CPS ≥1) [3]. 
 

Route of administration: IV 

 

Licensing status 

EU CHMP P.O. date: 24/03/2022 

EU M.A. date: 

FDA M.A. date: 13/10/2021 
 

EU Speed Approval Pathway:No 

FDA Speed Approval Pathway: No 
 

----- 

ABBREVIATIONS: 
AE: Adverse Event 

AUC: Area Under the concentration-time Curve 

BSA: Body Surface Area 

Cht: Chemotherapy 

CI: Confidence Interval 

CPS: Combined Positive Score: the number of PD-L1-

staining cells (tumour cells, lymphocytes and 

macrophages) divided by the total number of viable 

tumour cells, multiplied by 100. 

HR: Hazard Ratio 

Ig: Immunoglobulin 

OS: Overall Survival 

PFS: Progression-free survival 

Pts: patients 

PD-L: Programmed death ligand 

Q3W: every 3 weeks 

SAE: Serious Adverse Event 

UTI: Urinary Tract Infection 

Summary of clinical EFFICACY: 

Keynote-826 (NCT03635567): is a phase 3, randomized, double blind trial. Eligible pts were ≥18 years of age 

and had persistent, recurrent, or metastatic adenocarcinoma, adenosquamous carcinoma, or squamous-cell 

carcinoma of the cervix, not been treated with systemic Cht. Pts were randomized 1:1 to receive 

Pembrolizumab IV 200 mg (n=308) or placebo IV (n=309) Q3W for up to 35 cycles. Pts with a PD-L1 CPS≥1 

were 89% in both groups. All the pts were to receive paclitaxel IV (175 mg/m
2
of BSA) and cisplatin IV (50 

mg/m
2
) or carboplatin IV (AUC 5 mg/ml/min) Q3W. Pts could receive bevacizumab IV(15 mg/Kg of body 

weight) Q3W at the investigator’s discretion. The dual primary endpoints were OS and PFS, assessed by the 

investigator. PSF and OS were significantly longer in the Pembrolizumab group than in the placebo group in 

pts with with a PD-L1 CPS ≥1: median PFS, 10.4 months (95% CI, 9.7-12.3) vs 8.2 months (95% CI, 6.3-8.5); HR 

for disease progression or death, 0.62; 95% CI, 0.50-0.77; p<0.001. OS: 24-month estimate of pts alive was 

53% (95% CI, 46.0-59.4) vs 41.7% (95% CI, 34.9-48.2); HR for death, 0.64; 95% CI 0.50-0.81; p<0.001 [4]. 
 

Summary of clinical  SAFETY: 

More than 99% of pts in both groups experienced AEs. The most common AEs in the Pembrolizumab group 

were anemia (61% vs 53% in the placebo group), alopecia (56% vs 58%) and nausea (40% vs 44%). AEs with 

an incidence ≥10% with a was a greater risk in the Pembrolizumab group than in the placebo group were 

hypothyroidism (18% vs 9%) and decreased white-cell count (12% vs 7%).SAEs occurred in 50% of pts in the 

Pembrolizumab group and in 42% of pts in the placebo group; the most common SAEs were febrile 

neutropenia (7% vs 4%) and UTI (5% vs 6%). AEs that led to a discontinuation of any trial agent were 38% and 

27% of pts, respectively. AEs led to death in 14 pts in each group (5%); of these, 2 events (<1%) in the 

Pembrolizumab group and 4 events (1%) in the placebo group were considered by the investigator to be 

related to any trial agent [4]. 
 

Ongoing studies: 

● For the same indication:Yes (NCT04221945) 

● For other indications:Yes 

Discontinued studies (for the same indication):No 
 

----- 
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Cost of therapy: 

The cost for one cycle (200 mg, Q3W) is € 

27.424, ex-factory price [5]. 
 

Epidemiology: 

It is estimated that, in EU countries in 

2020, cervical cancer accountedfor about 

30.000 new cases and about 13.500 

deaths. The estimated incidence in Italy 

ranges between 5,7 and 11 new cases per 

100.000 women [6]. 

----- 

POSSIBLE PLACE IN THERAPY 

Paclitaxel and cisplatin combined with 

bevacizumab is considered the preferred 

1
st

line regimen in metastatic or recurrent 

cervical cancer [I, A]. The combination of 

paclitaxel and carboplatin could be 

considered an alternative for pts that are 

not candidates for cisplatin [7]. 
 

OTHER INDICATIONS IN DEVELOPMENT 

HER2-Negative Breast Cancer 

(NCT03989089), Multiple Myeloma 

(NCT04258683), Carcinoma of Unknown 

Primary (NCT03391973) [8]. 
 

SAME INDICATION IN EARLIER LINE(S) OF 

TREATMENT:/ 
 

OTHER DRUGS IN DEVELOPMENT for the 

SAME INDICATION  

Tisotumabvedotin (NCT04697628), 

Camrelizumab+Famitinib malate 

(NCT04906993), Durvalumab 

(NCT03830866), 

Tiragolumab+Atezolizumab 

(NCT04300647), Atezolizumab 

(NCT03556839) [9]. 
 

*Service reorganization: No 

*Possible off label use: Yes 
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