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Substance: 
Pembrolizum
ab 
 
Brand 
Name:Keytru
da™ 
 
Originator/lic
ensee:Merck 
Sharp & 
Dohme B.V. 
 
Classification: 
NI 
 
ATC 
code:L01XC1
8 
 
Orphan 
Status: 
EU: No 
USA: Yes 
 
Mechanism 
of action: 
Pembrolizum
ab is a 
humanised 
monoclonal 
antibody 
which binds 
to the 
programmed 
cell death-1 
(PD-1) 
receptor and 
blocks its 
interaction 
with ligands 
PD-L1 and 
PD-L2[1]. 

Authorized Indication 
FDA: as monotherapy for the 
treatment of adult pts with relapsed 
or refractory cHL; treatment of 
pediatric pts with refractory cHL, or 
cHL that has relapsed after two or 
more lines of therapy[2]. 
 
EMA: as monotherapy for the 
treatment of adult and paediatric pts 
aged >3 years with relapsed or 
refractory cHL who have failed ASCT 
or following at least two prior 
therapies when ASCT is not a 
treatment option[1]. 
 
Route of administration:IV 
 
Licensing status 
EU CHMP P.O. date: 25/01/2021 
EU M.A. Extension date: 09.03.2021 
FDA M.A. date:09.04.2014 
 
EU Speed Approval Pathway: No 
FDA Speed Approval Pathway: No 
 
----- 
ABBREVIATIONS: 
ASCT: autologous stem cell transplant; 
BIRC: Blinded Independent Central Review;  
BV: brentuximab vedotin; 
cHL: classical Hodgkin Lymphoma; 
CR: complete response; 
CRR: complete response rate;  
GVHD: graft-versus-host disease; 
HL: Hodgkin Lymphoma; 
HSCT: haematopoietic stem-cell transplant; 
IV: intravenously; 
M.A.: Marketing Authorization; 
ORR: Overall response rate; 
OS: overall survival;  
PD: progression disease; 
PFS: progression-free survival;  
PR: partial response;  
Pts: patients;  
STRAE: Serious treatment-related adverse 
events;  
TRAE: Treatment-related adverse event;  
VAT: Valued Added Tax 

Summary of clinical EFFICACY: 
Pivotal: 
KEYNOTE-204 (NCT02684292): ongoing, multicentre, randomised, open-label, phase 3 study conducted in 304 adult pts 
with relapsed or refractory cHL and received at least one prior multi-agent chemotherapy regimen. The trial included pts 
that have responded (achieved a CR or PR) to BV or BV-containing regimens, if previously treated with BV. Pts with prior 
allogenic HSCT within the last five years were excluded; participants who had a transplant before the last five years were 
eligible as long as there were no symptoms of GVHD. 
Pts were randomised (1:1) to receive: 
- Pembrolizumab 200 mg IV every 3 weeks; 

- BV 1.8 mg/kg (max. 180 per dose) IV every 3 weeks. 

Treatment was continued until unacceptable toxicity, PD, or a maximum of 35 cycles. 
The dual primary endpoints were PFS and OS*.According to the results of the interim analysis median PFS was 13.2 months 
(95% CI 10.9–19.4)for pembrolizumab and 8.3 months (5.7–8.8) for BV (HR 0.65 [95% CI 0.48–0.88];p=0·0027[1][2][3]. 
*OS is not reported because an interim analysis of OS was not planned and the required number of events had not 
occurred. 
 

Supportive: 
KEYNOTE-087 (NCT02453594): ongoing, multicentre, single-arm, multi-cohort, non-randomised phase 2 study of IV 
pembrolizumab in 210 adult pts with relapsed or refractory cHL.  Participants were assigned to one of the three cohorts 
defined on the basis of lymphoma progression after: 
1. ASCT and subsequent BV (n=69);  
2.salvage chemotherapy and BV, and thus ineligible for ASCT because of chemoresistant disease (n=81);  
3. ASCT but had not received BV after transplantation (n=60).Pts in this cohortcould have received BV as part of primary 
treatment or as salvage treatment or could have been BV naïve. 
Pts received pembrolizumab 200 mg IV every 3 weeks without premedication for a maximum of 24 months or until 
documented confirmed PD, intolerable toxicity, or investigator decision. 
The primary endpoint of the study was ORR by BICR. According to the results of the interim analysis the ORR across all 
cohorts was 69.0% (95%CI, 62.3% to 75.2%) and the CRR was 22.4% (95% CI,16.9% to 28.6%) [1][2][4]. 
 

Special populations: safety and efficacy of pembrolizumab in paediatric pts was investigated in KEYNOTE-051 
(NCT02332668), an ongoing, combined phase 1 (Part 1 - dose finding; completed) and phase 2 (Part 2 - ongoing) that 
enrolled pts aged 6 months to <18 years of age with multiple tumour types. Pembrolizumab was well tolerated and 
showed encouraging antitumor activity in paediatric pts with relapsed or refractory HL, consistent with experience in adult 
pts[1][5]. 
 

Summary of clinical SAFETY: 
In KEYNOTE-204 study the most common grade 3–5 TRAEs were pneumonitis (6 [4%] of 148 pts in the pembrolizumab 
group vs. 1 [1%]of 152 pts in the BV group), neutropenia (3 [2%] vs. 11 [7%]), decreased neutrophil count(1 [1%] vs. 7 
[5%]), and peripheral neuropathy (1 [1%] vs. 5 [3%]). STRAEs occurred in 24 (16%) of 148 pts receiving pembrolizumab and 
16 (11%) of 152 pts receiving BV. One treatment-related death due to pneumonia occurred in the pembrolizumab group 
[3]. 
 

Ongoing studies: 
● For the same indication:Yes 

● For other indications:Yes 

[Phase III, but if it is an O/OE drug, also Phase II] 
 

Discontinued studies (for the same indication):No 
 

Economic impact: 5.657,57 €* for 1 IV vial 4 mL (25 
mg/mL)[6]. Price for 1 cycle: 11.315.14 € 
*retail price including VAT 
 

Epidemiology: the annual incidence of cHL in developed 
countries is approximately 1/40.000. It accounts for 95% of 
HL cases[7]. 
 

----- 
POSSIBLE PLACE IN THERAPY: for pts with relapsed or 
refractory cHL progressing after ASCT or for pts unfit for 
ASCT progressing after at least two prior chemotherapy 
regimens, BV is recommended. Nivolumab or 
pembrolizumab are considered an enhanced resource for 
pts progressing after ASCT and/or after prior BV 
treatment[8]. 
 

OTHER INDICATIONS IN DEVELOPMENT: HER2-Negative 
Breast Cancer; Ovarian Cancer; Prostate Cancer; HNSCC; 
HCC; other [9] 
 

SAME INDICATION IN EARLIER LINE(S) OF TREATMENT: 
Pembro-CORE (NCT04838652): Phase II Trial of 
Pembrolizumab in combination with Salvage chemotherapy 
for first-relapsed or refractory cHL [9]. 
 

OTHER DRUGS IN DEVELOPMENT for the SAME 
INDICATION: Ibrutinib; Nivolumab; Tislelizumab; BV; 
Camrelizumab and Decitabine; Panobinostat; Umbralisib; 
Ruxolitinib; Lenalidomide; other[9]. 
 

*Service reorganization: Yes 
*Possible off label use: Yes 
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