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ABSTRACT

Objective: The primary objective is to describe the real-life effectiveness and safety of nivolumab treatment in
patients with relapsed or refractory classical Hodgkin's lymphoma. The secondary objective is to describe the
therapeutic management after nivolumab monotherapy.

Method: Observational, retrospective, multidisciplinary study including all patients with relapsed or refractory
classical Hodgkin's lymphoma treated with nivolumab monotherapy from November 2015 to March 2023.
Patient and treatment-related variables were collected. Effectiveness was measured as overall response rate,
progression-free survival, and overall survival. Safety was measured as percentage of patients with adverse
effects and severity.

Results: Thirteen patients were included, median age 37.5 years (RIQ: 25.3-54.7), 84.6% male. The median num-
ber of previous lines of therapy was 3 (RIQ: 2-4.5), including autologous haematopoietic stem cell transplanta-
tion (84.6%) and brentuximab vedotin (100%). All received nivolumab 3 mg/kg/14 days, with a median of
11 cycles (RIQ: 6.5-20.5) per patient. Median time on treatment was 4.9 months (RIQ: 3-9.6) and median
follow-up time was 9.2 months (RIQ: 5.6-32.3).

Complete response was achieved by 3 patients (23.1%), partial response by 3 (23.1%), stable disease by 3
(23.1%), and progression by 4 (30.8%). The objective response rate was 46.2%. Median progression-free survival
was 23.9 months (95% Cl: 0-49.1), median overall survival was not reached. At the study cut-off date, 5 patients
had died (38.5%), 4 were in complete remission without active treatment (30.8%), and 4 were continuing
treatment (30.8%).

Adverse events occurred in 76.9% of patients, 44% of severity >3, the most frequent being hypothyroidism and
hepatotoxicity. One patient discontinued treatment due to pneumonitis, 2 suffered treatment delays (thrombo-
cytopenia and hypertransaminemia), and 1 changed the regimen to monthly (pulmonary toxicity).
Conclusions: Nivolumab in the treatment of relapsed or refractory classical Hodgkin's lymphoma has confirmed
favourable effectiveness data in the study sample, expressed as objective response rate of 46.2% and a clinical
benefit rate of 69.2%. Safety was acceptable, manageable, and consistent with that described in the literature.

Published by Elsevier Espaiia, S.L.U. on behalf of Sociedad Espafiola de Farmacia Hospitalaria (S.E.F.H). This is an
open access article under the CC BY-NC-ND license (http://creativecommons.org/licenses/by-nc-nd/4.0/).

Efectividad y seguridad en vida real de nivolumab en pacientes con linfoma de
hodgkin clasico en recaida o refractario

RESUMEN

Objetivo: El objetivo principal es describir la efectividad y seguridad en vida real del tratamiento con nivolumab
en pacientes con linfoma de Hodgkin clasico en recaida o refractario. El objetivo secundario es describir el manejo
terapéutico tras la monoterapia con nivolumab.

Meétodo: Estudio observacional, retrospectivo y multidisciplinar que incluyé a todos los pacientes con linfoma de
Hodgkin clasico en recaida o refractario tratados con nivolumab en monoterapia desde noviembre de 2015 hasta

DOI of original article: https://doi.org/10.1016/j.farma.2024.04.020.

* Corresponding author.

E-mail address: lorente_lau@gva.es (L. Lorente Fernandez).

https://doi.org/10.1016/j.farma.2024.09.006

1130-6343/Published by Elsevier Espafia, S.L.U. on behalf of Sociedad Espafiola de Farmacia Hospitalaria (S.E.F.H). This is an open access article under the CC BY-NC-ND license (http://

creativecommons.org/licenses/by-nc-nd/4.0/).


http://crossmark.crossref.org/dialog/?doi=10.1016/j.farma.2024.09.006&domain=pdf
http://creativecommons.org/licenses/by-nc-nd/4.0/
https://doi.org/10.1016/j.farma.2024.09.006
https://doi.org/10.1016/j.farma.2024.04.020
mailto:lorente_lau@gva.es
https://doi.org/10.1016/j.farma.2024.09.006
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
www.elsevier.es/farmaciahospitalaria

L. Lorente Ferndndez, S. Romero Dominguez, A. Albert Mari et al.

Efectividad en vida real
Seguridad

Farmacia Hospitalaria 49 (2025) T17-123

marzo de 2023. Se recogieron variables relacionadas con el paciente y con el tratamiento. La efectividad se midié
como tasa de respuestas globales, supervivencia libre de progresion y supervivencia global. La seguridad se midi
como porcentaje de pacientes con efectos adversos y gravedad.

Resultados: Se incluyeron trece pacientes, mediana de edad 37,5 afios (RIQ: 25,3-54,7), 84,6% hombres. La
mediana de lineas terapéuticas previas fue 3 (RIQ: 2-4,5), incluyendo trasplante autélogo de progenitores
hematopoyéticos (84,6%) y brentuximab vedotin (100%). Todos recibieron nivolumab 3 mg/kg/14 dias, con
una mediana de 11 ciclos (RIQ: 6,5-20,5) por paciente. La mediana de tiempo en tratamiento fue de 4,9 meses
(RIQ: 3-9,6) y la de tiempo de seguimiento de 9,2 meses (RIQ: 5,6-32,3).

Consiguieron respuesta completa 3 pacientes (23,1%), respuesta parcial 3 (23,1%), enfermedad estable 3
(23,1%) y progresaron 4 (30,8%). La tasa de respuesta objetiva fue del 46,2%. La mediana de supervivencia libre
de progresion fue 23,9 meses (1C95%: 0-49,1), la mediana de supervivencia global no se alcanzé. A la fecha de
corte del estudio, cinco pacientes fueron exitus (38,5%), cuatro mantenian remisién completa sin tratamiento
activo (30,8%) y cuatro continuaban en tratamiento (30,8%).

El 76,9% de los pacientes present6 efectos adversos, 44% de gravedad >3, siendo los mas frecuentes
hipotiroidismo y hepatotoxicidad. Un paciente suspendi6 tratamiento por neumonitis, dos sufrieron retrasos
de tratamiento (trombocitopenia e hipertransaminemia) y uno modificé la pauta a mensual (toxicidad
pulmonar).

Conclusiones: Nivolumab en el tratamiento del linfoma de Hodgkin clasico en recaida o refractario ha confirmado
en la muestra de estudio datos favorables de efectividad, expresada en tasa de respuesta objetiva del 46,2% y
beneficio clinico del 69,2%. La seguridad fue aceptable, manejable, y concordante con lo descrito en la bibliografia.
Publicado por Elsevier Espafia, S.L.U. en nombre de Sociedad Espafiola de Farmacia Hospitalaria (S.E.F.H). Este es un

articulo Open Access bajo la licencia CC BY-NC-ND (http://creativecommons.org/licenses/by-nc-nd/4.0/).

Introduction

Hodgkin lymphoma (HL) accounts for approximately 10% of all
lymphomas and 0.6% of all cancers diagnosed worldwide each year.!
Its histology is characterised by the presence of malignant Hodgkin
and Reed-Sternberg (HRS) cells, surrounded by abundant non-tumour
inflammatory cells. It is divided into 2 main histological subtypes:
classical HL (cHL) and nodular lymphocyte-predominant HL, the latter
of which is generally indolent.

Recent advances in radiotherapy and polychemotherapy have signif-
icantly improved cure rates for patients with cHL, with approximately
80% of newly diagnosed patients under the age of 60 years achieving
durable complete remission (CR).>*

However, a significant percentage of patients either do not achieve
these responses or experience a relapse. The standard treatment for pa-
tients with relapsed or refractory cHL (R/R cHL) is salvage chemother-
apy followed by autologous haematopoietic stem cell transplantation
(aHSCT), which has a CR rate of 50%.%> Patients with R/R cHL following
aHSCT have a very poor prognosis, with a median survival of
27 months.®

However, the introduction of new drugs has improved the overall
survival of patients who relapse after aHSCT.” For many years, alloge-
neic haematopoietic stem cell transplantation (allo-HSCT) was the
only curative treatment option for these patients.® However, the situa-
tion has changed significantly with the approval of brentuximab
vedotin (BV) and, more recently, of immune checkpoint inhibitors
(ICIs).°

Programmed death-ligands 1 and 2 (PD-L1/2) are highly expressed
in cHL HRS cells, with increased expression associated with amplifica-
tion or gain of chromosomal region 9p24.1.'° This finding makes them
excellent therapeutic targets for the ICIs nivolumab and pembrolizu-
mab. The latter drug is not currently approved in Spain for this
indication.

Nivolumab is a human monoclonal antibody that binds to the pro-
grammed death receptor 1 (PD-1) and blocks its interaction with PD-
L1 and PD-L2. In Spain, it is approved and reimbursed as monotherapy
in adult patients with R/R cHL following treatment with aHSCT and
BV.!! The results supporting its approval are based on a phase 1b
study (CheckMate 039) and a phase 2 study (CheckMate 205) in 95 pa-
tients who had received aHSCT and BV. The objective response rate
(ORR) was 68%, with 13% achieving CR and 55% achieving partial re-
sponse (PR). The median follow-up was 22.7 months, and the median
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duration of response was 15.9 months. Median progression-free sur-
vival (PFS) was 14.7 months. Median overall survival (OS) had not
been reached at the time of analysis, but the OS rate was 95% at
12 months.'>'® Extended follow-up of the CheckMate 205 trial showed
durable responses in patients with CR, PR, and stable disease (SD), with
similar 1-year OS rates.'# Chemotherapy alone or in combination with
an ICI, particularly as a bridge to allo-HSCT, has shown encouraging re-
sponses in some patients who have failed to anti-PD-1 therapy.'”

The safety profile of nivolumab in HL is similar to that observed in
other indications. Most adverse reactions, including serious ones,
typically resolve after discontinuation, dose delay, or initiation
of appropriate treatment (e.g., high-dose corticosteroids or other
immunosuppressants).!"1617 Although most adverse reactions are
mild to moderate, definitive discontinuation of treatment may be neces-
sary. Notably, treatment with nivolumab may increase the risk of severe
graft-versus-host disease (GVHD) and death in patients who have pre-
viously undergone allo-HSCT, especially in those with a history of
GVHD. Other immune-related adverse reactions may occur in patients
who have received allo-HSCT prior to nivolumab, including sinusoidal
obstruction syndrome (SOS) and early-onset severe acute fever (SAF),
which develop 1-7 days after allo-HSCT.!>!8

The primary objective of this study was to evaluate the effectiveness
(measured as overall response rate, PFS, and OS) and safety of nivolu-
mab monotherapy in patients with R/R cHL in the real-world setting
of a tertiary care hospital. The secondary objective was to describe
the therapeutic management of patients following nivolumab
monotherapy.

Methods

An observational, retrospective, multidisciplinary, single-centre
study was conducted, including all patients with R/R cHL treated with
nivolumab monotherapy at a tertiary hospital setting from November
2015 to August 2023.

We included patients aged at least 18 years with a diagnosis of R/R
cHL who had been treated with nivolumab for at least 3 months
(6 cycles). We excluded patients who had received nivolumab in a clin-
ical trial or who had non-classical HL.

The following variables were collected at the start of nivolumab
treatment: age, sex, cHL subtype (nodular, mixed cellularity,
lymphocyte-rich, lymphoid-depleted), number of prior lines including
HSCT, first-line refractory cHL, prior treatment, HSCT and BV prior to
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nivolumab, time from diagnosis of cHL to first dose of nivolumab, and
Ann Arbor stage.

We also collected the following treatment variables: dose, regimen
and number of nivolumab cycles, duration of nivolumab monotherapy,
successive lines from discontinuation to end of follow-up, HSCT after
nivolumab, and type of HSCT.

Effectiveness was assessed on the basis of best response as measured
by positron emission tomography/computed tomography or computed
tomography. Response was classified into 4 groups according to the
Lugano classification criteria!®2°: metabolic complete response (CR),
metabolic PR, SD, and progressive disease (PD).

The overall ORR was defined as the sum of CR and PR, while the clin-
ical benefit rate was defined as the sum of CR, PR, and SD. We also
assessed PFS and OS at the end of the study.

Safety was measured by the occurrence and severity of AEs accord-
ing to the National Cancer Institute's Common Terminology Criteria
for Adverse Events v5.0 (NCI CTCAE).2! In addition, we recorded the rea-
sons for dose reduction, discontinuation, or delay in treatment. We also
measured the incidence of acute GVHD, SOS, and SAF in patients treated
with nivolumab following allo-HSCT.

Data were obtained from medical records using Orion Clinic, and
pharmacotherapeutic patient management information was obtained
using Farmis-Oncofarm.

Centrally distributed quantitative variables are expressed as mean
and 95% confidence interval (95% CI), and asymmetrically distributed
quantitative variables are expressed as median and interquartile range
(IQR). Categorical variables are presented as absolute and relative fre-
quencies. A p-value of <.05 was used as the cut-off for statistical signif-
icance. The Kaplan-Meier method was used to calculate PFS and OS. All
statistical analyses were performed with SPSS (IBM, Chicago).

The study was submitted to and approved by the Medical Reseach
Ethics Commitee of the hospital (code 2023-435-1 [EOm]; approved
10 May 2023). To protect the patients’ confidential data, they were
identified by a numerical code in accordance with the Organic Law on
Data Protection 3/2018, Regulation 2016/679 of the European
Parliament, and of the Council of 27 April, 2016.

Results

The study included 13 patients. Table 1 describes their demographic
and clinical characteristics at the start of nivolumab treatment.

All patients initially received nivolumab 3 mg/kg every 14 days, with
amedian of 11 cycles (IQR: 6.5-20.5) per patient. The median treatment
duration was 4.9 months (IQR: 3.0-9.6). Total follow-up time was
93.9 months, with a median of 9.2 months (IQR: 5.6-32.3).

Table 2 shows the results for effectiveness, and Figs. 1 and 2 show
survival curves.

In terms of safety, 76.9% of patients (10 out of 13) experienced an AE
of any grade. A total of 18 treatment-related AEs were reported. Table 3
shows the AEs and their severity according to NCI-CTCAE criteria. There
were 10 grade 1 and 2 AEs (55.6%) and 8 grade 3 AEs (44.4%). One pa-
tient discontinued treatment due to toxicity (pneumonitis), 2 patients
had temporary treatment delays or interruptions (thrombocytopenia
and hypertransaminemia), and 1 patient had the interval between cy-
cles changed from fortnightly to monthly (pulmonary toxicity). The
management of AEs was as follows: 2 patients received filgrastim for
neutropenia, 1 patient received epoetin for anaemia, and 2 patients re-
ceived corticosteroids for immune-mediated toxicity (cutaneous and
pulmonary).

Complications were common in patients treated with nivolumab
after allo-HSCT (n=4), with 50% developing acute GVHD, 25% SOS,
and 25% SAF. Haematopoietic progenitor cells were derived from HLA-
identical (n=2) or haploidentical (n=2) peripheral blood of related
donors. A reduced intensity conditioning regimen was used in all
cases: thiotepa 10 mg/kg for 2 days, busulfan 6.4 mg/kg for 2 days,
and fludarabine 150 mg/m? for 3 days. GVHD prophylaxis consisted of
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Table 1
Patient characteristics at the start of nivolumab treatment (n=13).

Value

37.5 (25.3-54.7)

Characteristic

Age (y), median (IQR)

Sex, n (%)
Female 2 (154)
Male 11 (84.6)
cHL histological subtype, n (%)
Nodular sclerosis 10 (76.9)
Mixed cellularity 2 (15.4)
Lymphocyte-rich 1(7.7)
Prior therapeutic lines, median (IQR) 3(2.0-4.5)
>3 prior lines, n (%) 9(69.2)
25 prior lines, n (%) 3(23.1)
cHL refractory to first-line treatment, n (%) 9 (69.2)
HSCT prior to nivolumab, n (%) 11 (84.6)
aHSCT 8(72.7)
aHSCT and allo-HSCT 3(27.3)
Brentuximab vedotin prior to nivolumab, n (%) 13 (100)
In monotherapy 6 (46.2)
2nd therapeutic line 2(33.3)
3rd therapeutic line 3 (50.0)
8th therapeutic line 1(16.7)
Combined with chemotherapy 2 (15.4)
3rd therapeutic line 2 (100)
Combined with chemotherapy and in monotherapy 5(384)
2nd therapeutic line 3 (40.0)
3rd therapeutic line 1(20.0)
4th therapeutic line 1(20.0)
Time from diagnosis to start of nivolumab (y), median (IQR) 24 (1.5-4.2)
Clinical stage (Ann Arbor stage), n (%)
I 1(7.7)
111 3(23.1)
v 9(69.2)

allo-HSCT, allogeneic haematopoietic stem cell transplantation; IQR, interquartile range;
aHSCT, autologous haematopoietic stem cell transplantation; HSCT, haematopoietic
stem cell transplantation.

post-HSCT intravenous cyclophosphamide (days + 3 and + 4) together
with sirolimus and mycophenolate mofetil from day 5 post-HSCT. The
median time between the last dose of nivolumab and allo-HSCT was
73.5 days (IQR: 41.5-94.8).

Fig. 3 depicts the results of the effectiveness of nivolumab monother-
apy, as well as the subsequent therapeutic management of the patients,
and their final situation. At the study cut-off date, 5 patients had died
(38.5%), 4 were in CR without active treatment (30.8%), and 4 were
still being treated (30.8%) (see Fig. 3).

Table 2
Results for effectiveness.

Best response obtained, n (%)

CR 3(23.1)

PR 3(23.1)

SD 3(23.1)
ORR (CR+PR) 6 (46.2)
Clinical benefit (CR+ PR+ SD) 9 (69.2)
Time to response (mo), median (IQR)

ORR (CR+PR) 3.8 (2.6-5.5)
Clinical benefit (CR+ PR+ SD) 3.9(3.1-6.7)

Duration of response (mo), median (IQR)
ORR (CR+PR)

Clinical benefit (CR+PR+SD)

In patients with CR

15.4 (3.1-79.4)
18.1 (6.2-75.9)
79.1 (21.0-80.1)

PFS
No. of events (%)
Median (95% CI), mo

7 (53.8)
23.9 (0.0-49.1)

oS
Deaths, n (%)
Median (95% CI), mo

5(38.5)
Not reached

SD, stable disease; 95% Cl, 95% confidence interval; CR, complete response; IQR, inter-
quartile range; PR, partial response; OS, overall survival; PFS, progression-free survival;
ORR, objective response rate.
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Fig. 1. Progression-free survival.

Five patients underwent transplantation after treatment with nivo-
lumab, 4 underwent allo-HSCT, and 1 underwent aHSCT. All of them
were in CR prior to transplantation, and 1 was rescued with 2 cycles of
nivolumab in combination with ifosfamide/carboplatin/etoposide
(NICE protocol). These patients were in CR after transplantation and at
the end of the study, except for 1 patient who died from a post-
transplant complication.

Two patients (15.4%) were rescued with an immunochemotherapy
regimen. The patient with SD was treated with nivolumab 3 mg/kg
every 14 days, with bendamustine 90 mg/m? on days 1 and 2 every
28 days for 4 cycles, then continued on nivolumab monotherapy. The
patient was in CR at the study end date. The other patient experienced
disease progression and received salvage treatment with 2 cycles of
NICE plus followed by allo-HSCT.

Discussion

The present study analysed real-world data on nivolumab mono-
therapy in patients diagnosed with R/R cHL after aHSCT and BV treat-
ment. The effectiveness and safety results are comparable to those
reported in pivotal clinical trials.'>'3

The median age of our sample was similar to that of the pivotal trial
cohorts (37 years), and its variability was within the described range.

L

0,84

064

LT

0,47

Progression-free survival

0,04

T T T
0 20 40

T
60 80

Months from start of nivolumab treatment

Fig. 2. Overall survival.
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Table 3
Adverse events.

AE (NCI-CTCAE)

Grade 1

Anaemia

Flu-like illness
Lower limb oedema
Hypothyroidism
Skin toxicity

Patients with AE (%)

Grade 2

Neutropenia 1(7.7)
Thrombocytopenia 1(7.7)
Grade 3

Hepatotoxicity 3(23.1)
Neutropenia 2(154)
Skin toxicity 1(7.7)
Pulmonary toxicity (pneumonitis/GVHD-inflammation) 2(15.4)

AE, adverse event; GVHD, graft-versus-host disease; NCI-CTCAE, National Cancer
Institute's Common Terminology Criteria for Adverse Events.

Our sample had a lower percentage of women compared to the pivotal
trials (30%-40%), which may be due to its small size. Most patients were
heavily pretreated (69% had >3 prior lines and 23% had >5 lines com-
pared with 52% with >5 lines in the pivotal trials), and most were in ad-
vanced stages (92% in stages Ill and IV compared with 85% in the pivotal
trials).

In our study, the ORR of 46.2% was lower than the 68% observed in
cohort B of the pivotal CheckMate 205 trial, who received similar treat-
ment to the 13 patients in our study. In addition to the extended follow-
up results from the phase Il CheckMate 205 trial,'* 5 large studies have
published real-world results on the use of nivolumab in patients with R/
R cHL.?>-?5 These studies reported ORRs and CRs ranging from 60% to
69% and from 15% to 45%, respectively. These rates were higher than
those observed in the present study (ORR: 46.2%; CR: 23.1%). As re-
ported by Martinez et al., the GELTAMO group conducted a retrospec-
tive real-world study in our centre with 74 patients treated with
nivolumab.?® The ORR was 58% and the CR rate was 30.6%, both of
which were higher than in the present study.

The median time to best response (CR + PR+ ES) was 3.9 months,
which is longer than the 2 months reported in the pivotal trials but
similar to the 3 months reported by the GELTAMO group. The median
duration of response in responders (CR+ PR) was 15.4 months (IQR:
3.1-79.4), which is comparable to the 16.6 months (range: 0-71) re-
ported in the CheckMate 205 trial (cohort B). For patients who achieved
a CR, the median duration of response was 79.1 months, compared to
30.3 months reported in the CheckMate 205 trial (cohort B).

Median PFS was 23.9 months (95% CI 0-49.1), which is higher than
the 14.8 months (95% CI 11.0-19.8) reported in the CheckMate 205
trial (cohort B). In addition, 12-month PFS was 57%. Although median
0S was not reached, 61.5% of patients were still alive at the study
end date.

The reasons for discontinuation of nivolumab monotherapy were
consolidation with transplantation in 3 patients (23.1%), disease pro-
gression in 5 patients (38.5%), and toxicity in 1 patient (7.7%). Of the 6
patients who discontinued due to disease progression or toxicity, 5
died (38.5% of the study population). In the GELTAMO study, the main
reasons for discontinuation were consolidation with transplantation
(41.7%) and disease progression (37.5%).%° In total, 52.8% of patients in
the GELTAMO study underwent HSCT, compared with 38.5% in the pres-
ent study (1 patient with aHSCT and 4 with allo-HSCT).

Two of our patients (15.4%) received rescue treatment with
immunochemotherapy and achieved CR by the end of the study.
Romero et al.?’ described 3 cases of heavily pretreated patients with
cHL refractory to nivolumab monotherapy who were successfully res-
cued by adding chemotherapy to nivolumab as a bridge to allo-HSCT.
All patients had unfavourable clinical features, such as 3 or 4 prior
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13 patients
Clinical benefit Progression
N=9 (69.2%) N=4 (30.8%)
ORR
(CR, PR) D
N=6 (26.2%) N=3 (23.1%)
1 L
CR PR SC
N=3 (23.1%) N=3 (23.1%) | ) 1

Fig. 3. Effectiveness of nivolumab monotherapy and subsequent therapeutic strategy. ORR,
haematopoietic stem cell transplantation; allo-HSCT, allogeneic haematopoietic stem cell transplantation; NICE, nivolumab + ifosfamide/carboplatin/etoposide; MATRix,

methotrexate/cytarabine/rituximab/thiotepa.

treatment lines—including BV and aHSCT—refractoriness to the line of
treatment prior to nivolumab, or rapid disease progression. Despite
these challenges, they achieved CR after the addition of chemotherapy,
consolidated with allo-TAPH, and remain in CR.

Chemotherapy in combination with PD-1 inhibitors has shown en-
couraging results, 2229 although there are still few studies of this combi-
nation in patients who fail to respond to nivolumab. There are several
ongoing trials of new combinations of chemotherapy and PD-1 inhibi-
tors in both R/R cHL and in first-line therapy.>® The results suggest
that anti-PD-1 therapy may reprogram the immune system by activat-
ing effector cells and inhibiting immunosuppressive cells, potentially
overcoming chemoresistance.

Overall, 76.9% of our patients experienced AEs, 44% of which were
grade >3. The most common AEs were hypothyroidism, hepatotoxicity,
pulmonary toxicity, anaemia, and neutropenia. Definitive discontinua-
tion of nivolumab treatment was required for only 1 patient, who devel-
oped pneumonitis (approximately. 8%). These results are similar to
those described in pivotal clinical trials, where AEs were observed in
77.1% of patients, but with fewer grade >3 AEs (19.5%). These results
show a higher incidence of AEs than those reported in real-world stud-
ies. Martinez et al.?® reported treatment-related AEs in 56.8% of patients
(grade >3 in 9.4%), while Manson et al.>* reported 37% of patients with
grade 3 AEs and 20.5% with serious AEs. The most common >3 haema-
tological toxicity was neutropenia at 15.4%, which was higher than the
2.3% observed in the pivotal trials.

The most common immune-related AEs were grade 3 hepatotoxicity
in 23.1% of patients and grade 3 pulmonary toxicity in 15.4%, compared
with 0.8% and 3.4%, respectively, in the pivotal trials.'>!® Although the
results of retrospective studies should be interpreted with caution,
they suggest that the real-world safety profile of nivolumab may differ
from that observed in the pivotal clinical trials, which did not include
patients at high risk of AEs, such as those with a history of autoimmune
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disease or prior allo-HSCT. In our study, 3 patients had received allo-
HSCT prior to treatment with nivolumab. Nevertheless, it should be
noted that no patient in our sample died due to treatment toxicity.

The incidence of acute GVHD after allo-HSCT was higher than in the
pivotal trials (50% vs 27.4%), as was the incidence of SOS (25% vs 2%) and
SAF (25% vs 12%). However, these results may be biased by the small
number of patients who received allo-HSCT. In the real-world study
conducted by the GELTAMO group, the cumulative incidence of grade
Il to grade IV acute GVHD was 33.3% (grade III to grade IV in 2 of 74
patients).2®

The present study has several limitations, the first of which is the
small sample size. In addition, the data collection was retrospective,
which may mean that the information recorded in the clinical histories
was incomplete. Finally, we must consider in mind the limitations of
using ORR as the main variable and the lack of robust data on patient-
relevant variables.

In conclusion, in a small sample of patients analysed in a real-world
setting, the ORR with nivolumab monotherapy was approximately
46%, with a clinical benefit rate approaching 70%. Although the inci-
dence of AEs was high (44% with grade >3), only 1 patient required
definitive discontinuation of treatment. Nivolumab achieved a very
durable response in patients who achieved CR (79 months). Nivolu-
mab in combination with chemotherapy rescued 2 trial patients with
a very poor prognosis, both achieving CR. This study provides an op-
portunity to analyse and learn from clinical practice, as it involved
real patients who differ from the highly selected cohorts of clinical
trials.

Contribution to the scientific literature

The prognosis for patients with R/R cHL after aHSCT and BV treat-
ment is poor and there are few therapeutic alternatives.
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There is a body of literature supporting the efficacy and safety of ni-
volumab in R/R cHL. However, much of the published research has been
conducted under the highly controlled conditions typical of experimen-
tal studies. Observations made in the context of routine clinical practice
can add to previous results and provide post-marketing evidence, but
should never replace the evidence obtained from clinical trials.

This study aimed to provide a descriptive overview of the effective-
ness and safety of nivolumab treatment in R/R cHL in clinical practice.
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