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I N TRODUC TION

Antibody- drug conjugates (ADCs) allow the delivery of 
potent cytotoxic agents to tumour cells.1–3 The regulatory 
approval of various ADCs for patients with haematolog-
ical cancers or solid tumours demonstrates their clinical 
relevance.1–3 A significant factor contributing to their 

therapeutic window is the choice of the target.2,3 The IL- 2 
receptor (IL2R) exists in two functional forms.4 While the 
low- affinity form is a dimer, made of a β-  (CD122) and a 
γ- chain (CD132), the high- affinity receptor is a trimeric 
complex, also including an α- chain (CD25).4 High lev-
els of the high- affinity IL2R are transiently expressed by 
CD4+ and CD8+ T cells following T- cell receptor (TCR) 
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Summary
Camidanlumab tesirine (ADCT- 301) is a CD25- specific antibody- drug conjugate 
(ADC) employing SG3199, a highly cytotoxic DNA minor groove cross- linking pyr-
rolobenzodiazepine dimer. The ADC has shown early clinical antitumour activity 
in various cancers, including B-  and T- cell lymphomas. We assessed its preclinical 
activity as a single agent in 57 lymphoma cell lines and in combination with selected 
drugs in T- cell lymphoma- derived cell lines. Cells were exposed to increasing con-
centrations of the ADC or SG3199 for 96 h, followed by an MTT proliferation assay. 
CD25 expression was measured at cell surface and RNA levels. Experiments with 
PDX- derived cell lines were used for validation studies. Camidanlumab tesirine pre-
sented more potent single agent in vitro cytotoxic activity in T-  than B- cell lympho-
mas. In vitro activity was correlated with CD25 cell surface and RNA expression. 
In vitro activity was correlated with CD25 cell surface and RNA expression. When 
camidanlumab tesirine- containing combinations were evaluated in four T- cell lym-
phoma models, the most active partners were everolimus, copanlisib, venetoclax, 
vorinostat, and pralatrexate, followed by bortezomib, romidepsin, bendamustine, 
and 5- azacytidine. The strong camidanlumab tesirine single- agent anti- lymphoma 
activity and the in vitro synergisms with targeted agents identify potential combina-
tion partners for future clinical studies.
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activation.5 Unlike other T- cell subsets, most regulatory T 
cells (Tregs) express high levels of CD25 and lower levels of 
CD122 and CD132. Different types of haematological can-
cers also express CD25. All human adult T- cell leukaemia/
lymphoma and hairy cell leukaemia constitutively express 
CD25.6,7 In addition, CD25 expression has been observed 
in approximately 60% of chronic lymphocytic leukaemia 
(CLL), 60%–90% of Hodgkin lymphomas (HL), 40% of 
diffuse large B- cell lymphomas (DLBCL), up to 85% of 
peripheral T- cell lymphomas (PTCL) and 15% of follicu-
lar lymphomas.6,8–15 Due to its expression pattern, CD25 
represents a therapeutic target for antibody and cellular 
therapy- based approaches in oncology and autoimmune 
disorders.16–18

Camidanlumab tesirine, previously known as ADCT- 
301, is an ADC composed of the human IgG1 HuMax- TAC 
directed against CD25, stochastically conjugated through a 
protease cleavable dipeptide linker to a pyrrolobenzodiaz-
epine (PBD) dimer warhead (SG3199).19 Upon binding to 
CD25, camidanlumab tesirine internalizes and traffics to the 
lysosomes where the PBD dimers are released, forming highly 
cytotoxic DNA interstrand cross- links, causing cell death.19

Phase 1 and phase 2 studies have been conducted explor-
ing camidanlumab tesirine in advanced solid tumours, acute 
myeloid leukaemia (AML), and relapsed refractory Hodgkin 
and non- Hodgkin lymphoma.20–22 In the phase 1 study, con-
ducted in relapsed or refractory (R/R) classical Hodgkin lym-
phoma (cHL) and non- Hodgkin lymphoma, 133 patients were 
enrolled (77 classical HL and 56 non- Hodgkin lymphoma). 
The most observed adverse events, including elevated liver 
enzymes, rash, fatigue, oedema or effusion, and nausea, ap-
peared typical of PBD- containing ADCs and were generally 
reversible and manageable with dose delays or reductions.21 
Notably, anti- tumoural activity was seen in classical HL and 
non- Hodgkin lymphomas.21 In a phase 2 trial, in patients 
with R/R cHL who had received ≥3 prior systemic therapies, 
including brentuximab vedotin and anti- PD- 1, camidan-
lumab tesirine showed an overall response rate (ORR) of 70%, 
with 33% of patients achieving a complete response (CR).23

This study aimed to assess the preclinical activity of 
camidanlumab tesirine as a single agent in an extensive col-
lection of lymphoma cell lines and its potential role as a com-
bination partner.

M ETHODS

Cell lines

Lymphoma cell lines were cultured according to the recom-
mended conditions, as previously described.24 All media 
were supplemented with foetal bovine serum (FBS) (10% or 
20%) and penicillin–streptomycin–neomycin (≈5000 units 
penicillin, 5 mg streptomycin and 10 mg neomycin/mL; 
Sigma- Aldrich, Darmstadt, Germany). Human cell line 
identities were confirmed by short tandem repeat DNA 
fingerprinting using the Promega GenePrint 10 System 

kit (B9510). Cells were periodically tested for mycoplasma 
negativity using the MycoAlert Mycoplasma Detection Kit 
(Lonza, Visp, Switzerland).

Patient- derived tumour xenograft- derived 
cell lines

To obtain patient- derived tumour xenograft (PDXs), sam-
ples from primary anaplastic large- cell lymphoma (ALCL) 
were implanted subcutaneously (two fragments, 1 mm3 
each) in 4-  to 6- week- old (male/female ratio: 1:1) NSG 
B2m/NSG- MHC I/II DKO mice (Jackson Laboratories, 
Bar Harbour, ME, USA). Successful engraftments were 
then serially propagated. Correspondence of PDX with 
primary samples was confirmed using multicolour f low 
cytometry, molecular profiling (whole- exome sequencing, 
RNA- Seq) and drug response.25–27 De- identified patients' 
samples were obtained with informed consent under 
Institutional Review Boards (IRB)- approved protocols, ac-
cording to the Declaration of Helsinki. Mice were initially 
purchased, then bred in- house and handled according to 
the Weill Medical College Institutional Animal Care and 
Use Committee.

To generate PDX- derived cell lines (PDX- Dlines), PDX 
tumour tissues were minced and digested for 30–45 min at 
37°C. Digestion media were composed of RPMI1640 (Sigma- 
Aldrich) and digestion buffer (4:1). The digestion buffer was 
prepared according to the following: 140 nM NaCl (Sigma- 
Aldrich), 5 mM KCl (Sigma- Aldrich), 2.5 mM phosphate 
buffer pH 7.4 (prepared solving 3.1 g of NaH2PO4–H2O and 
10.9 g of Na2HPO4 anhydrous in 1 L of sterile cell culture 
grade water), 10 mM Hepes (Sigma- Aldrich), 2 mM CaCl2 
(Sigma- Aldrich), 1.3 mM MgCl2 (Sigma- Aldrich), 25 mg/mL 
of collagenase A (Roche, Basel, Switzerland), 25 mg/mL dis-
pase II (Sigma- Aldrich) and 250 mg/mL DNAase (Roche). 
Digested tissue was then passed through 70 μm nylon fil-
ters (Corning, New York, NY, USA), and the resulting cell 
suspension was washed twice with PBS (Sigma- Aldrich). 
Cells were resuspended in RPMI1640 (Sigma- Aldrich) plus 
20% FBS (Gibco) and seeded at 1 million/mL in T150 flasks 
(Corning) overnight. T- cell suspensions were cultured 
(RPMI1640 20% FBS—Sigma/Corning) and eventually 
passed (1:2) over time. Media were supplemented with 20% 
FBS (Corning), 100 U/mL glutamine (Sigma), normocin 
1:500 (InvivoGen, San Diego, CA, USA), 100 μg/mL strepto-
mycin (Sigma- Aldrich) and initially supplemented with ex-
ogenous IL- 2 (50 U/mL), IL7 (20 μg/mL) and IL15 (10 μg/mL, 
R&D). Exogenous lymphokines were ultimately excluded 
when possible. The correspondence of PDX- Dlines with 
the donor PDXs was confirmed by flow cytometry and mo-
lecular assays (whole- exome sequencing and RNAseq).25,26 
Genotyping was performed once a year (Bio- Synthesis Inc, 
Lewisville, TX, USA). PDX and PDX- Dlines were produced 
in the context of protocols approved by Cornell University 
(IRB: 107004999, 0201005295 and 1 410 015 560; Universal 
consent: 1302013582; in vivo protocol 2014- 0024).
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To determine the expression of CD25, 1 × 106 cells were pre-
incubated with FcR blocking reagent (catalogue no. 130- 059- 
901; Miltenyi Biotec, Bisley, UK) to prevent unspecific binding 
of staining antibodies, following manufacturer's instructions 
and then stained with anti- Hu- CD25 antibody (PE- CF594 
mouse anti- human CD25- 562694; BD Biosciences, Allschwil, 
Switzerland) and compared to unstained cells. Median fluo-
rescence intensities were acquired in a BD LSRFortessa instru-
ment (BD Biosciences), and data were analysed using FlowJo 
software (TreeStar Inc., Ashland, OR USA).

Compounds

Camidanlumab tesirine, SG3199 (warhead), and B12- SG3249 
(isotype control ADC) were provided by ADC Therapeutics. 
Everolimus, pralatrexate, vorinostat, bortezomib, venetoclax, 
copanlisib, romidepsin, bendamustine and 5- azacytidine 
were purchased from Selleckchem (Houston, TX, USA).

Cytotoxic activity in single and combination

Anti- proliferative activity after treatment was assessed as  
previously described.28 Briefly, cells were exposed to ADCT- 
301, B12- SG3249 or SG3199 for 96 hours and assayed by MTT 
[3- (4,5- dimethylthiazolyl- 2)- 2, 5- diphenyltetrazoliumbromide]. 
Synergism assessment was done by exposing cells (96 h) to in-
creasing doses (0.005 pM up to 50 nM) of camidanlumab te-
sirine and of other agents alone or in combination, followed 
by MTT assay and determination of the Chou- Talalay combi-
nation index (CI)29 or ZIP, HAS, Loewe and Bliss parameters 
using SynergyFinder software.30,31 Concentrations of com-
pounds that, after 96 h of treatment, left 10% or less of prolif-
erating cells already with the single agent were discarded from 
further analyses. Combinations were defined as synergistic 
(median CI < 0.9), additive (median CI, 0–9–1.1), or of no ben-
efit/antagonist (median CI > 1.1). The range of drug concentra-
tions for combination screening were as follows: camidanlumab 
tesirine (from 100 pM to 0.02 nM, 1:4 dilutions); 5- azacytidine 
(from 500 to 0.70 nM, 1:3 dilutions); bendamustine (from 20 μM 
to 5 nM, 1:4 dilutions); bortezomib (from 2 nM to 0.003 nM, 
1:3 dilutions); copanlisib (from 2 μM to 0.5 nM, 1:4 dilutions); 
everolimus (from 1 μM to 0.25 nM, 1:4 dilutions); pralatrex-
ate (from 10 to 0.01 nM, 1:3 dilutions); romidepsin (10 nM to 
0.16 nM; 1:2 dilutions); venetoclax (from 10 μM to 2.44 nM, 1:4 
dilutions); and vorinostat (from 2 μM to 31 nM, 1:2 dilutions).

CD25 expression

The Quantum simply cellular (QSC) anti- human IgG beads 
(Bangs Laboratories, Fishers, IN USA) were used to estab-
lish A calibration curve for determining the absolute CD25 
surface expression. Subsequently, the antibody binding ca-
pacity (ABC) values were normalized to the control isotype 
antibody B12.

CD25 RNA expression values were extracted from pre-
viously reported datasets obtained using Illumina HT- 12 ar-
rays (GSE9466932), HTG EdgeSeq Oncology Biomarker Panel 
(GSE10393432), and total- RNA- Seq (GSE22177024).

Data analysis

Pearson correlation (r) was calculated for IC50 values, cell 
surface CD25 expression levels versus RNA levels, and all 
other correlations. BCL2 and/or MYC translocations and 
TP53 inactivation were retrieved from our previous pub-
lication.32 Differences in IC50 values among lymphoma 
subtypes were calculated using the non- parametric Mann–
Whitney t- test. p values of 0.05 or less defined statistical 
significance. Statistical analyses, correlations, and boxplots 
were performed using GraphPad Prism.

R E SU LTS

The in vitro antitumour activity of 
camidanlumab tesirine is dependent on CD25 
expression

A panel of lymphoma cell lines were exposed to increasing 
concentrations of the CD25- targeting ADC camidanlumab 
tesirine for 96 h. The human lymphoma cell lines were de-
rived from activated B- cell- like (ABC; n = 7) and germinal 
centre B- cell- like (GCB) DLBCL (n = 19), mantle cell lym-
phoma (MCL; n = 10), marginal- zone lymphoma (MZL; 
n = 6), ALK+ ALCL (n = 4), cutaneous T- cell lymphoma 
(CTCL; n = 4), CLL (n = 2), HL (n = 3), primary mediastinal 
B- cell lymphoma and ALK− ALCL (n = 1).

The median IC50 of camidanlumab tesirine was 650 pM 
across all cell lines (Table 1; Table S1). On the contrary, the 
isotype control ADC B12- SG3249 did not show activity in 
cell lines sensitive to camidanlumab tesirine (Table S1). The 
cytotoxic activity of camidanlumab tesirine was highly de-
pendent on CD25 expression as demonstrated by a negative 
correlation between IC50 values and both CD25 protein lev-
els on the cell surface (n = 57, Pearson r = −0.369, p = 0.0047) 
as well as CD25 RNA levels (n = 50, Pearson r = −0.56, 
p < 0.0001 [Illumina arrays]; n = 36, Pearson r = −0.59, 
p < 0.0001 [HTG]; and n = 53, Pearson r = −0.65, p < 0.0001 
[total RNA- seq]) (Figure 1). Cell lines could be divided into 
two groups based on their CD25 expression and sensitivity 
to camidanlumab tesirine to underline this association fur-
ther. Cells having IC50 below 5 pM had a significantly higher 
CD25 expression compared to cells with IC50 higher than 
5 pM (p < 0.0001) (Figure 2).

Among the individual lymphoma histotypes, the most 
sensitive cell lines derived from ALK+ and ALK− ALCL 
(Table 1) are the two subtypes with the highest CD25 sur-
face expression (Figure 2). Indeed, CD25 surface expression 
was much higher in T-  (n = 9, median antibody- binding 
capacity 212 921; 95% C.I., 10 915–334 885) than in B- cell 
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lymphomas (n = 48, median antibody- binding capacity 6511 
95% C.I., 2055–17 910) (p = 0.0024) (Figure 3). Among T- cell 
lymphomas, CTCL cell lines showed low CD25 expression at 
levels of B- cell lymphoma. The difference in CD25 expres-
sion between B-  and T- cell lymphomas was matched with 
the more potent cytotoxic activity of camidanlumab tesir-
ine in cell lines derived from T- cell- expressing CD25 (n = 6, 
median IC50 = 3 pM; 95% C.I., 1.5 pM–0.9 nM) than from B- 
cell lymphomas (n = 48, 725 pM; 95% C.I., 350 pM–2.5 nM) 
(p = 0.0024) (Figure 3).

Camidanlumab tesirine was also tested in three non- 
human lymphoma cell lines. IC50 values were 2.5 nM and 
500 pM in two mouse cell lines and 225 pM in a canine 
DLBCL cell line (Table  S1), indicating that camidanlumab 
tesirine is not cross- reactive with mouse and dog CD25. 
Indeed, a mouse CD25 cross- reactive surrogate ADC for 
camidanlumab tesirine has been developed to perform ADC 
studies in syngeneic mouse models.33

Within the group of DLBCL cell lines, there was no 
association between sensitivity to camidanlumab tesir-
ine and the presence of BCL2 and MYC translocations or 
TP53 inactivation (Figure  S1), similarly reported for other 
ADCs containing new generations of DNA- targeting pay-
loads.34,35 The activity of camidanlumab tesirine was finally 
tested in two PDX- Dlines derived from ALK+ (DN03) and 

T A B L E  1  Camidanlumab tesirine has in vitro anti- proliferative 
activity in lymphoma cell lines. Median IC50 values of two independent 
experiments in 60 lymphoma cell lines. MTT proliferation assay and 
IC50 calculation on cell lines exposed (96 h) to increasing camidanlumab 
tesirine concentrations.

Histotype
Number of 
cell lines

Median 
IC50 (pM)

95% CI 
(pM)

ABC DLBCL 7 750 550–4100

ALK− ALCL 1 3 n/a

ALK+ ALCL 4 3.5 1.8–7.4

Canine B- cell lymphoma 1 225 n/a

CLL 2 2629 7.25–5250

CTCL 4 845 198–30 000

GCB DLBCL 19 1250 6.3–4000

HL 3 3500 350–20 000

MCL 10 825 400–2750

Murine B- cell lymphoma 2 1475 500–2450

MZL 6 75.63 0.225–800

PMBCL 1 2 n/a

Abbreviations: ABC, activated B cell; ALCL, anaplastic large- cell lymphoma; CLL, 
chronic lymphocytic leukaemia; CTCL, cutaneous T- cell lymphoma; DLBCL, 
diffuse large B- cell lymphoma; GCB, germinal centre B cell; HL, Hodgkin's 
lymphoma; MCL, mantle cell lymphoma; MZL, marginal- zone lymphoma; PMBCL, 
primary mediastinal large B- cell lymphoma.

F I G U R E  1  Correlation between camidanlumab tesirine (ADCT- 301) IC50 and CD25 protein surface or RNA expression. (A) Correlation between 
camidanlumab tesirine (ADCT- 301) IC50 and CD25 surface expression. (B–D) Correlation between camidanlumab tesirine (ADCT- 301) IC50 and CD25 
(IL2RA) RNA expression analysed by Illumina arrays, HTG or total RNA- seq respectively. Pearson correlation performed. ABC, antibody- binding 
capacity.
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ALK− (Belli- CD30) ALCL. Both PDX- Dlines were confirmed 
to express high levels of CD25 (Figure S2). Camidanlumab 
tesirine showed potent activity in the two PDX cell lines 
tested, DN03 and Belli- CD30, with IC50 below 0.05 pM and 
around 0.2 pM, respectively (Figure S2).

The in vitro cytotoxic activity of camidanlumab 
tesirine is correlated with its warhead

In parallel to the ADC, all the cell lines were also exposed 
to SG3199, camidanlumab tesirine's warhead. (Table  S1) 
When we correlated the IC50 obtained with camidanlumab 
tesirine against the antitumour activity of SG3199, cell lines 
appeared divided into two clusters, driven by the sensitiv-
ity to camidanlumab tesirine in line with what was ob-
served regarding CD25 expression (Figure 4). For both the 
camidanlumab tesirine- sensitive and the camidanlumab 
tesirine- resistant cell lines, the pattern of activity of the ADC 
was correlated to its warhead. The correlations were weaker 
among the sensitive (SG3199; r = 0.62, p = 0.01), while they 
appeared more robust in the resistant group (SG3199, r = 0.8, 
p < 0.0001) (Figure  4). Differently from camidanlumab 

tesirine, SG3199 was also active in the murine and canine 
cell lines (Table S1).

Camidanlumab tesirine- based combinations are 
active in T- cell lymphoma models

Next, we explored camidanlumab tesirine- based combina-
tions in T- cell lymphoma models. Four cell lines derived 
from ALK+ ALCL (Karpas- 299, KI- JK), CTCL (MAC- 1), 
and ALK− ALCL (FE- PD) were exposed to camidanlumab 
tesirine in combination with drugs known to have clini-
cal activity against T- cell lymphomas36 (Table 2; Table S1). 
Camidanlumab tesirine plus the mTOR inhibitor everoli-
mus showed synergism/additivity in all four cell lines tested. 
The combination with the folate antagonist pralatrexate 
showed synergism/benefit in the two ALK+ ALCL cell lines 
tested. A combination of class I and II HDAC inhibitor vori-
nostat was synergistic or additive in all four cell lines tested. 
The combination with bortezomib led to synergism in the 
CTCL and ALK− ALCL cells and additivity in the two ALK+ 
ALCL cells. Combinations with the BCL2 inhibitor vene-
toclax were synergistic in the ALK+ALCL and CTCL mod-
els but not beneficial in the ALK− ALCL. Based on the CI 

F I G U R E  2  CD25 surface expression in cell lines where 
camidanlumab tesirine has IC50 higher or lower than 5 pM. ABC, 
antibody- binding capacity. Mann–Whiney test performed; ****p < 0.0001.

F I G U R E  3  Sensitivity to camidanlumab tesirine (ADCT- 301) and CD25 expression in B-  versus T- cell lymphoma. (A) Camidanlumab tesirine 
(ADCT- 301) IC50 (pM) in B- cell lymphoma compared to T- cell lymphoma cell lines. (B) CD25 surface expression in B- cell lymphoma compared to T- cell 
lymphoma cell lines. ABC, antibody- binding capacity. Mann–Whiney test performed; ns = non- significant; **p < 0.01.

F I G U R E  4  Correlation between IC50 values of camidanlumab 
tesirine (ADCT- 301) and its warhead SG3199.
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index, the PI3K inhibitor copanlisib synergized with cami-
danlumab tesirine in the CTCL, the ALK− ALCL, and only 
one ALK+ALCL (Karpas- 299). The latter two also achieved 
synergy by adding the class I HDAC inhibitor romidepsin, 
while no benefit was seen in the other cell lines. The combi-
nation with the chemotherapy agent bendamustine showed 
synergy/additivity in one ALK+ ALCL (Karpas- 299) and the 

ALK− ALCL but no or marginal benefit in the other models. 
Finally, the demethylating agent 5- azacytidine was syner-
gistic/additive only in one ALK+ ALCL (Karpas- 299), and 
it was of no or marginally beneficial in the remaining three 
cell lines (Table 2; Table S1). Since vorinostat and romidepsin 
are already approved for the treatment of T- cell lymphomas, 
we tested them in the two PDX- derived cell lines, showing 

T A B L E  2  Camidanlumab tesirine containing combinations in T- cell lymphoma cell lines.

Combination partner Histology Cell line
Median combination 
index 95% C.I. ZIP HSA Loewe Bliss

Bendamustine ALK− ALCL FE- PD 0.91 0.45–1.75 −3.57 −3.78 −5.04 −5.39

ALK+ ALCL Karpas- 299 0.57 0.29–0.84 2.08 4.84 4.46 3.01

ALK+ ALCL KI- JK 1.17 0.57–2.42 −2.16 −0.17 −1.66 −1.06

CTCL (CD30+) MAC1 1.73 0.33–5.71 −10.76 0.50 1.51 −12.34

Copanlisib ALK− ALCL FE- PD 0.66 0.22–1.47 1.85 5.83 −3.40 3.23

ALK+ ALCL Karpas- 299 0.84 0.47–2.31 2.35 3.79 3.00 0.46

ALK+ ALCL KI- JK 1.26 0.84–1.9 −1.13 3.15 0.37 −1.32

CTCL (CD30+) MAC1 0.38 0.17–0.96 4.60 6.70 6.37 3.84

Venetoclax ALK− ALCL FE- PD 1.68 0.67–2.1 0.87 4.66 0.17 2.94

ALK+ ALCL Karpas- 299 0.44 0.27–0.68 3.18 6.08 4.18 4.26

ALK+ ALCL KI- JK 0.55 0.38–0.67 4.54 6.06 5.43 5.93

CTCL (CD30+) MAC1 0.42 0.32–0.57 −0.71 7.41 6.41 −0.54

Everolimus ALK− ALCL FE- PD 0.05 0.03–0.07 0.26 6.58 4.19 0.42

ALK+ ALCL Karpas- 299 0.03 0.02–0.04 −0.45 6.81 6.46 −0.80

ALK+ ALCL KI- JK 0.03 0.02–0.05 2.93 13.19 12.85 2.44

CTCL (CD30+) MAC1 0.74 0.27–1.18 −0.68 6.03 5.95 −0.60

5- Azacytidine ALK− ALCL FE- PD >3 >3 −2.38 −1.04 −0.47 −2.99

ALK+ ALCL Karpas- 299 0.6 0.36–0.97 −5.85 3.60 3.24 −6.52

ALK+ ALCL KI- JK >3 0.38 to >3 −1.79 −1.49 −2.28 −2.26

CTCL (CD30+) MAC1 1.87 0.70 to >3 −4.14 −1.31 −2.79 −3.58

Bortezomib ALK− ALCL FE- PD 0.13 0.06–0.1985 1.91 4.98 4.94 2.11

ALK+ ALCL Karpas- 299 0.93 0.4412–1.31 9.96 12.42 11.61 10.01

ALK+ ALCL KI- JK 1.03 0.62–1.73 2.67 6.93 6.13 2.14

CTCL (CD30+) MAC1 0.31 0.17–0.41 2.68 6.60 6.03 2.71

Pralatrexate ALK− ALCL FE- PD 1.49 1.2–1.594 1.06 6.24 −26.25 0.83

ALK+ ALCL Karpas- 299 0.5 0.19–1.44 −3.65 1.68 0.42 −3.84

ALK+ ALCL KI- JK 0.5 0.18–1.28 −3.67 1.02 −0.40 −3.90

CTCL (CD30+) MAC1 1.22 0.85–1.38 −3.93 0.33 −6.33 −4.00

Romidepsin ALK− ALCL FE- PD 1.16 0.81–8.3 0.56 1.44 −23.02 −0.83

ALK+ ALCL Karpas- 299 0.85 0.64–1.1 3.33 4.61 3.65 3.28

ALK+ ALCL KI- JK 0.89 0.79–1.19 4.97 7.90 0.42 5.36

CTCL (CD30+) MAC1 1.25 0.43 to >3 5.41 −0.94 −10.12 2.55

Vorinostat ALK− ALCL FE- PD 0.85 0.64–2.08 0.10 2.80 −2.17 −1.70

ALK+ ALCL Karpas- 299 0.96 0.43–1.44 1.70 3.37 −13.54 0.79

ALK+ ALCL KI- JK 0.55 0.47–0.59 5.31 7.86 3.31 4.88

CTCL (CD30+) MAC1 0.4 0.11–0.72 8.37 10.88 5.75 8.16

Note: Synergism, additive and no- benefit effects were defined using the Chou–Talalay combination index (CI) or ZIP, HAS, Loewe and Bliss parameters. Synergism, CI < 0.9 
or ZIP, HAS, Loewe, Bliss >10 (red); additive effect, 0.9 < CI < 1.1 or ZIP, HAS, Loewe, Bliss between −10 and 10 (yellow); no benefit, CI >1.1 or ZIP, HAS, Loewe, Bliss < −10 
(blue).
Abbreviations: 95% C.I., 95% confidence interval; ALCL, anaplastic large cell lymphoma; CTCL, cutaneous T- cell lymphoma.
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synergism/additivity with vorinostat and mild or no ben-
efit with romidepsin depending on the synergy parameter 
(Figure S3).

DISCUSSION

In this manuscript, we show that camidanlumab tesirine has 
potent in vitro cytotoxic activity in models of CD25- positive 
lymphomas, and its antitumour activity increases when 
combined with a series of additional anti- cancer agents.

Camidanlumab tesirine has been initially studied in four 
CD25- positive cell lines (two ALCL and two HL) and three 
CD25- negative cell lines (two Burkitt lymphoma and one 
CTCL).19 In this publication, camidanlumab tesirine had 
cytotoxic activity only in the CD25- positive cell lines, and 
no correlation between expression and activity among the 
CD25- positive cell lines could be established.19 Here, we ex-
tended the analysis to a broader panel of cell lines derived 
from B-  and T- cell mature lymphomas with different CD25 
expression levels. Increasing the number of cell lines led to 
a strong association between CD25 expression and cami-
danlumab tesirine antitumour activity. The antitumour 
activity was highly dependent on CD25 expression, both at 
the protein level on the cell surface and, even more, at the 
RNA level, independently from the technologies employed 
to measure it. The latter also included a targeted RNA- Seq 
approach designed explicitly for formalin- fixed paraffin- 
embedded materials, thus easily transferrable to clinical 
specimens. The higher correlation with CD25 RNA levels 
might be due to technical issues that make the flow cytom-
etry measurements to assess CD25 protein levels less robust 
than RNA- based techniques.

In line with the pattern of CD25 expression in clinical 
specimens,7,10 we observed a higher expression of CD25 in 
cell lines derived from mature T- cell lymphomas. This was 
reflected by a higher in  vitro camidanlumab tesirine anti- 
tumour activity in T-  than B- cell lymphomas. This finding 
supports what was observed in the phase 1 study, in which 
the ORR in patients with T- cell lymphoma was twice as high 
as that observed in the B- cell lymphoma population (48% vs. 
23%).21 In the phase 1 study, the highest ORR and CR rates 
were seen in r/r HL (71% and 42%, respectively),21 later con-
firmed in the phase 2 study (70% and 33%, respectively).23 
Notably, the three HL- derived cell lines tested in our re-
search, which differed from the ones previously tested,19 were 
not sensitive to camidanlumab tesirine. In the phase 1 study, 
a higher CD25 histoscore was associated with higher ORR 
among HL patients.21 A correlation between the antitumour 
activity of an ADC and its target expression is often, but not 
always, observed due to complex interaction between charac-
teristics of the ADC and its target in the tumour cells.35,37–45

Both among the camidanlumab tesirine- sensitive and 
the camidanlumab tesirine- resistant cell lines, the pattern 
of activity of the ADC was correlated with that of its war-
head SG3199. The correlation was weaker among the sen-
sitive models and appeared more robust in the resistant 

group. These data suggest that CD25 expression levels and 
the intrinsic degree of sensitivity of each tumour to the 
PBD dimer warhead SG3199 are the most decisive factors 
in driving sensitivity to camidanlumab tesirine. The latter 
point highlights the importance of optimizing the war-
heads as a fundamental step to fully exploit the potential 
offered by the targeted delivery that an ADC allows. The 
direct effect of camidanlumab tesirine on tumoural cells 
might not be the only mechanism of action, but it can also 
exploit a modulation of the immune microenvironment. 
CD25 is highly expressed in tumour- infiltrating Tregs and 
on activated CD8+ Teff cells. Indeed, camidanlumab tesir-
ine has been shown to exploit its anti- tumoural activity by 
depleting tumour- infiltrating Tregs in favour of CD8+ Teff 
cells that were unaffected.33

Although we can expect the target down- regulation to be 
a mechanism of resistance, the fact that the activity of cami-
danlumab tesirine is strictly dependent on CD25 reduces the 
possibility of an off- target effect. Moreover, the phase 1 study 
has shown an encouraging safety profile without reaching a 
maximum tolerated dose.22

Finally, focusing on the T- cell lymphoma models, we ex-
plored the potential benefit of adding camidanlumab tesirine 
to drugs approved by the US Food and Drug Administration 
(FDA) for patients with T- cell lymphomas46 or with antitu-
mour activity reported in lymphomas.47–50 We observed syn-
ergism, especially when we combined camidanlumab tesirine 
with everolimus, vorinostat, bortezomib, copanlisib, veneto-
clax and pralatrexate. The activity data in two CD25+ two 
PDX- Dlines derived from ALK+ and ALK− ALCL obtained 
with vorinostat and romidepsin further suggest the HDAC 
inhibitors as the most exciting combination partners to be 
prioritized for future clinical trials with camidanlumab te-
sirine in patients with T- cell lymphomas in which they are 
approved as single agents.47–50 Furthermore, data from AML 
patients show the clinical feasibility of combining an ADC 
containing a DNA- damaging toxin with class I and II HDAC 
inhibitors.51,52 Conversely, the combination of camidan-
lumab tesirine with the mTOR inhibitor everolimus appeared 
in vitro very active. Still, it might be challenging to translate 
in the clinical setting based on the toxicity observed in a phase 
1 study that explored the combination of another mTOR in-
hibitor, temsirolimus, with inotuzumab ozogamicin, a CD22- 
targeting ADC containing a DNA- damaging toxin.53

PI3K inhibitors are potentially interesting agents for T- 
cell lymphoma patients.54,55 Our in  vitro data show the 
benefit of combining them with camidanlumab tesirine. 
Furthermore, this combination might also be boosted by the 
depletion of the tumour- infiltrating Tregs expected with both 
classes of drugs.24,33,56

Pralatrexate has been safely combined with standard 
CHOP (Fol- CHOP) in a phase 1 study for first- line PTCL 
patients, making the combination with camidanlumab tesir-
ine to be considered for clinical evaluation. Venetoclax has 
shown low clinical activity in PTCL patients,57 but it might 
work more in combination,58 as observed here with camidan-
lumab tesirine. Hints on the feasibility of this combination 
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will come from the ongoing phase 1 trial exploring the 
CD19- targeting ADC loncastuximab tesirine (ADCT- 402) 
based on the same payload as camidanlumab tesirine and 
venetoclax for R/R lymphoma patients (NCT05053659).

The benefit previously reported for combining the 
BCMA- targeting, PBD- containing MEDI2228, with borte-
zomib in multiple myeloma models59 supports our data with 
camidanlumab tesirine and the same proteasome inhibitor. 
So far, clinical safety data are only available for combin-
ing bortezomib with the BCMA- targeting belantamab ma-
fodotin, which has a tubulin- damaging payload.60

The results obtained for camidanlumab tesirine in com-
bination with bendamustine are perhaps slightly worse than 
what has been reported for the combination of camidan-
lumab tesirine with gemcitabine in three lymphoma models 
(synergism in two HL and one ALCL cell lines).61

One limitation of our combination screening is the ab-
sence of PTCL and CD30-  CTCL, which comprise a majority 
compared to CD30+ CTCL. In some cases, the tested com-
binations showed a benefit that was mainly cell- dependent 
and not subtype- specific, probably due to the high het-
erogeneity of T- cell lymphomas. For this reason, it will be 
important to test the most promising combinations from a 
clinical perspective (vorinostat, pralatrexate, and romidep-
sin) also in other T- cell lymphoma models, such as PTCL 
and CD30-  CTCL.

In conclusion, our results show a single solid agent 
in vitro anti- tumour activity for camidanlumab tesirine in 
CD25- expressing lymphoma models, especially in T- cell 
lymphomas. Our data also identified possible combination 
partners that could be clinically explored, including HDAC 
inhibitors, PI3K and BCL2 inhibitors, and folate antagonists.

AU T HOR C ON T R I BU T ION S
Filippo Spriano: performed experiments, data mining, 
interpreted data and co- wrote the manuscript. Chiara 
Tarantelli and Eugenio Gaudio: performed experiments and 
interpreted data. Luciano Cascione: performed data min-
ing. Gaetanina Golino, Lorenzo Scalise and Maria Teresa 
Cacciapuoti: performed experiments. Giorgio Inghirami: 
provided advice, characterized PDX cells and provided re-
sources. Emanuele Zucca and Anastasios Stathis: provided 
advice. Patrick H. Van Berkel and Francesca Zammarchi: 
co- designed the study, provided reagents and supervised the 
study. Francesco Bertoni: co- designed the study, performed 
data mining, interpreted data, supervised the study and co- 
wrote the manuscript. All authors reviewed and accepted the 
final version of the manuscript.

AC K NOW L E D G E M E N T S
Open access funding provided by Universita della Svizzera 
italiana.

F U N DI NG I N FOR M AT ION
This project was partially supported by institutional re-
search funds from ADC Therapeutics (FB), LLS 7027- 23 and 
LLS- SCOR 7026- 21 (GI).

C ON F L IC T OF I N T E R E S T S TAT E M E N T
Patrick H. Van Berkel and Francesca Zammarchi: ADC 
Therapeutics employees and stock owners. Chiara Tarantelli: 
travel grant from iOnctura. Luciano Cascione: travel grant 
from HTG Molecular Diagnostics. Gaetanina Golino: cur-
rently an employee at Daiichi Sankyo Italia. Lorenzo Scalise: 
presently an employee at SFL, a Veristat company. Emanuele 
Zucca: institutional research funds from Celgene, Roche 
and Janssen; advisory board fees from Celgene, Roche, Mei 
Pharma, Astra Zeneca and Celltrion Healthcare; travel grants 
from Abbvie and Gilead; and he has provided expert statements 
to Gilead, Bristol- Myers Squibb and MSD. Anastasios Stathis: 
institutional research funds from Bayer, ImmunoGen, Merck, 
Pfizer, Novartis, Roche, MEI Pharma and ADC Therapeutics, 
and travel grants from AbbVie and PharmaMar. Francesco 
Bertoni: institutional research funds from ADC Therapeutics, 
Bayer AG, BeiGene, Floratek Pharma, Helsinn, HTG 
Molecular Diagnostics, Ideogen AG, Idorsia Pharmaceuticals 
Ltd., Immagene, ImmunoGen, Menarini Ricerche, Nordic 
Nanovector ASA, Oncternal Therapeutics and Spexis AG; 
consultancy fee from BIMINI Biotech, Helsinn and Menarini; 
advisory board fees to institution from Novartis; expert state-
ments provided to HTG Molecular Diagnostics; travel grants 
from Amgen, Astra Zeneca and iOnctura. The other authors 
have no conflicts of interest.

DATA AVA I L A BI L I T Y S TAT E M E N T
Gene expression data used in the work are available at the 
National Centre for Biotechnology Information (NCBI) 
Gene Expression Omnibus (GEO; http:// www. ncbi. nlm. 
nih. gov/ geo) database with accession numbers GSE94669, 
GSE221770 and GSE103934.

ORC I D
Francesco Bertoni   https://orcid.org/0000-0001-5637-8983 

T W I T T E R
Luciano Cascione   CascioneLuciano 
Anastasios Stathis   anastasiosStat2 
Francesco Bertoni   frbertoni 

R E F E R E N C E S
 1. Zinn S, Vazquez- Lombardi R, Zimmermann C, Sapra P, Jermutus 

L, Christ D. Advances in antibody- based therapy in oncology. Nat 
Cancer. 2023;4(2):165–80.

 2. Barreca M, Lang N, Tarantelli C, Spriano F, Barraja P, Bertoni F. 
Antibody- drug conjugates for lymphoma patients: preclinical and 
clinical evidences. Explor Target Antitumor Ther. 2022;3(6):763–94.

 3. Khongorzul P, Ling CJ, Khan FU, Ihsan AU, Zhang J. Antibody- drug 
conjugates: a comprehensive review. Mol Cancer Res. 2020;18(1):3–19.

 4. Letourneau S, Krieg C, Pantaleo G, Boyman O. IL- 2-  and CD25- 
dependent immunoregulatory mechanisms in the homeostasis of T- 
cell subsets. J Allergy Clin Immunol. 2009;123(4):758–62.

 5. Malek TR. The biology of interleukin- 2. Annu Rev Immunol. 
2008;26:453–79.

 6. Shao H, Calvo KR, Grönborg M, Tembhare PR, Kreitman RJ, Stetler- 
Stevenson M, et al. Distinguishing hairy cell leukemia variant from 
hairy cell leukemia: development and validation of diagnostic crite-
ria. Leuk Res. 2013;37(4):401–9.

 13652141, 0, D
ow

nloaded from
 https://onlinelibrary.w

iley.com
/doi/10.1111/bjh.19658 by B

iblioteca universitaria di L
ugano, W

iley O
nline L

ibrary on [28/08/2024]. See the T
erm

s and C
onditions (https://onlinelibrary.w

iley.com
/term

s-and-conditions) on W
iley O

nline L
ibrary for rules of use; O

A
 articles are governed by the applicable C

reative C
om

m
ons L

icense

http://www.ncbi.nlm.nih.gov/geo
http://www.ncbi.nlm.nih.gov/geo
https://orcid.org/0000-0001-5637-8983
https://orcid.org/0000-0001-5637-8983
https://www.twitter.com/CascioneLuciano
https://www.twitter.com/anastasiosStat2
https://www.twitter.com/frbertoni


   | 9SPRIANO et al.

 7. Horiuchi S, Koyanagi Y, Tanaka Y, Waki M, Matsumoto A, Zhou 
YW, et  al. Altered interleukin- 2 receptor alpha- chain is expressed 
in human T- cell leukaemia virus type- I- infected T- cell lines and 
human peripheral blood mononuclear cells of adult T- cell leukaemia 
patients through an alternative splicing mechanism. Immunology. 
1997;91(1):28–34.

 8. Strauchen JA, Breakstone BA. IL- 2 receptor expression in human 
lymphoid lesions. Immunohistochemical study of 166 cases. Am J 
Pathol. 1987;126(3):506–12.

 9. Sheibani K, Winberg CD, van de Velde S, Blayney DW, Rappaport H. 
Distribution of lymphocytes with interleukin- 2 receptors (TAC an-
tigens) in reactive lymphoproliferative processes, Hodgkin's disease, 
and non- Hodgkin's lymphomas. An immunohistologic study of 300 
cases. Am J Pathol. 1987;127(1):27–37.

 10. Nakase K, Kita K, Nasu K, Ueda T, Tanaka I, Shirakawa S, et  al. 
Differential expression of interleukin- 2 receptors (alpha and 
beta chain) in mature lymphoid neoplasms. Am J Hematol. 
1994;46(3):179–83.

 11. Cerny J, Woods L, Yu H, Ramanathan M, Raffel GD, Walsh WV, 
et  al. Expression of CD25 on acute myeloid leukemia (AML) blasts 
is an independent risk factor associated with refractory disease, 
which may be overcome by stem cell transplantation (SCT). Blood. 
2011;118(21):3560.

 12. Fujiwara S, Muroi K, Hirata Y, Sato K, Matsuyama T, Ohmine K, et al. 
Clinical features of de novo CD25(+) diffuse large B- cell lymphoma. 
Hematology. 2013;18(1):14–9.

 13. Fujiwara S- I, Tatara R, Okazuka K, Oh I, Ohmine K, Suzuki T, et al. 
Profiles of de novo CD25- positive mature B- cell lymphomas. Blood. 
2013;122(21):4308.

 14. Yoshida N, Oda M, Kuroda Y, Katayama Y, Okikawa Y, Masunari T, 
et al. Clinical significance of sIL- 2R levels in B- cell lymphomas. PLoS 
One. 2013;8(11):e78730.

 15. Fujiwara S, Muroi K, Tatara R, Matsuyama T, Ohmine K, Suzuki T, 
et al. Clinical features of de novo CD25- positive follicular lymphoma. 
Leuk Lymphoma. 2014;55(2):307–13.

 16. Flynn MJ, Hartley JA. The emerging role of anti- CD25 directed ther-
apies as both immune modulators and targeted agents in cancer. Br J 
Haematol. 2017;179(1):20–35.

 17. Dehbashi M, Hojati Z, Motovali- Bashi M, Ganjalikhany MR, Cho 
WC, Shimosaka A, et al. A novel CAR expressing NK cell targeting 
CD25 with the Prospect of overcoming immune escape mechanism 
in cancers. Front Oncol. 2021;11:649710.

 18. Cohan SL, Lucassen EB, Romba MC, Linch SN. Daclizumab: mech-
anisms of action, therapeutic efficacy, adverse events and its uncov-
ering the potential role of innate immune system recruitment as a 
treatment strategy for relapsing multiple sclerosis. Biomedicine. 
2019;7(1):18.

 19. Flynn MJ, Zammarchi F, Tyrer PC, Akarca AU, Janghra N, Britten CE, 
et al. ADCT- 301, a Pyrrolobenzodiazepine (PBD) dimer- containing 
antibody- drug conjugate (ADC) targeting CD25- expressing hemato-
logical malignancies. Mol Cancer Ther. 2016;15(11):2709–21.

 20. Goldberg AD, Atallah E, Rizzieri D, Walter RB, Chung KY, Spira A, 
et al. Camidanlumab tesirine, an antibody- drug conjugate, in re-
lapsed/refractory CD25- positive acute myeloid leukemia or acute 
lymphoblastic leukemia: a phase I study. Leuk Res. 2020;95:106385.

 21. Hamadani M, Collins GP, Caimi PF, Samaniego F, Spira A, Davies A, 
et al. Camidanlumab tesirine in patients with relapsed or refractory 
lymphoma: a phase 1, open- label, multicentre, dose- escalation, dose- 
expansion study. Lancet Haematol. 2021;8(6):e433–e445.

 22. Puzanov I, LoRusso P, Papadopoulos KP, Chen CT, LeBruchec Y, He 
XM, et al. A phase 1b, open- label, dose- escalation study to evaluate 
camidanlumab tesirine (Cami) as monotherapy in patients (pts) with 
advanced solid tumors. J Clin Oncol. 2021;39(15):2556.

 23. Carlo- Stella C, Ansell S, Zinzani PL, Radford J, Maddocks K, Pinto 
A, et  al. S201: Camidanlumab tesirine: updated efficacy and safety 
in an open- label, multicenter, phase 2 study of patients with relapsed 
or refractory classical Hodgkin lymphoma (R/R CHL). HemaSphere. 
2022;6:102–3.

 24. Johnson Z, Tarantelli C, Civanelli E, Cascione L, Spriano F, Fraser A, 
et  al. IOA- 244 is a non- ATP- competitive, highly selective, tolerable 
PI3K delta inhibitor that targets solid tumors and breaks immune tol-
erance. Cancer Res Commun. 2023;3(4):576–91.

 25. Fiore D, Cappelli LV, Zumbo P, Phillips JM, Liu Z, Cheng S, et al. A 
novel JAK1 mutant breast implant- associated anaplastic large cell 
lymphoma patient- derived xenograft fostering pre- clinical discover-
ies. Cancers (Basel). 2020;12(6):1603–27.

 26. Cao Z, Scandura JM, Inghirami GG, Shido K, Ding BS, Rafii S. 
Molecular checkpoint decisions made by subverted vascular niche 
transform indolent tumor cells into Chemoresistant cancer stem 
cells. Cancer Cell. 2017;31(1):110–26.

 27. Mastini C, Campisi M, Patrucco E, Mura G, Ferreira A, Costa C, 
et  al. Targeting CCR7- PI3Kγ overcomes resistance to tyrosine ki-
nase inhibitors in ALK- rearranged lymphoma. Sci Transl Med. 
2023;15(702):eabo3826.

 28. Boi M, Gaudio E, Bonetti P, Kwee I, Bernasconi E, Tarantelli C, et al. 
The BET bromodomain inhibitor OTX015 affects pathogenetic path-
ways in preclinical B- cell tumor models and synergizes with targeted 
drugs. Clin Cancer Res. 2015;21(7):1628–38.

 29. Chou TC. Preclinical versus clinical drug combination studies. Leuk 
Lymphoma. 2008;49(11):2059–80.

 30. Yadav B, Wennerberg K, Aittokallio T, Tang J. Searching for drug 
synergy in complex dose- response landscapes using an interaction 
potency model. Comput Struct Biotechnol J. 2015;13:504–13.

 31. Zheng S, Wang W, Aldahdooh J, Malyutina A, Shadbahr T, Tanoli Z, 
et  al. SynergyFinder plus: toward better interpretation and annota-
tion of drug combination screening datasets. Genomics Proteomics 
Bioinformatics. 2022;20(3):587–96.

 32. Tarantelli C, Gaudio E, Arribas AJ, Kwee I, Hillmann P, Rinaldi A, 
et al. PQR309 is a novel dual PI3K/mTOR inhibitor with preclinical 
antitumor activity in lymphomas as a single agent and in combina-
tion therapy. Clin Cancer Res. 2018;24(1):120–9.

 33. Zammarchi F, Havenith K, Bertelli F, Vijayakrishnan B, Chivers S, 
van Berkel PH. CD25- targeted antibody- drug conjugate depletes reg-
ulatory T cells and eliminates established syngeneic tumors via anti-
tumor immunity. J Immunother Cancer. 2020;8(2):e000860.

 34. Xing L, Lin L, Yu T, Li Y, Wen K, Cho S- F, et  al. Anti- Bcma PBD 
MEDI2228 combats drug resistance and synergizes with bortezomib 
and inhibitors to DNA damage response in multiple myeloma. Blood. 
2019;134(Supplement_1):1817.

 35. Hicks SW, Tarantelli C, Wilhem A, Gaudio E, Li M, Arribas AJ, 
et  al. The novel CD19- targeting antibody- drug conjugate huB4- 
DGN462 shows improved anti- tumor activity compared to SAR3419 
in CD19- positive lymphoma and leukemia models. Haematologica. 
2019;104(8):1633–9.

 36. Stuver R, Moskowitz AJ. Therapeutic advances in relapsed and re-
fractory peripheral T- cell lymphoma. Cancers (Basel). 2023;15(3): 
589–606.

 37. Tarantelli C, Wald D, Munz N, Spriano F, Bruscaggin A, Cannas E, 
et  al. Targeting CD19- positive lymphomas with the antibody- drug 
conjugate loncastuximab tesirine: preclinical evidence as single agent 
and in combination therapy. Haematologica. 2024. https:// doi. org/ 10. 
3324/ haema tol. 2023. 284197. Online ahead of print.

 38. Gaudio E, Tarantelli C, Spriano F, Guidetti F, Sartori G, Bordone R, 
et al. Targeting CD205 with the antibody drug conjugate MEN1309/
OBT076 is an active new therapeutic strategy in lymphoma models. 
Haematologica. 2020;105(11):2584–91.

 39. Mazahreh R, Mason ML, Gosink JJ, Olson DJ, Thurman R, Hale 
C, et  al. SGN- CD228A is an investigational CD228- directed 
antibody- drug conjugate with potent antitumor activity across a 
wide Spectrum of preclinical solid tumor models. Mol Cancer Ther. 
2023;22(4):421–34.

 40. Arribas AJ, Gaudio E, Napoli S, Yvon Herbaux CJ, Tarantelli C, 
Bordone RP, et  al. PI3Kdelta activation, IL6 over- expression, and 
CD37 loss cause resistance to the targeting of CD37- positive lym-
phomas with the antibody- drug conjugate naratuximab emtansine. 
bioRxiv. 2023 2023.2011.2014.566994.

 13652141, 0, D
ow

nloaded from
 https://onlinelibrary.w

iley.com
/doi/10.1111/bjh.19658 by B

iblioteca universitaria di L
ugano, W

iley O
nline L

ibrary on [28/08/2024]. See the T
erm

s and C
onditions (https://onlinelibrary.w

iley.com
/term

s-and-conditions) on W
iley O

nline L
ibrary for rules of use; O

A
 articles are governed by the applicable C

reative C
om

m
ons L

icense

https://doi.org/10.3324/haematol.2023.284197
https://doi.org/10.3324/haematol.2023.284197


10 |   CAMIDANLUMAB TESIRINE IN CD25+ LYMPHOMAS

 41. Han L, Jorgensen JL, Brooks C, Shi C, Zhang Q, Nogueras González 
GM, et al. Antileukemia efficacy and mechanisms of action of SL- 101, 
a novel anti- CD123 antibody conjugate, in acute myeloid leukemia. 
Clin Cancer Res. 2017;23(13):3385–95.

 42. Kovtun Y, Noordhuis P, Whiteman KR, Watkins K, Jones GE, Harvey 
L, et al. IMGN779, a novel CD33- targeting antibody- drug conjugate 
with DNA- alkylating activity, exhibits potent antitumor activity in 
models of AML. Mol Cancer Ther. 2018;17(6):1271–9.

 43. Zammarchi F, Havenith KE, Chivers S, Hogg P, Bertelli F, Tyrer P, 
et  al. Preclinical development of ADCT- 601, a novel pyrrolobenzo-
diazepine dimer- based antibody- drug conjugate targeting AXL- 
expressing cancers. Mol Cancer Ther. 2022;21(4):582–93.

 44. Staudacher AH, Brown MP. Antibody drug conjugates and bystander 
killing: is antigen- dependent internalisation required? Br J Cancer. 
2017;117(12):1736–42.

 45. Zammarchi F, Havenith KE, Sachini N, Janghra N, Chivers S, Idusogie 
E, et  al. ADCT- 602, a novel PBD dimer- containing antibody- drug 
conjugate for treating CD22- positive hematologic malignancies. Mol 
Cancer Ther. 2024;23(4):520–31.

 46. Nakase K, Kita K, Shirakawa S, Tanaka I, Tsudo M. Induction of cell 
surface interleukin 2 receptor alpha chain expression on non- T lym-
phoid leukemia cells. Leuk Res. 1994;18(11):855–9.

 47. Younes A, Ansell S, Fowler N, Wilson W, de Vos S, Seymour J, et al. 
The landscape of new drugs in lymphoma. Nat Rev Clin Oncol. 
2017;14(6):335–46.

 48. Marchi E, O'Connor OA. The rapidly changing landscape in mature 
T- cell lymphoma (MTCL) biology and management. CA Cancer J 
Clin. 2020;70(1):47–70.

 49. Fiore D, Cappelli LV, Broccoli A, Zinzani PL, Chan WC, Inghirami 
G. Peripheral T cell lymphomas: from the bench to the clinic. Nat Rev 
Cancer. 2020;20(6):323–42.

 50. Horwitz SM, Ansell S, Ai WZ, Barnes J, Barta SK, Brammer J, et al. 
T- cell lymphomas, version 2.2022, NCCN clinical practice guidelines 
in oncology. J Natl Compr Cancer Netw. 2022;20(3):285–308.

 51. Walter RB, Medeiros BC, Gardner KM, Orlowski KF, Gallegos L, Scott 
BL, et al. Gemtuzumab ozogamicin in combination with vorinostat 
and azacitidine in older patients with relapsed or refractory acute my-
eloid leukemia: a phase I/II study. Haematologica. 2014;99(1):54–9.

 52. Abedin SM, Badar T, Gauger K, Michaelis LC, Runaas L, Carlson KS, 
et al. Safety and efficacy of pracinostat in combination with gemtu-
zumab ozogamicin (PraGO) in patients with relapsed/refractory 
acute myeloid leukemia. Leuk Res. 2022;123:106984.

 53. Pirosa MC, Zhang L, Hitz F, Novak U, Hess D, Terrot T, et al. A phase 
I trial of inotuzumab ozogamicin in combination with temsirolimus 
in patients with relapsed or refractory CD22- positive B- cell non- 
Hodgkin lymphomas. Leuk Lymphoma. 2022;63(1):117–23.

 54. Brammer JE, Zinzani PL, Zain J, Mead M, Casulo C, Jacobsen ED, 
et al. Duvelisib in patients with relapsed/refractory peripheral T- cell 

lymphoma from the phase 2 primo trial: results of an interim analysis. 
Blood. 2021;138(Supplement 1):2456.

 55. Yhim HY, Kim T, Kim SJ, Shin HJ, Koh Y, Kim JS, et al. Combination 
treatment of copanlisib and gemcitabine in relapsed/refractory 
PTCL (COSMOS): an open- label phase I/II trial. Ann Oncol. 
2021;32(4):552–9.

 56. Tarantelli C, Argnani L, Zinzani PL, Bertoni F. PI3Kdelta inhibitors 
as immunomodulatory agents for the treatment of lymphoma pa-
tients. Cancers (Basel). 2021;13(21):5535–52.

 57. Ballotta L, Zinzani PL, Pileri S, Bruna R, Tani M, Casadei B, et  al. 
Venetoclax shows low therapeutic activity in BCL2- positive re-
lapsed/refractory peripheral T- cell lymphoma: a phase 2 study of the 
Fondazione Italiana Linfomi. Front Oncol. 2021;11:789891.

 58. Tarantelli C, Lange M, Gaudio E, Cascione L, Spriano F, Kwee I, 
et  al. Copanlisib synergizes with conventional and targeted agents 
including venetoclax in B-  and T- cell lymphoma models. Blood Adv. 
2020;4(5):819–29.

 59. Xing L, Lin L, Yu T, Li Y, Cho SF, Liu J, et al. A novel BCMA PBD- 
ADC with ATM/ATR/WEE1 inhibitors or bortezomib induce syner-
gistic lethality in multiple myeloma. Leukemia. 2020;34(8):2150–62.

 60. Popat R, Nooka A, Stockerl- Goldstein K, Abonour R, Ramaekers R, 
Khot A, et al. DREAMM- 6: safety, tolerability and clinical activity of 
Belantamab Mafodotin (Belamaf) in combination with bortezomib/
dexamethasone (BorDex) in relapsed/refractory multiple myeloma 
(RRMM). Blood. 2020;136(Supplement 1):19–20.

 61. Jabeen A, Huang S, Hartley JA, Van Berkel PH, Zammarchi F. 
Combination of Camidanlumab Tesirine, a CD25- targeted ADC, 
with gemcitabine elicits synergistic anti- tumor activity in preclinical 
tumor models. Blood. 2020;136(Supplement 1):31–2.

SU PP ORT I NG I N FOR M AT ION
Additional supporting information can be found online in 
the Supporting Information section at the end of this article.

How to cite this article: Spriano F, Tarantelli C, 
Cascione L, Gaudio E, Golino G, Scalise L, et al. 
Targeting CD25+ lymphoma cells with the antibody–
drug conjugate camidanlumab tesirine as a single 
agent or in combination with targeted agents. Br J 
Haematol. 2024;00:1–10. https://doi.org/10.1111/
bjh.19658

 13652141, 0, D
ow

nloaded from
 https://onlinelibrary.w

iley.com
/doi/10.1111/bjh.19658 by B

iblioteca universitaria di L
ugano, W

iley O
nline L

ibrary on [28/08/2024]. See the T
erm

s and C
onditions (https://onlinelibrary.w

iley.com
/term

s-and-conditions) on W
iley O

nline L
ibrary for rules of use; O

A
 articles are governed by the applicable C

reative C
om

m
ons L

icense

https://doi.org/10.1111/bjh.19658
https://doi.org/10.1111/bjh.19658

	Targeting CD25+ lymphoma cells with the antibody–drug conjugate camidanlumab tesirine as a single agent or in combination with targeted agents
	Summary
	INTRODUCTION
	METHODS
	Cell lines
	Patient-derived tumour xenograft-derived cell lines
	Compounds
	Cytotoxic activity in single and combination
	CD25 expression
	Data analysis

	RESULTS
	The in vitro antitumour activity of camidanlumab tesirine is dependent on CD25 expression
	The in vitro cytotoxic activity of camidanlumab tesirine is correlated with its warhead
	Camidanlumab tesirine-based combinations are active in T-cell lymphoma models

	DISCUSSION
	AUTHOR CONTRIBUTIONS
	ACKNOWLEDGEMENTS
	FUNDING INFORMATION
	CONFLICT OF INTEREST STATEMENT
	DATA AVAILABILITY STATEMENT

	REFERENCES


