
Vol.:(0123456789)

Drugs (2025) 85:699–706 
https://doi.org/10.1007/s40265-025-02160-6

ADISINSIGHT REPORT

Iparomlimab and Tuvonralimab: First Approval

Susan J. Keam1

Accepted: 5 February 2025 / Published online: 1 April 2025 
© Springer Nature Switzerland AG 2025

Abstract
Iparomlimab and tuvonralimab (齐倍安®) is a bifunctional combination of anti-programmed death receptor-1 (PD-1)/anti-
cytotoxic T lymphocyte-associated protein-4 (CTLA-4) monoclonal antibodies (mAbs) being developed by Qilu Pharmaceu-
tical Co., Ltd for the treatment of advanced, solid, malignant tumours. In September 2024, iparomlimab and tuvonralimab 
was granted conditional approval (based on surrogate endpoints) for the treatment of patients with recurrent or metastatic 
cervical cancer who have failed previous platinum-based chemotherapy. This article summarizes the milestones in the 
development of iparomlimab and tuvonralimab leading to this first approval for the treatment of patients with recurrent or 
metastatic cervical cancer who have failed previous platinum-based chemotherapy.

Digital Features for this AdisInsight Report can be found at 
https://​doi.​org/​10.​6084/​m9.​figsh​are.​28347​014.

Iparomlimab and Tuvonralimab (齐倍安®): Key 
Points 

A bifunctional combination of anti-PD-1/anti-CTLA-4 
mAbs being developed by Qilu Pharmaceutical for the 
treatment of advanced, solid, malignant tumours

Received its first approval (conditional approval based 
on surrogate endpoints) on 26 September 2024 in China

Approved for use in patients with recurrent or metastatic 
cervical cancer who have failed previous platinum-based 
chemotherapy

1  Introduction

The development of cancer immunotherapies, and in particu-
lar immune checkpoint inhibitors, has significantly changed 
the treatment of solid malignant tumours in the last decade 
[1–3]. Checkpoint inhibitors modulate immune system cel-
lular interactions with tumour cells, and anti-programmed 
death receptor-1/anti-programmed death receptor-ligand 1 
(anti-PD-1/anti-PD-L1) and anti-cytotoxic T lymphocyte-
associated protein-4 (CTLA-4) monoclonal antibodies 
(mAbs) have been shown to stimulate or reactivate/amplify 
anti-tumour T cell response, restoring functional activity [1, 
2, 4]. Anti-PD-1/anti-PD-L1 mAbs have shown good effi-
cacy as monotherapy or in combination with anti-CTLA-4 
mAbs, with or without chemotherapy, in a range of solid 
tumours [5], including cervical cancer [2], non-small-cell 
cancer (NSCLC) [3, 6], small cell lung cancer (SCLC) [3], 
nasopharyngeal cancer (NPC) [7, 8], hepatocellular cancer 
(HCC) [1] and colorectal cancer (CRC) [9]. Compared with 
monotherapy, treatment with the combination of an anti-
PD-1/anti-PD-L1 mAb and an anti-CTLA-4 mAb signifi-
cantly improves overall response and survival in many of 
these cancers due to synergistic activity, but is associated 
with increased immune response adverse events that are 
predominantly due to anti-CTLA-4 activity [1–3, 5]. Con-
sequently, combination regimens that have a reduced dose 
of an anti-CTLA-4 mAb are of interest [3, 5].
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Iparomlimab and tuvonralimab (齐倍安®) is a bifunc-
tional combination of anti-PD-1 and anti-CTLA-4 mAbs 
being developed by Qilu Pharmaceutical Co., Ltd for the 
treatment of advanced, solid, malignant tumours [10, 11]. 
Iparomlimab and tuvonralimab contains a mixture of full 
length anti-huPD-1 IgG4 (iparomlimab) and anti-huCTLA-4 
IgG1 (tuvonralimab) mAbs expressed in a fixed ≈ 2:1 ratio 
from a single cell line using the MabPair® platform [5, 
12–16]. MabPair® technology uses a molecular engineering 
approach to control cognate pairing of antibody light chains 
and heavy chains during the assembly of two antibodies in 
the same cell line. The relative ratio of the two antibodies 
is predefined and each antibody is individually engineered 
to achieve optimal target coverage, effector function and 
pharmacokinetics [12, 15, 16]. Tuvonralimab has been engi-
neered to have a shorter half-life (t1/2) than other available 
anti-CTLA-4 mAbs to reduce exposure and decrease the 
risk of immune-related adverse events [5, 12–14]. Unlike 
bispecific mAbs, iparomlimab and tuvonralimab consists 
of two separate mAb components, has a flexible mAb ratio 
and tunable pharmacokinetics [16]. Compared to a combi-
nation of two mAbs targeting different immune checkpoint 
pathways [e.g. nivolumab (anti-PD-1) plus ipilimumab (anti-
CTLA-4)], iparomlimab and tuvonralimab is a single prod-
uct assembled in the same cell line, with reduced toxicity 
because of the shorter t1/2 of the anti-CTLA-4 mAb [16].

2021 2022 2023 2024 2025 2026 2027 2028

NCT05446883, Phase 3

NCT05487391, Phase 3
NCT05690945, Phase 3

NCT05976568, Phase 2/3

NCT05576272, Phase 2/3

NCT05179317, Phase 2
NCT05557565, Phase 2

NCT05329025, Phase 2

NCT05309629, Phase 2

NCT05799820, Phase 2

NCT06446388, Phase 2

Conditional approval in recurrent or metastatic cervical cancer who 
have failed previous platinum-based chemotherapy  in China (Sep)

Conditional MAA submitted for recurrent/metastatic 
cervical cancer in patients who have failed ≥ 1 first-line 
standard platinum-based therapy in China (Aug)

Phase 1 trials in advanced tumours (NCT04296994 and 
NCT05171790) in China completed (Dec)

Phase 1 trial in advanced 
tumours (NCT03986606) 
in USA completed (Jul)

IND application accepted in China 
(Jan 2021)

IND application accepted in the USA 
(Apr 2019)

Cervical cancer

Lung cancer
NPC

CRC
HCC

Est. May 2029

CLDN18.2+ tumours

In September 2024, iparomlimab and tuvonralimab was 
granted conditional approval (based on surrogate endpoints) 
in China for the treatment of adult patients with recurrent 
or metastatic cervical cancer who have failed previous plat-
inum-containing chemotherapy. [4, 10, 11]. Full approval 
of this indication in China will depend on confirmation of 
iparomlimab and tuvonralimab clinical benefits in ongoing 
confirmatory clinical trials [4]. The recommended dose of 
iparomlimab and tuvonralimab is 5 mg/kg administered as 
an intravenous (IV) infusion over 30–60 mins every 3 weeks 
until disease progression or unacceptable toxicity occurs 
[4]. Patients administered iparomlimab and tuvonralimab 
may experience immune-related adverse events (including 
severe and fatal events) during treatment and after discon-
tinuing the product, and should be closely monitored for 
signs and symptoms of these adverse events. Most immune-
related adverse events are reversible and can be managed 
by interrupting treatment and administering corticosteroid 
treatment, and/or supportive care, or non-corticosteroid 
immunosuppressants. In the event of severe immune-related 
adverse reactions, immune-related adverse reactions that do 
not respond to treatment, or recurrent or persistent adverse 
reactions, it may be necessary permanently discontinue treat-
ment with iparomlimab and tuvonralimab [4]. Iparomlimab 
and tuvonralimab is not recommended for use in patients 
with moderate or severe hepatic impairment or severe renal 
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impairment, as it has not been investigated in these patient 
populations. Based on the mechanism of action and pharma-
cological and toxicological research data, iparomlimab and 
tuvonralimab is not recommended during pregnancy unless 
the clinical benefits outweigh the risks [4].

2 � Scientific Summary

2.1 � Pharmacodynamics

Iparomlimab and tuvonralimab specifically targets and 
simultaneously binds to PD-1 and CTLA-4, blocking the 
PD-1/PD-L1 and CTLA-4/B7 signalling pathways and 
reversing the inhibitory effect of both checkpoint signal-
ling pathways on T lymphocytes, restoring functional 
activity and anti-tumour response [4]. Tuvonralimab-
mediated CTLA-4 blocking also kills regulatory T (Treg) 
cells in the tumour, which increases the ratio of effector T 
cells to Treg cells in the tumour site and results in tumour 
cell death [4]. In vitro, iparomlimab and tuvonralimab 
showed inhibitory PD-1 and CTLA-4 activity compara-
ble with that of individual anti-PD-1 and anti-CTLA-4 
agents. Compared with individual agents, iparomlimab and 
tuvonralimab showed synergistic effects on interleukin 2 
(IL-2) production by human peripheral blood mononu-
clear cells (PBMCs) in response to staphylococcal entero-
toxin B stimulation assays, and on human CD8+ T cells 
in response to cytomegalovirus-restimulation assays [5, 
16]. In humanized mouse tumour models, iparomlimab 
and tuvonralimab administration enhanced human T cell 
expansion and inhibited tumour growth [5, 16].

In two phase 1 dose-escalation/dose expansion trials 
in patients with advanced malignant tumours, administra-
tion of IV iparomlimab and tuvonralimab 0.3–10 mg/kg 
(NCT04296994) [13] or 0.3–5 mg/kg (NCT03986606) [14] 
every 3 weeks achieved a sustained > 90% PD-1 receptor 
occupancy rate on circulating CD3+ T cells in all treatment 
groups throughout the treatment cycle [4, 5, 13, 14]. Prolif-
eration of Ki67+ cells in CD4+ and CD8+ T cell popula-
tions and expansion of ICOS+ CD4+ T cells (a surrogate 
for CTLA-4 blockade) was greater with the 5 and 10 mg/kg 
doses than the 0.3, 1 and 3 mg/kg doses [5, 13].

2.2 � Pharmacokinetics

The pharmacokinetics of iparomlimab and tuvonralimab in 
patients with advanced malignant solid tumours were linear 
and exposure was dose-proportional after IV administration 
of iparomlimab and tuvonralimab 0.3–10 mg/kg once every 

3 weeks in a population pharmacokinetic analysis based on 
clinical trials conducted in China [4, 5, 13]. Steady state is 
reached after the 7th dose of iparomlimab and the 2nd dose 
of tuvonralimab. At steady state, the iparomlimab accumula-
tion ratio is 1.9, while tuvonralimab accumulation is negligi-
ble. The mean volume of distribution at steady state (Vd,ss) 
was 4.27 L for iparomlimab and 2.92 L for tuvonralimab. At 
steady state, the mean t1/2 of iparomlimab is 17.5 d and mean 
clearance (CL) is 0.24 L/d, and the mean t1/2 of tuvonralimab 
is 6.2 d and the mean CL is 0.48 L/d [4].

2.3 � Therapeutic Trials

2.3.1 � Cervical Cancer

Treatment with IV iparomlimab and tuvonralimab 5 mg/kg 
every 3 weeks showed promising efficacy in a phase 2 trial 
(NCT05557565; DUBHE-C-206) conducted in China in 
patients with recurrent/metastatic cervical cancer who had 
failed ≥ 1 platinum-containing standard treatment and were 
immunotherapy-naive [4, 17]. In the full analysis set (FAS) 
population (n = 147), the independent imaging review commit-
tee (IRC)-assessed confirmed objective response rate (cORR) 
[primary endpoint] was 33.3% (49/147 patients; 2 CR, 47 PR) 
[4]. Median duration of response (DoR) was not reached, and 
the 6- and 12-month DoR rates were 78.3% and 71.0%. Median 
progression-free survival (PFS) was 5.4 months and the 6- and 
12-month PFS rates were 45.3% and 29.6%. Median overall 
survival (OS) was 17.1 months, and the 6- and 12-month OS 
rates were 83.9% and 64.4% [4]. Among patients who were 
PD-L1-positive [combined positive score (CPS) ≥ 1] at base-
line, IRC-assessed cORR was 36.5% (38/104 patients), and 
among those who were PD-L1- negative (CPS < 1) at baseline, 
IRC-assessed cORR was 25.6% (11/43) [4]. At enrolment, 37% 
of patients had received ≥ 2 lines of systemic treatment, 40% 
had used bevacizumab, and 91% had received radiotherapy. 
71% of patients had a positive baseline PD-L1 and 29% had 
a negative PD-L1 score [4, 17]. At data cut-off (28 October 
2023), the median follow-up duration was 17.5 months, and 
the last enrolled patient completed 12.0 months of follow-up 
[4]. The target ORR was 25%, and an ORR < 15% was con-
sidered ineffective [17].

First-line treatment of recurrent/metastatic cervical 
cancer with 6 cycles of IV iparomlimab and tuvonrali-
mab 5 mg/kg every 3 weeks plus paclitaxel and cispl-
atin/carboplatin with/without bevacizumab followed 
by iparomlimab and tuvonralimab with/without bevaci-
zumab maintenance showed promising anti-tumour activ-
ity in a Chinese phase 2 trial in immunotherapy-naive 
patients (NCT05179317; DUBHE-C-204) [18]. A cORR 
of 75.0% (21/28 patients; 4 CR, 17 PR) was achieved 
in the iparomlimab and tuvonralimab, paclitaxel plus 
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Features and properties of iparomlimab and tuvonralimab

Alternative names 齐倍安®; PSB205; QL1706
Class Antineoplastics; Immunotherapies; Monoclonal antibodies; Recombinant fusion proteins
Mechanism of action Antibody-dependent cell cytotoxicity; Programmed cell death 1 receptor antagonists; Cytotoxic T-lympho-

cyte antigen 4 inhibitors; T lymphocyte stimulants
Route of administration IV
Pharmacodynamics Specifically and simultaneously targets and binds to PD-1 and CTLA-4 and reverses inhibitory effect of 

both checkpoint signalling pathways on T lymphocytes
Tuvonralimab-mediated CTLA-4 blocking also kills Treg cells in the tumour, increasing the ratio of effec-

tor T cells to Treg cells in the tumour site
Inhibitory PD-1 and CTLA-4 activity comparable with individual anti-PD-1, anti-CTLA-4 agents
Synergistic effects on IL-2 production by human PBMC in response to SEB and on human CD8+ T cells in 

response to CMV
> 90 % PD-1 receptor occupancy rate throughout treatment cycle

Pharmacokinetics Steady state reached after iparomlimab 7th dose and tuvonralimab 2nd dose;
Steady state accumulation ratio 1.9 (iparomlimab), negligible (tuvonralimab);
Mean Vd,ss 4.27 L (iparomlimab), 2.92 L (tuvonralimab); mean t1/2 17.5 d (iparomlimab), 6.2 d (tuvonrali-

mab); mean CL 0.24 L/d (iparomlimab), 0.48 L/d (tuvonralimab)
Adverse events (monotherapy)
 Most fre-quent Rash, hypothyroidism, hyperthyroidism, pruritus, fatigue, anaemia, ↑ AST, ↑ ALT
 Immune-related Endocrine toxicity, skin adverse reactions, pneumonitis, pancreatic-related toxicity, myocarditis, throm-

bocytopenia, anaemia, skeletal muscle toxicity, gastrointestinal toxicity, ocular toxicity, nephrotoxicity, 
myelosuppression, neurotoxicity, oral mucositis

 Occasional Infusion-related reactions
ATC codes
 WHO ATC code L01F (Monoclonal antibodies and antibody drug conjugates)
 EphMRA ATC code L1G (Monoclonal Antibody Antineoplastics)

with mutated EGFR (Cohort 5), cORR was 54.8% (17/31; 
all PR), median PFS was 8.5 months and median OS 
was 26.5 months (median follow-up 29.5 months) [19]. 
Most patients had stage IV cancer at trial entry and all 
were immunotherapy-naive [6]. In the NSCLC cohort 
who received IV iparomlimab and tuvonralimab 5 mg/
kg every 3 weeks in the Chinese phase 1/1b trial in 
patients with advanced solid tumours (NCT04296994 
and NCT0517790), ORR was 14.0% (17/121 patients) in 
the overall population and 24.2% (16/66) in those who 
were immunotherapy-naive [5].

In a phase 2 trial (NCT05309629) in patients with 
extensive-stage small-cell lung cancer (ES-SCLC) 
conducted in China [20], first-line treatment with IV 
iparomlimab and tuvonralimab 5 mg/kg plus etoposide 
and carboplatin every 3 weeks for 4–6 cycles, followed 
by iparomlimab and tuvonralimab maintenance treatment 
achieved a cORR of 89.7% (all PR; n = 39 evaluable) 
at data cut-off (median iparomlimab and tuvonralimab 
treatment duration of 5.9 months) [20]. Median DoR 
was 4.5 months, median PFS was 5.7 months, with 3- 
and 6-month PFS rate of 94.8% and 44.7%, respectively. 
At a median 6.2 months’ follow-up, median OS had not 
been reached [20]. In the SCLC cohort who received IV 

cisplatin/carboplatin arm and cORR 76.7% (23/30; 3 CR, 
20 PR) was achieved in the iparomlimab and tuvonrali-
mab, paclitaxel plus cisplatin/carboplatin plus bevaci-
zumab arm [18]. Median PFS in the respective arms was 
14.3 and 16.4 months (15.1 months in the overall popu-
lation) and median OS in either arm was not reached. 
Median follow-up duration was 27.0 months [18]. In the 
cervical cancer cohort who received IV iparomlimab 
and tuvonralimab 5 mg/kg every 3 weeks in a Chinese 
phase 1/1b trial in patients with advanced solid tumours 
(NCT04296994 and NCT0517790), ORR was 27.3% 
(15/55 patients) in the overall population and 28.3% 
(15/53) in the immunotherapy-naive population [5].

2.3.2 � Other Solid Tumours

In a phase 2 trial of IV iparomlimab and tuvonralimab 
5 mg/kg every 3 weeks plus platinum doublet chemo-
therapy with or without bevacizumab in patients with 
advanced NSCLC conducted in China (NCT05329025; 
DUBHE-L-201) [6, 19], a cORR of 45% (27/60 patients; 
all PR) and median PFS of 6.8 months was achieved in 
the subgroup of patients with wild-type EGFR (median 
follow-up 12.6 months) [6]. In the subgroup of patients 
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iparomlimab and tuvonralimab 5 mg/kg every 3 weeks 
in the Chinese phase 1/1b trial in patients with advanced 
solid tumours (NCT04296994 and NCT0517790), the 
ORR was 23.1% (6/26 patients) [5].

In the phase 2 part of a phase 2/3 study of first-line 
IV iparomlimab and tuvonralimab 7.5 mg/kg every 3 
weeks with bevacizumab and/or XELOX in patients with 
advanced HCC (NCT05976568; DUBHE-H-308) [21] 
[median follow-up 7.9 months], the ORR was 35.5% (1 
CR; 10 PR) in the iparomlimab and tuvonralimab plus 
bevacizumab and chemotherapy arm (n = 31), 36.7% (11 
PR) in the iparomlimab and tuvonralimab plus bevaci-
zumab arm (n = 30) and 36.7% (11 PR) in the iparomli-
mab and tuvonralimab plus chemotherapy arm (n = 30). 
The ORR in the reference arm (sintilimab plus bevaci-
zumab; n = 29) was 20.7% (6 PR). The 6-month PFS 
rate in the respective treatment arms were 79.0%, 64.3%, 
57.7% and 49.5% [21]. In a phase 1b/2 trial evaluating 
IV iparomlimab and tuvonralimab 5 mg/kg plus bevaci-
zumab every 3 weeks or IV iparomlimab 200 mg plus 
bevacizumab every 3 weeks (NCT05603039) as first-
line treatment in advanced HCC in China, the ORR was 
38.3% (18/47 evaluable patients) in the iparomlimab and 
tuvonralimab arm and 15.4% (4/26) in the iparomlimab 
arm. Median PFS in the respective treatment groups were 
6.7 months and 5.4 months [22].

First-line treatment of recurrent/metastatic NPC with 
IV iparomlimab and tuvonralimab 5 mg/kg every 3 weeks 
in combination with gemcitabine and cisplatin for 4–6 
cycles followed by iparomlimab and tuvonralimab main-
tenance therapy achieved an ORR of 82.1% (23/28 evalu-
able patients; 1 CR, 22 PR) in a Chinese phase 2 trial 
(NCT05576272; DUBHE-N-302) [8]. Median DoR was 
14.1 months, median PFS was 12.5 months and median 
OS was not reached. In patients with high level PD-L1 
expression (CPS ≥ 50; n = 13), ORR was 92.3% and 
median PFS was 16.2 months. Median follow-up was 
15.5 months [8]. In the NPC cohort who received IV 
iparomlimab and tuvonralimab 5 mg/kg every 3 weeks 
in the phase 1/1b Chinese trial in patients with advanced 
solid tumours (NCT04296994 and NCT0517790), ORR 
was 24.5% (27/110 patients) in the overall population 
and 38.7% (24/62) in immunotherapy-naive patients [5].

In a phase 2 Chinese tr ial (NCT05490719) in 
patients with inoperable locally advanced oesopha-
geal squamous cell carcinoma (SCC) [n  =  39], 
administration of 2 cycles of IV paclitaxel, cispl-
atin and iparomlimab and tuvonralimab 5 mg/kg  
every 3 weeks with concurrent radiotherapy (50.4 Gy/28 
fractions) followed by iparomlimab and tuvonralimab 
maintenance therapy achieved a median PFS of 13.99 
months; the 12-month PFS and OS rates were 62.1% and 
86.2%, respectively (median follow-up 12.2 months). 

Patients with PD-L1-positive tumours [tumour propor-
tion score (TPS) ≥ 5%: 41.0%; CPS ≥ 10: 56.4%] had 
significantly longer PFS than those with PD-L1-negative 
tumours (TPS ≥ 5% vs TPS < 5%: p = 0.03; CPS ≥ 10 vs 
CPS < 10: p = 0.014] [23].

In a phase 2 Chinese trial (NCT05799820) in patients 
with untreated, unresectable locally advanced or meta-
static CRC (n = 59) [24], treatment with IV iparomli-
mab and tuvonralimab 5 mg/kg every 3 weeks achieved a 
cORR (primary endpoint) of 62.5% (5 PR) in the cohort 
of patients (n = 8) with microsatellite instability (MSI)-
high tumours regardless of RAS/BRAF status, and treat-
ment with IV iparomlimab and tuvonralimab 5 mg/kg 
plus bevacizumab and XELOX every 3 weeks achieved a 
cORR of 70.6% (36 PR) in the cohort of wild-type RAS/
BRAF patients (n = 51) with microsatellite stable (MSS)/
MSI-low tumours. Median DoR was not reached in either 
cohort. Median follow-up was 10.7 months across both 
cohorts [24].

2.4 � Adverse Events

In patients with solid tumours (n = 666), most of whom 
(n  =  616) received treatment with iparomlimab and 
tuvonralimab 5 mg/kg every 3 weeks as monotherapy 
in phase 1 (NCT04296994; NCT0517790) and phase 2 
(NCT05557565) clinical trials, the incidence of adverse 
reactions (any grade) was 77.5% [4]. The most common 
adverse reactions (any grade; incidence ≥ 10%) were 
rash (19.8%), hypothyroidism (16.1%), hyperthyroid-
ism (13.2%), pruritus (12.6%), fatigue (12.5%), anae-
mia (12.5%), increased AST (12.2%) and increased ALT 
(11.3%). Adverse reactions ≥ grade 3 were reported in 
25.4% of patients; the most frequent (incidence ≥ 1%) 
were anaemia (4.4%), decreased lymphocyte count 
(2.7%), lung inflammation (1.8%), increased lipase (1.5%), 
decreased platelet count (1.5%), increased AST (1.4%), 
infectious pneumonia (1.4%), rash (1.2%), increased 
γ-GT (1.2%), decreased neutrophil count (1.2%), fatigue 
(1.1%) and increased ALT (1.1%) [4]. Immune-related 
adverse reactions included endocrine toxicity [hypothy-
roidism (15.8%), hyperthyroidism (13.2%), thyroiditis 
(1.1%), hyperglycemia (3.2%), type 1 diabetes (0.2%), 
hypophysitis (0.5%), hypopituitarism (0.8%), adrenal 
insufficiency (0.8%)], skin adverse reactions (10.8%), 
pneumonitis (3.6%), pancreatic-related toxicity (3.2%), 
myocarditis (1.2%), thrombocytopenia (1.2%), anaemia 
(0.9%), skeletal muscle toxicity (0.8%), gastrointestinal 
toxicity [diarrhoea (0.3%), colitis (0.3%), gastritis (0.3%) 
hepatitis (0.5%)], ocular toxicity (0.3%), nephrotoxicity 
(0.2%), myelosuppression (0.2%), neurotoxicity (0.2%) 
and oral mucositis (0.2%) [4]. Infusion-related reactions 
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trial in NPC (NCT05576272; DUBHE-N-302) is ongo-
ing. A phase 1b/3 trial of iparomlimab and tuvonralimab 
as perioperative treatment in patients with untreated 
MSI-high/defective mismatch repair,  resectable CRC 
(NCT0668576) is planned. Investigator-sponsored trials 
of iparomlimab and tuvonralimab include phase 2 studies 
in advanced oesophageal SCC (NCT05490719), platinum-
resistant recurrent ovarian cancer (NCT06509971), high-
risk, triple-negative early breast cancer (NCT06404736), 
high-risk, estrogen receptor-positive/HER2-negative early 
breast cancer (NCT06404463), and unresectable locally 
advanced or metastatic pancreatic cancer (NCT06313970).

3 � Current Status

Iparomlimab and tuvonralimab received its first approval 
(a conditional approval based on surrogate endpoints) on 
26 September 2024 for use in patients with recurrent or 
metastatic cervical cancer who have failed previous plati-
num-based chemotherapy in China [4, 27, 28].

Supplementary Information  The online version contains supplemen-
tary material available at https://​doi.​org/​10.​1007/​s40265-​025-​02160-6.

occurred in 8.3% of patients (55/666 patients), all of whom 
recovered after appropriate treatment. Treatment was sus-
pended in 3 patients and permanently discontinued in 9 
patients [4].

In two clinical trials of iparomlimab and tuvonralimab 
(NCT05171790; NCT05557565), the incidence of iparom-
limab antidrug antibodies (ADAs) was 33.5% (61/182 
patients) and tuvonralimab ADAs was 34.1% (62/182). 
ADAs for iparomlimab and tuvonralimab had no effect 
on iparomlimab and tuvonralimab efficacy and safety [4].

2.5 � Ongoing Clinical Trials

Several trials of iparomlimab and tuvonralimab are recruit-
ing: phase 3 trials in recurrent or metastatic cervical can-
cer (NCT05446883; DUBHE-C-301), completely resected 
stage II-IIIB NSCLC (NCT05487391; DUBHE-L-304) 
[25], and PD-L1-negative advanced or metastatic NSCLC 
(NCT05690945; DUBHE-L-303) [26]; a phase 2/3 trial in 
advanced HCC (NCT05976568; DUBHE-H-308); a phase 
2 trial in unresectable, locally advanced or metastatic CRC 
(NCT05799820); and a phase 2 trial of QLS31905 (a Clau-
din18.2/CD3 bi-specific antibody) and/or iparomlimab and 
tuvonralimab plus chemotherapy in Claudin18.2-positive 
malignant solid tumours (NCT06446388). A phase 2/3 

Key clinical trials of iparomlimab and tuvonralimab (Qilu Pharmaceutical Co., Ltd)

Drug(s) Indication Phase Status Location Identifier

Iparomlimab and tuvonralimab, bevacizumab,
platinum-based chemotherapy, placebo

Recurrent/metastatic cervical 
cancer

3 Recruiting China NCT05446883;
DUBHE-C-301

Iparomlimab and tuvonralimab,
platinum-based chemotherapy, placebo

Resected stage II/IIIb NSCLC 3 Recruiting China NCT05487391;
DUBHE-L-304

Iparomlimab and tuvonralimab, tislelizumab,
platinum-based chemotherapy

PD-L1-negative advanced/
metastatic NSCLC

3 Recruiting China NCT05690945;
DUBHE-L-303

Iparomlimab and tuvonralimab, bevacizumab,
platinum-based chemotherapy, sintilimab

Advanced HCC 2/3 Recruiting China NCT05976568;
DUBHE-H-308

Iparomlimab and tuvonralimab, camrelizumab,
platinum-based chemotherapy

Recurrent/metastatic NPC 2/3 Active China NCT05576272;
DUBHE-N-302

Iparomlimab and tuvonralimab, bevacizumab,
platinum-based chemotherapy

Recurrent/metastatic cervical 
cancer

2 Completed China NCT05179317;
DUBHE-C-204

Iparomlimab and tuvonralimab Recurrent/metastatic cervical 
cancer

2 Completed China NCT05557565;
DUBHE-C-206

Iparomlimab and tuvonralimab, bevacizumab,
platinum-based chemotherapy

Advanced NSCLC 2 Completed China NCT05329025;
DUBHE-L-201

Iparomlimab and tuvonralimab,
platinum-based chemotherapy

ES-SCLC 2 Completed China NCT05309629

Iparomlimab and tuvonralimab, bevacizumab,
platinum-based chemotherapy

Advanced/metastatic CRC​ 2 Recruiting China NCT05799820

Iparomlimab and tuvonralimab, QLS31905,
platinum-based or standard chemotherapy

CLDN18.2+ advanced solid 
tumours

2 Recruiting China NCT06446388

https://doi.org/10.1007/s40265-025-02160-6
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