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Abstract Introduction CT-P10 is a rituximab biosimilar approved by regulatory agencies in many countries including
European Union!", the United States®?, and the Republic of Korea®®. This Korean post-marketing surveillance (PMS) study
evaluated the safety and effectiveness of CT-P10 in the firstly approved indications in Korea: non-Hodgkin's lymphoma (NHL),
chronic lymphocytic leukemia (CLL), rheumatoid arthritis (RA), granulomatosis with polyangiitis (GPA), and microscopic pol-
yangiitis (MPA). In the CT-P10 development program, randomized controlled trials (RCTs) were conducted in RA and follicular
lymphoma (FL). Therefore, the present PMS study would provide a comprehensive profile of CT-P10 in indications where
approval was based on the extrapolation of comparative clinical data. Moreover, this study would address the real-world data
of CT-P10 in patients with a range of comorbidities and taking various concomitant medications during routine clinical
practice.

Method This was a prospective, open-label, observational PMS study conducted at 27 centers in Korea during the surveil-
lance period (16 November 2016-15 November 2020). Patients who received their first CT-P10 treatment per prescribing
information were eligible for the study, regardless of previous treatment receiving other rituximab products. The objective
was to investigate the type and frequency of unexpected adverse events (AEs), adverse drug reactions (ADRs), and serious
AEs during a 1-year (NHL and CLL) or 24-week (RA and GPA/MPA) follow-up period after the first administration of CT-P10.
Effectiveness was assessed by treating physicians according to the best overall response (BOR) during the study in NHL and
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CLL patients, Disease Activity Score in 28 joints (DAS28) score in RA patients, and Birmingham Vasculitis Activity Score for
Wegener's Granulomatosis (BVAS/WG) criteria in GPA/MPA patients following the first CT-P10 administration.

Results The safety population was defined as patients who received >1 dose of CT-P10 and had >1 safety follow-up visit after
the first CT-P10 administration, and comprised 677 patients (604 NHL, 16 CLL, 42 RA, 15 GPA/MPA). Among 604 NHL patients,
108 patients were diagnosed with FL and 496 patients had diffuse large B-cell lymphoma (DLBCL). 611 patients (549 NHL, 15
CLL, 32 RA, 15 GPA/MPA) were included in the effectiveness population, excluding 66 patients whose effectiveness results
were not reported.

Of 620 NHL or CLL patients, 424 (62.8%) experienced 1,717 AEs and 172 (27.7%) had ADRs (Table 1). The most common AE
and ADR was nausea in NHL or CLL patients, reporting for 69 (11.1%) patients and 30 (4.8%) patients, respectively. Of 42 RA
patients, 13 (31.0%) patients reported a total of 35 AEs. Eight ADRs occurred in 6 (14.3%) RA patients. 13 (86.7%) out of 15
GPA/MPA patients reported a total of 45 AEs. The most common AE was cough (3 [7.1%]) in RA patients and pneumonia (4
[26.7%)) in GPA/MPA patients, respectively.

In NHL patients, the response rate was 96.7% (468/484) for rituximab-naive patients and 50.8% (33/65) for switched patients
(i.e. who had received other rituximab products before CT-P10 treatment) each (Table 2). All CLL patients were rituximab-
naive and responder. The response rate was 77.8% (7/9) for rituximab-naive patients and 100.0% (23/23) for switched patients
in RA population. In GPA/MPA patients, response rates were 38.5% (5/13) and 100.0% (2/2) for rituximab-naive and switched
patients, respectively.

Conclusion This PMS study demonstrated that the safety findings of CT-P10 were consistent with the known safety profile of
CT-P10 and other rituximab products in NHL, CLL, GPA, MPA and RA. In terms of effectiveness analyses, high response rates
were observed across indications, providing pertinent information for the use of CT-P10 in routine clinical practice.
Reference [1] European Medicines Agency. Truxima summary of product characteristics 2022

[2] US Food and Drug Administration. Highlights of prescribing information, Truxima (CT-P10). 2022

[3] Ministry of Food and Drug Safety. Biological products 2016

Table 1. Summary of safety, by indication (safety poj
Patients, n (%) NHLU/ICLL RA GPA/MPA
(n=620) (n=42) (n=15)

Any AE 424 (68.4) 13 (31.0) 13 (86.7)

ADR* 172 (27.7) 6(14.3) 2(13.3)

Any serious AE 102 (16.5) 5(11.9) 7 (46.7)

Serious ADR 31(5.0) 3(7.1) 1(6.7)

Any unexpected AE 195 (31.5) 11 (26.2) 11 (73.3)

Unexpected ADR. 29 (4.7) 4(9.5) 1(6.7)

Any AE leading to discontinuation 36 (5.8) 1(2.4) 2(13.3)
of study drug

ADR leading to discontinuation of 16 (2.6) 1(2.4) 0
study drug

Death 14 (2.3) 0 2(13.3)

Death due to ADR 5 :0.81} 0 0

"Causal relabonship o treatment with CT-P10 determined as ‘cerlain’, ‘probablefikely’, ‘possible’,

. - ified" of | S

"Three deaths classified as ‘'unassessablefunclassifiable” and two deaths classified as ‘possible’

ADR, adverse drug reaction; AE, adverse event; CLL, chronic lymphocyt ia; GPA, is with
I itis; MPA, ic: pol itis; NHL, non-Hodgkin's lymphoma; RA, rheumatold arthritis

Table 2. Summary of effectiveness, by indication (effecti population)
n Responders, N F lers, Not luabl
n (%) n (%) n (%)
NHL
Rituximab-naive 484 468 (96.7) 16 (3.3) 0
Switched 65 33 (50.8) 3(4.8) 29 (44.6)
FL
Rituximab-naive 78 77 (98.7) 1(1.3) 0
Switched 23 16 (69.6) 2(8.7) 5(21.7)
DLBCL
Rituximab-naive 406 391 (96.3) 15(3.7) 0
Switched 42 17 (40.5) 1(2.4) 24 (57.1)
CLL
Rituximab-naive 15 15 (100.0) 0 0
Switched 0 0 0 0
RA
Rituximab-naive 9 T(77.8) 1(11.1) 1(11.1)
Switched 23 23 (100.0) 0 0
GPAIMPA
Rituximab-naive 13 5 (38.5) B (61.5)° 0
Switched 2 2 (100.0) 0 0
— —
“MNo change in response for 4 (30.8%) patients and deterioration in response for 4 (30.8%) patients.
CLL, chronic lymphocytic leukemia; DLBCL, diffuse large B-cell FL. follicular GPA,
is with itis; MPA, mi i y jitis; NHL, non-Hodgkin's lymphoma; RA, rheumatoid
arhritis
Figure 1.
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