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BACKGROUND & OBJECTIVE Figure 1. Boxplot of Serum Concentration of Denosumab Figure 2. Mean (1£95%CI) Percent Change from Baseline in BMD Table 1. Summary of Treatment-emergent Adverse Events by ADA Status and

] ] . (Hg/mL) by ADA Status and Titer (PK Set and PK-TP II Subset) for Lumbar Spine by ADA Status and Titer (FAS and FAS-TP 11 Titer (Safety Set and Safety-TP II Subset)
denosumat (DENY, 3 fully numan monoclonal antibody that binds to the. Subset)

’ 12 n 153 71 23 39 9 134 90 29 55 6 TP I (Week 0 ~ 52) TP II (Week 52 ~78)
cytokine receptor activator of NF-kb ligand (RANKL). o ’ LU EELL 2

- The < 1% of patients treated with DEN for up to 5 years had a positive anti- g Week 52 Adverse Event CT-P41 DEN CT-P41/CT-P41 DEN/DEN DEN/CT-P41

drug antibody (ADA) result, as detected by an electrochemiluminescent (ECL) s > i : i i ) ) ®ADAnegative @ADA positive  ®ADA fiter=100  ® ADA fiter=300  ® ADA fiter>900 (N=239) (N=238) (N=220) (N=100) (N=101)
. . . —_ . 5 12
brldg_lng |mmunoassay.(DEN Prescribing Inforr_n.atlon 2024). E : [ T T : T l ) % CT-P41 (N=239) DEN (N=238) Number of patients with = 1 TEAE, n/N (%)

) 2” tht|s E‘EUdy’ m.(,Z.St. patlfeii;cs had at I_eatsttllpgilg\é/e ADC'IA‘S;?;!; afI’Eer ttfeaim.e”t g s . — X 0 gy 10 ADA Negative 102/140 (72.9) = 92/128 (71.9) 73/140 (52.1) 26/62 (41.9) 29/59 (49.2)
omtment oriode 'g;;] e assay (In total, 37.9% and 53 sty 5 - J [l | J % g 4 ADA Positive 64/81 (79.0)  53/79(67.1)  37/74(500)  1335(371) | 26/39 (6.)

] However most of the ADA titer v’alueg ere Iyo’w (< 5’0 0), and none of the E 2 J J J 09 + ADA Titer = 100 38/49 (77.6) 30/45 (66.7) 18/42 (42.9) 5/17 (29.4) 15/23 (65.2)

atients had a positive neutralizing antibody result. : + §§ 6 o + + ¢ 1 + I ADATiter = 300 | 25/32 B0L0) 2150 100) 19132 554 o5 (444 /15 6.7
P . P . J y . CT-P41 (N=237) DEN (N=236) s O ADA Titer = 900 1/1 (100) 2/4 (50.0) 0/0 0/0 1/1 (100)

. Further impact analysis was performed on the study data to explore any c= 4 _ _ _
correlation between immunogenicity and clinical outcomes in postmenopausal e m m o m % \Woal 9@ 15 6 B u 2 > e Number of patients with = 1 Grade 3 or higher TEAE, n/N (%)
women with osteoporosis (PMO). oo S ADA Negative 5/140 (3.6) 10/128 (7.8) 4/140 (2.9) 4/62 (6.5) 0/59 (0.0)

% 08~ 0 — — o S P ADA Positive 2/81 (2.5) 3/79 (3.8) 2/74 (2.7) 0/35 (0.0) 1/39 (2.6)

METHOD g Z; : X 5 T = w0 | 300 | =0 | & ) 100 200 | 3900 ADA Titer = 100 1/49 (2.0) 1/45 (2.2) 1/42 (2.4) 0/17 (0.0) 1/23 (4.3)
The ADA against denosumab (CT-P41 and DEN) was detected using a Meso P n 138 8 49 31 1 17 79 45 30 4 ADA Titer = 300 1/31 (3.2) 1/30 (3.3) 1/32 (3.1) 0/18 (0.0) 0/15 (0.0)

- il S . . ) ADA Titer > 900 0/1 (0) 1/4 (25.0) 0/0 0/0 0/1 (0)
ScaIeIDlscovergllI (MS[?C) — EC(IZL Iassay WZICh ca2n5det/ectLA[?,; g"cA IgtheveIs in all g . i i i . i Number of patients with = 1 TESAE, n/N (%)
2T e of CT.PA1 ond DEN ir PMOY. (25 ng/mL o N EE presente B 02 _ ; s || Week 78 ADA Negative 4/140 (2.9) 4/128 (3.1) 5/140 (3.6) 3/62 (4.8) 0/59 (0)
. d.“gt/ e ADA ) te sensitivity for detecting dlinicall s i LY ‘BE B - 2 ADA Positive 1/81(1.2) 479 (5.1) 2/74 (2.7 0/35 (0) 0/39 (0)

. INdICates tha e dSSady NaS adequate sensitivity 1or aetecting clinically 0-07 S— 1 T 1/49 (2.0 0/45 (0 1/42 (2.4 0/17 (0 0/23 (0
meaningful ADA levels. CT-P41 (N=237) DEN (N=236) _g CTP4/CT-P41(N=220) DEN/DEN(N=100)  DEN/CT-P41(N=10) /’:gﬁ I:::: - ;88 o; i Eo.oi y 3/0 (1(0_)0) 1; - 23_1; oj - EO; oj — EO;

. To investigate the impact of ADA on pharmacokinetic (PK), efficacy, and ;Z nome e 3 1 Week B2 ® P ® 04 § ‘LC’ __ ADA Titer > 900 0/1 (0.0) 1/4 (25.0) 0/0 0/0 0/1 (0)
safety_, the ADA Sté_lt_us and tlt?l’ W_ere categorl_zed_lnto 5> groups; A_DA % 05 ] . . gi;) | + + + + + + + + . Number of patients with = 1 TEAE classified as drug-related hypersensitivity/allergic reactions, n/N (%)
negative, ADA positive, ADA titer=100, ADA titer=300, and ADA titer=900 3 or 28 6 + ° ADA Negative 0/140 (0.0) T 1/140 (0.7) 0/62 (0) 0/59 (0)
(900, 2700 8100) . + : 5 & 9 oA )

! ' Y T e TE ADA Positive 0/81 (0.0) 1/79 (1.3) 0/74 (0) 0/35 (0) 0/39 (0)
¢ Ny o 1 ) o c & . ADA Titer = 100 0/49 (0) 0/45 (0.0) 0/42 (0) 0/17 (0) 0/23 (0)

RESULTS g , i i ) f, i i = ‘;8‘: 2 ADA Titer = 300 0/31 (0) 1/30 (3.3) 0/32 (0) 0/18 (0) 0/15 (0)

D o0z o © ADA Titer > 900 0/1 (0) 0/4 (0) 0/0 0/0 0/1 (0)

PHARMACOKINETICS o . z + - T 0 . - I Z 0 ADA Status ADA Titer ADA Status ADA Titer ADA Status ADA Titer . N . .

+  Predose serum concentrations of denosumab: . (HHEBE B O ) A a0 () 0 20 a0 0 () M0 00 a0 || e e e e e e mara ot o s o T
° I I I n 139 74 42 32 0 62 35 17 18 0 59 39 23 15 1 denominator.

égr:/(\:/:ﬁ; aztlgc:%iflg]een%(;ﬁ;;lgsﬁzz t(())b\;vehrigghaeftrenra’z(l«:?E?;tsstﬁjdn; drug CT-P41 (N=237) DEN (N=236) Abbreviations: ADA, anti-drug antibody; N, number of patients in each treatment group; TEAE, treatment-emergent adverse event; TESAE, treatment-
1.0 mergent serious adverse event; TP, Treatment Period.
administration) 00 Week 78 Note: 95% CI of the mean in each treatment group was calculated based on normal distribution. emergent serlous adverse event eatment rere
ADA ADA d ~ ' © 140 74 4 3 0 66 3 17 18 0 9 39 23 15 1 Abbreviation: ADA, Anti-drug antibody; CI, confidence interval; FAS, full analysis set; LS-BMD, Lumbar spine bone
: negative group> positive and titer groups E o8 mineral density.
« At Week 26, Week 52 (the same timepoint with the primary efficacy S Z; - CONCLUSION
endpoint), a_nd Week 78 (end of §tudy vis_it) £ o R A o SAFETY | o =  The results showed that ADA formation had no discernible impact on PK, efficacy, and
: ADA negative group<ADA positive and titer groups § o4 » *\ s . There was no clear correlation between the incidence of treatment- safety of both CT-P41 and DEN.
« Both ADA status and ADA titer had no discernible impact on PK (Figure 1). § - : l w [ i . emergent adverse events (TEAEs) and ADA in all ADA positive and _ Despite the high ADA incidence compared to the DEN historical studies, it can be

EFFICACY = " BBRE BB m "BERE titer groups during TPs I and II. concluded that ADA to CT-P41 and DEN has no clinical impact considering the high

= 9% change from baseline in lumbar spine bone mineral density (LS-BMD): 00 o W H : - o Tl T v *  Theincidences of TEAEs were comparable between the treatment sensitivity and specificity of the assay used and further evaluation of immunogenicity
. At Week 52: ADA negative group<ADA positive and titer groups CT-P41/CT-P41 DEN/DEN DEN/CT-P41 groups across the ADA status and titer groups (Table 1). impact.

» At Week 78: Similar between the 2 ADA status groups (N=218) (N=97) (N=100) B | | | | | | o | | | - I |
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