~ Efficacy, safety and immunogenicity of Subcutaneous Infliximab (CT-P13 SC) monotherapy versus combination therapy with Immunosuppressants
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BACKGROUND / AIMS RESULTS Efficacy Safety
» CT-P13 subcutaneous (SC) infliximab formulation demonstrated superiority Pharmacokinetics » There were no meaningful difference in efficacy outcomes at Week 54  « No statistically significant difference was seen in safety profile between
over plgcebo as malntengnce therapy in Crohn's _dlsease (CD) gnd - Monotherapy shows slightly lower concentration of CT-P13 than by concentration tertiles at Week 54 between monotherapy and monotherapy and combination therapy except for infection rate (Table 3).
ulcerative colitis (UC) patients through 54 weeks in two randomized combination therapy, but the concentration level was consistently combination therapy. « The ADA positive conversion rate was higher, and increase in proportion
controllled. studies .(LI!BI.ERTY-CD and. LIBERTY—UC). above 13 pg/mL during the maintenance phase (Figure 2). + Efficacy outcomes at Week 54 were associated with concentration of of ADA positive patients started earlier in monotherapy than in
. Azathppnne plus .|an|>§|mab !Vfg:qmbmahon ’Fherapy has been sh]?yv?.tg « In the monotherapy, there were no difference in proportion by CT-P13 CT-P13 regardless of monotherapy or combination therapy (Figure 5). combination therapy. The proportion of ADA positive patients tended to
rﬁsu'? |;}llcl)wer antlbodk:es to infliximab and higher trough levels of infliximab concentration tertiles. The patients with combination therapy had fewer  Figure 5. Efficacy endpoints at Week 54 by Concentration Tertiles at Week 54 be .Iowe.r in the combination therapy than monot.herapy over the entire
than infliximab monotherapy. _ _ number of patients in Tertile 1 concentration subgroup (Figure 3). (A) CD period in both CD and UC, but the proportion at Week 54 was
* Post-hoc analysis was performed to compare patients who treated with CT- _ _ = monotherapy comparable between two groups in CD (Table 4, Figure 6).
P13 SC with and without combination immunosuppressants (IS) at baseline. ~ Figure 2. Mean (SD) pre-dose concentration of CT-P13 (CD + UC) 100, oo combination therapy
| monotherapy >0. . .
METHODS e combination therapy 80 - 744 745 741 795 0 80.0 Table 3. Safety results in maintenance phase (CD + UC)
CT-P13 IV 5 mglkg & 58.8 092 | 62.1 62.7 ' Combination
Figure 1. Study design of LIBERTY-CD and LIBERTY-UC ~ 40 Maintenance phase s 601534 52.9 52.6 201 LR therapy
Induction Maintenance (Double-blind) Extension %) " 1§_ 40 - 40.0 475 Number of Patients (%) (N=394) (N=140)
3 -
Randomization TCALRERCE L %’ nEj 20 - 25 TEAEs Total 268 (68.0%) 104 (74.3%)
°5T,;1';1/§9'," DRFALSCN CTR1S SC 120 mgeveny 2 weeks CT-P13 SC E 204 | IL I TESAEs Total 29 (7.4%) 6 (4.3%)
Weeks 0, 2 [SRwbae S every 2 weeks |5 _——I ettt (ot <t IS RS 0 - ' ' ' ' ' ' ' Systemic injection reaction  Total 13 (3.3%) 2 (1.4%)
and 6 responder at from Week 56 Q _—— T1 T2 T3 T1 T2 T3 T1 T2 T3 —
Week 10 Placebo group 8 10 1 J[ }[ }f 13 Hg/mLJ 'Clinical remission 2Clinical response 3Corticosteroid-free Delayed hypersensitivity Total 0 0
Placebo every 2 weeks from Week 10 L remission L . T .
100 - ocalized injection site o o
! I ! 1 1 0 T T T T T T T T T T T T T T T T T T T T T T T T T T 1 *P<005 reactlon TOtal 19 (48 A)) 5 (36 /0)
Week 0 Week 10 Week 22 Weel 54 Who We Wip Wig o Moy gy My Mgy iy _ 80 02 6.2 Infection Total 106 (26.9%)8 51 (36.4%)5
Note. Immunosuppressants (azathioprine, 6-mercaptopurine, or methotrexate) were allowed if patients maintained Note. Patients with dose adjustment to CT-P13 SC 240 mg, data collected before initiation of dose g\c’/ 63.0 65.4 519 66 - - -
stable doses at least 8 weeks prior to Week 0, and stable doses were maintained up to Week 54. adjustment are included. ’ c 60 453 52.9 ' 50.0 Serious infection Total 10 (2.5%) 3(2.1%)
" Dose adjustment to CT-P13 SC 240mg was allowed in both CT-P13 SC and Placebo groups from Week 22, if "CED 41.2 414 49 370 447 Malignanc Total 1 (0 39 ) 0
patient met loss of response criteria. Figure 3. Proportion of patients by Concentration Tertiles at Week 54 g 40 1 iy 33.3 9 y o2
_ g 235 276 Death Total 1(0.3%) 0
Table 1. Summary of Immunosuppressants at baseline (CT'P13 SC group) 100% - CD uc CcD uc 20 4 I5 9 TEAE, treatment-emergent adverse event; TESA.E, treatment-emergent serious adverse event
LIBERTY-CD (N=231) LIBERTY-UC (N=294) - () s o “03 . ire o | | : | glgfséﬁiiagéoinggncluded regardless of dose adjustment in both monotherapy and combination therapy group.
Number of patients who received immunosuppressants at baseline, n (%) £ ' ' T41c| cal 7o’ 5TE1 d T2 ™ GTE1 d v

L c inical remission ndoscopic response ndoscopic remission
Azathioprine 63 (27.3%) 63 (21.4%) % T2 . . o~ e (alternative) Table 4. Inmunogenicity results in treatment period (CD + UC)
6—Mercapt0purine 4 (1 7%) 2 (07‘%)) g— ’ (B) uc Monothera Combination
Methotrexate 4 (1.7%) 0 o ™ [St2 38 24.3 16.9 = monotherapy (N=394) Py therapy

Dose of immunosuppressants at baseline, mean (SD) o monotherapy combination therapy 0 wip00s 80.6 omnaton fherapy l\lil’um'?er OC])c e (%)ADA ‘IN*(%) 269/383 (70.2%) 65/ 1( gg 2:;))8"/ )

: : - ositive Lonversion in , N . .
Azathloprme (mg/kg/day) 1.9 (070) 1.8 (049) Note. Patients are categorized using the 33rd and 67th percentiles of concentration of CT-P13 at Week 54 ~ 80.0 - 65.7 ADA, anti-drug antibody 2 2 2
6-Mercaptopurine (mg/kg/day) 1.3 (023) 1.3 (043) (<Iq ggé}ﬁf;g 5%%L;Jg7/.;5L)<1I-V|2isSsi:gz;tg/w;Egr?ije?:l.?otj\/\g/gTdLi‘rI:mUtChé-rlgsfgﬁlrﬂigs/;?r:_g’ 3.agl)l1Je<b§ore S 60.0 - 63.0 60 3.0 60 56.7 Note. All data are included regardless of dose adjustment in both monotherapy and combination therapy group.

initiation of dose adjuétment ' 5 : 44 .4 51.9 41.7 50 48.1 481 * Patients who reported at least one ADA positive after Week 0 study drug administration.
Methotrexate (mg/week) 18.8 (595) N/A ' = 41.4 ' 40 ' # Patients who have at least one immunogenicity result after Week 0 and have not any ADA positive result before Week 0.
Biomarkers S40.0 1 273 B3 333 343
Table 2. Baseline characteristics (CD + UC) inati L 2 28.2 ' 211 19.0
Monotherapy Cotr::::;:;on « The mean change from baseline in biomarkers (CRP and FC) were %200 l I 9.1 Figure 6. Proportion of ADA positive patients
(N=389) (N=136) generally comparable between monotherapy and combination 0.0 4 . . . . . . I . . —&— monotherapy (CD) ~-G- - combination therapy (CD)
- therapy in maintenance phase (Figure 4). ™ T2 T3 T T2 T3 T T2 T3 T1 T2 T3 —>é—monotherapy (UC) = ¢ - combination therapy (UC)
Age, median (IQR) Years 37.0(29.0-47.0) 35.0(25.0-40.5) 'Clinical remission  2Clinical response 3Corticosteroid-free "Endoscopic-histologic ——CT-P13 IV 5 mg/kg
Sex, n(%) Male 214 (55.0%) 83 (61.0%) Figure 4. Change from baseline of biomarkers (CD + UC) remission mucosal improvement 100 Maintenance phase
Race, n(%) White 374 (96.1 Cyo) 125 (91 .9%) Note. Patients with dose adjustment to CT-P13 SC 240 mg prior to Week 54 were considered as non-remitter. §
: - (A) CRP (B) FC 1Clinical remission: CD, Crohn’s Disease Activity Index (CDAI) < 150. UC, modified Mayo score (MMS) with a stool frequency = 75 |

Weight, median (|QR) kg 68.5 (58.3 - 82.0) 67.4 (59.2 - 79.8) (SF) of 0 or 1, rectal bleeding of 0, and endoscopic of 0 or 1. Ke)

. . Week 10 Week 22 Week 54 Week 10 Week 22 Week 54 2Clinical response: CD, CDAI-100 response. UC, decrease in MMS from baseline of at least 2 points and at least 30%, with an =
Disease duratlon, mean (SD) Years 5.1 (5.7) 58 (5.8) 0 - 0 - accompanying decrease in the rectal bleeding of at least 1 point or an absolute rectal bleeding of 0 or 1 point. 8_

' ' ' ' ' ' 3Corticosteroid-free remission: clinical remission in addition to not receiving any corticosteroids for at least 8 weeks prior to e
CDAI score, mean (SD) —CD Score 310.7 (58.8) 314.7 (57.8) o Week 54, among the patients who used oral corticosteroids at baseline. o
o - — 4Clinical remission (alternative): average worst daily abdominal pain score of <1 (using 4-point scale) and average daily
SES-CD sScore, mean (SD) -CD Score 11.7 (7.2) 1.0 (6.2) § =o 2 1500 loose/watery SF score of <3 (of Type 6 or Type 7 on Bristol Stool Form Scale) with no worsening in either average score
-60 - S - . compared with baseline.
MMS, mean (SD) -UcC Score 6.6 (1 A ) 6.8 (1 A ) 2 E E’ 5Endoscop\il\clzI responsle: 50% decrease in Simplified endoscopic activity score for Crohn’s disease (SES-CD) from baseline.
. © ~ SEnd i ission: SES-CD f <4 and at least 2-point reduction fi baseli ith b- f>1.
CRP at Week 10, median (|QR) nmol/L 10.5 (3.8 - 32.4) 6.7 (2.9 -18.1 ) é’ 7E:dg:ggg:g-[ﬁ$§§;2 mucosal i;%?;?/gmenﬁlngosizzic s%otlgcg‘?e l:)(; E)ogr r10310ina;s?raolr?lel\>INl\|/|S r;cr)mjuRoZ(;?tr: I(-)Iistopathology Index
FC at Week 10. median (|QR) mg/kg 185.5 (41 0-769 0) 177.0 (39 0- 986 0) 120 - -3000 - - monotherapy score <3 with an accompanying lamina propria neutrophils and neutrophils in epithelium of 0 point.
Biologics or JAK inhibitors history, n (%) Used 38 (9.8%) 17 (12.5%) combination therapy CONCLUSIONS
383 357 233 4 12 1 o i i i i i i

Oral corticosteroids at Wk 0, n (%) Used 170 (43.7%) 49 (36.0%) S = L ??9 ?16 8930 No meaningful differences in efficacy outcomes at W54 were observed between monotherapy and combination therapy of CT-P13 SC. N
Clinical remission at Wk 10*, n (%) Remitter 223 (57.3%) 94 (69.1%) » ADA and pharmacokinetic features were associated with combination therapy, but due to high and persistent concentration of CT-P13 SC, addition
CD, Crohn’s di ; CDAI, Crohn’s di tivity Index; CRP, C- ti tein; FC, Fecal calprotectin; IQR, Int rtil : CRP, C-reactive protein; FC, fecal calprotectin 1 i i TaY] 1
JAK, Jr:nthskiéZZ?as;?VlMS; Modﬁ?ierc]i SI\/IaI}slgaSS:o?g; Igg, snut;ac):(utaneous;rg%? Is\;gnpc;grglr(]ieviatior?;cgEcg-gg,eSCirlr?plified er;(?ggggpilcea?t?ﬁg/ Note. Patients with dose adjustment to CT-P13 SC 240 mg, data collected before initiation of dose of |mmunOSUppressan1.:S did no'_: have Inﬂuen(_;e on C!Inlcal eﬂ:lcacy' . .
score; UC, ulcerative colts; Wk, week adjustment are included. * The overall safety profile and biomarkers during maintenance phase were comparable between monotherapy and combination therapy.
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