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Efficacy, Safety, and Pharmacokinetics of Golimumab in Pediatric Patients With Rey lakeaways

Moderately-to-Severely Active Ulcerative Colitis: Results From the Phase 3 Open-Label
PURSUIT 2 Study

Among these biologic-naive pediatric
patients with moderately-to-severely
active UC receiving SC GLM, nearly
one-third achieved clinical remission after
6 weeks induction, and over half of those

patients maintained clinical remission at
Week 54
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Background Methods

E Limited approved treatment options e PURSUIT 2 is a Phase 3, multicenter, Figure 1. Overview of the PURSUIT 2 Study Table 1. Definitions of Clinical and Endoscopic Analysis Methods
are available for pediatric patients with open-label GLM study in pediatric Outcomes : o : 1
P P | pe Y in pediatri Study Population: ) e Patients who had a prohibited change in UC Among clinical responders at Week 6,
moderately-to-severely active ulcerative patients 2 to <18 years of age with Outcome Definition medication. an ostomv or colectomv. used a rescue
colitis (UC) moderately-to-severely active UG ® 210 =I5 years old (welght 210 kg and height >70 cm) Induction Phase (at Week 6) medication,after clinic):lal flare (afteryWeek 6), or d I‘OXimate| One-thil‘d or more aChieved
(Figure 1) e Moderately-to-severely active UC, defined as baseline Mayo score of 6 to 12 (inclusive) and ori Clinical remissi AM ¢ 25 oo " d " d stud t due to lack of eff; ’ pp y
\]r/ Golimumab (GLM) is a subcutaneously (SC) _ Patients received SC GLM (weight endoscopy subscore =2 assessed by the local endoscopist (I\;I'g;?);y' nicalremission indi;ﬁiaslcsufs%o;e 50'“8’ with no Iscontinued study agent aue to lack of erticacy or o o o
administered anti-tumor necrosis factor AtIeNts Teceive WeI9 e Had not received any biologic anti-TNFa agents an adverse event (AE) of worsening of UC prior to Cllnlcal and endOSCOpIC outcomes at
alpha (TNFa) biologic agent’ or body surface area [BSA]-based . . . . Clinical remission (PUCAI) A PUCAI score of <10 the Week 6/Week 54 visit were considered not to . .
doses) at Week O and Week 2 e Current treatment with oral corticosteroids or immunomodulators®; OR had an , Clinical response A Mayo score decrease from baseline have achieved the endpoint Week 54 W|th cont|nued SC G LM treatment
I the Ph /3 PURSUIT-SC stud during the 6-week induction phase inadequate response, failure to tolerate, or medical contraindication to corticosteroids of 230% and =3 points, with either a . . .
= n the Phase -oL study q 4 ks (adw) starti or immunomodulators®; OR had corticosteroid dependence; OR required >3 courses of decrease from baseline in the rectal o Data after a discontinuation of study agent due to
G‘)‘ of adults with moderately-to-severely ag Wevekryé dwge ?c [gq 4W8) S arkmg corticosteroids in the past year bleeding subscore of =1 or a rectal COVID-19-related reasons were used as available
I I a ee urin e -Wwee bleedi b fOort . . .
active UG, treatment with SC GLM led to . 9 eeding subscore or L or e Patients who were missing all 4 Mayo subscores Th f t d PK f'l o t t
C|InIC8||y meanlngful Improvements in the maintenance phase Symptomatic remission A Mayo stool frequency subscore of O . £ ol . e Sa e y an pro I es Were CO“S'S en
) : , S and blocding sub 0 (clinical remission [Mayo] or clinical response),
signs and symptoms of UC at induction Effi t t Week 6 and or 1and a rectal bleeding subscore o . . o o o
) ° ICaCy outcomes at Vveek b an . o Y . ) 0 or >3 PUCAI subscores (clinical remission [PUCAI]), Wlth the known G LM rOflleS in ad |'|:S
Week 6 Week 54 (Table 1) and safety and GLM SC gdw RSEEPIE mprovement AY0 BNEDSEORY SHRSEOTE o1 o7 both stool frequency and rectal bleeding subscores p u
_ SC GLM was approved for the PK findings during the induction and o Maintenance Phase (at Week 54) (symptomatic remission), all 4 Mayo subscores t t d f UC
treatment of moderately-to-severely maintenance phases are reported : Maintenance of clinical Clinical remission (Mayo) at Week 54 or endoscopy score (corticosteroid-free clinical reatec or
ive UC in adults in both the United . . Extension remission (Mayo) among patients who were in clinical . M d d .
active UC in adults in both the Unite e Although not directly compared Induction Phase Maintenance Phase Phase remission (Mayo) at Week 6 remission [Mayo]), or endoscopy score (endoscopic
States and Europe in 2013 in this study, the efficacy and PK [ \/ \f \ All of the Week 6 Same as above |mprc.)&/em3nt) ::E V\Ilqeek 6/\E:Yeekd5tdfr1 werz -
. . . i considaered not to nave achnieve e endapoint a
. results for pediatric patients from v/ A S S S S S 4 e outcomes among patients considerec not o P Overall, these results support GLM
O bjeCthe PURSUIT 2 are presented alongside — | | | | | | /1 | | response at Week 6 . . - - 0 0 0 0 0
an adult reference population Screening® 0 2 6 10 14 18 22 26 50 o4 Corticosteroid-free clinical ~ Corticosteroid-free clinical remission ° For cortlcostero.ld—free clinical remls§|on (Mayf)) treatment In pedlatrlc patlents WIth
To present the efficacy, safety, and from the Phase 2/3 placebo- Weight/ Study Week remission among patients  (Mayo) at Week 54 among patients at Week 54’. patients th? had a missing Yalue In .
pharmacokinetics (PK) of GLM in controlled GLM studies in adults with BSA-based dosing: who were in clinical who were not receiving corticosteroids corticosteroid use had their last value carried forward mOderater_to_seve rely aCtlve U C
R . R . R . . b, response at Week 6 for at least 12 weeks before Week 54 . . .
anti-TNFa-naive pediatric patients with moderately-to-severely active UC <45 kg (mg/m?° 120 60 60 60 60 60 60 60 60 (includes oral, parenteral, and rectal e The confidence intervals use the asymptotic
moderately-to-severely active UC in the (PURSUIT-SC [NCT0O0487539] and Zikg (mgi‘ 2?/ 100 /;c;c; 100 ) 100 1/?0 BS;SO 100d oo d701000 o the 120 mens an routes) formula based on the normal approximation to the
*=Endoscopy; lmmunomodulators included 6-mercaptopurine, methotrexate, or azathioprine; ® 0ses were capped at mg an mg for the mg/m? an . . . . .
PURSUIT 2 study (NCT03596645 PURSUIT-M [NCT00488631])>° 60 g/’ doses, respectively o ’ ” ’ ’ ’ PUCAI=Pediatric Ulcerative Colitis Activty Index binomial distribution
y
e Most patients were >12 years old (78.3%; mean age, 13.4 + 3.3 years) or weighed =45 kg (75.4% e At Week 6, 31.9% of the GLM-treated pediatric patients were in clinical remission (Mayo) (Figure 2 e At Week 54, of the Week 6 clinical responders, 31.7% of the GLM-treated pediatric patients e GLM therapy was well tolerated among pediatric patients, with no new safety concerns
P y g y g g P P y 9 P P P Py gp P y
and had a median (range) duration of disease of 1.43 (0.2-7.8) years (Table 2 — In the PURSUIT-SC adult reference UC population. the remission rates at Week 6 were 17.8% were in clinical remission (Mayo) and approximately one-third or more achieved the additional identified (Table 3
J y pop , y pp y
e Baseline disease characteristics for the overall GLM pediatric population were representative of in the GLM group and 6.4% in the placebo group clinical and endoscopic outcomes (Figure 4) - 21 treatment-emergent AEs (TEAEs) were reported for 68.1% and 93.5% of patients in the
pediatric patients with moderate-to-severe UC (Table 2) e Additionally, one-third (33.3%) of the GLM-treated pediatric patients achieved clinical remission — In the PURSUIT-M adult reference UC population, similar proportions of GLM-treated adult induction and maintenance phases, respectively
— Based on Mayo score, most patients (91.3%) had UC of moderate severity by PUCAI, nearly half or more achieved symptomatic remission (47.8%) or clinical response patients achieved these outcomes - 21 serious AEs were reported for 14.5% and 33.9% of patients in the induction and maintenance
e At baseline, a majority of patients (97.1%) were receiving UC-related medications: (56.5%), and 40.6% achieved endoscopic improvement (Figure 2) phases, respectively, with UC as the most commonly reported serious AE
corticosteroids (52.2%), immunomodulators (47.8%), or 5-aminosalicylate (88.4%) (Table 2) — In the PURSUIT-SC adult reference UC population, similar proportions of GLM-treated adult Figure 4. Clinical and Endoscopic Outcomes at Week 54 Among Patients in Clinical Response at — No deaths due to AEs occurred during the study
patients achieved these outcomes Week 62
Table 2. Patient Characteristics and Medication History at Induction Baseline 100 - Table 3. Summary of TEAEs®
o o« o o (U °
GLM SC Figure 2. Clinical and Endoscopic Outcomes at Week 6 5 Maintenance Phase
N=69 o 'g Induction Phase (Week O to 6) (Week 6 [post-dose] to Week 54)
: 1007 2 80+ N=69 N=62"
D h Q o
e:oeg;‘:P el::ss nean (8D 13433 OT\; g Average duration of follow-up in weeks 6.3 40
g y a ] A £ g0- 3 Average exposure (# of administrations) 2.0 9.0
Age category in years, n (%) % 56.5 <TE> 60 - 2.7 39.0 Patients with 1 or more, n (%)°
2 to <6 2 (2.9) o 47.8 b 317 34.1 "' 430 AEs 47 (68.1) 58 (93.5)
6 to <12 13 (18.8) S 60- 40.6 = Serious AEs 10 (14.5) 21(33.9)
12 to <18 54 (78.3) 9 31.9 g 40~ 338 31.2 Ao :eagﬁng odeath A (?3 ’ . (& 5)
- le, n (% 7 (53, S 40- S s leading to discontinuation . .
R:':: (: (;))( ) 37(536) Qéf 5 22.1 Infections 17 (24.d6) 38 (61°32
& 2 17.8 s 20+ Serious infections 1(14) 9 (14.5)
White 50 (72.5) s 20- : 2 Malignant neoplasms 0 0
Asian 12 (174) o 6.4 & N/A N/A N/A N/A Injection-site reactions 2(2.9) 3 (4.8)
Black or African American 2 (29) = 0 - N/A N/A N/A N/A 0- Clinical Remission Clinical Remission Clinical Corticosteroid-Eree Symptomatic Endoscopic "AEs were coded using Medical Dictionary for Regulatory Activities (MedDRA) Version 26.1; *Included patients who received =1 dose (complete or partial) of golimumab during the maintenance phase;
Other 5 (7.2) Clinical Remission Clinical Remission Clinical Response® Symptomatic Endoscopic (Mayo)? (PUCAI)® Response Clinical Remission® Remission’ Improvement® colts and pcumonia,ond one ooke saun of Closttium diicle infection, COVIDS, stump appendiciie an fungal test sositive candidd), One ase of -UG worsening" was cassifd o0 bfevtion though
Weight category, n (%) (Mayo)? (PUCAI)® Remission® Improvement® the investigator later confirmed no evidence of infection was found.
<45 kg 17 (24.6) M Placebo SC Adult Reference Population (N=251) GLM SC 200/100 mg Adult Reference Population (N=253)" [l GLM SC PURSUIT 2 Pediatric Population (N=69) M Placebo SC Adult Reference Population (N=154) GLM SC 100 mg Adult Reference Population (N=151)" [l GLM SC PURSUIT 2 Pediatric Population (N=41)
>45 kg 52 (754) A Mayo score <2 points, with no individual subscore >T; A PUCAI score <10; °A Mayo score decrease from baseline of 230% and =3 points, with either a decrease from baseline in the rectal bleeding subscore ;Patients who vgere //n c/in/icgors/sp ogs>e3at V.Viek Qtznqtz/ho redceivedz7 dosebof G/LM g’u&ng thet Tg;nt?ance g hase; °A i\jay © sco;e /st/ P ij’?ts’ Wgh N /'nd/'\(/)idua; Suis?grg;’gﬁ P;/C/?/S/C(;fed<70;t‘;¢ Ma);o scoret ® Ovel’a”, the mOSt fl‘equenﬂy- reported AE Was UC (60.9%) (Table 4)
. - o o a1t eain sscoeof 0o A My s ey ubacre o O or 1 1t i SEscoreof 0. AncndoecoySbscors of 0o 1 £hs e feence s patens cenc docrass o bisene o 50% 5 ot wih it dotrto o bl th et eedg scors of o o et il oocurof 0. e 808 ot et fo i it ) . o o
Dlsease CharaCteﬂStICS GLM SC 200 mg at Week O and 100 mg at Week 2. Cl=confidence interval; N/A=not available. andarec%a/ bleeding subscore of O; An endoscopy subscore of O or 1:"In the adult reference study, patients who responded to GLM induction therapy received GLM SC 100 mg g4w from Week 2.° ® The pattern Of AES reported durlng the malntenance phase was Slml|al‘ tO that Of the |ndUCt|On
UC duration in years, median (range) 143 (0.2-7.8) phase (Table 4)
Malzl‘; sc‘:z:z’r?fg'ig irsarzr?n?l)d) % 7’5 ((253)1) e Of the 22 pediatric patients who were in clinical remission (Mayo) at Week 6, 54.5% (12 of 22) e Through Week 8, serum GLM concentrations observed in the PURSUIT 2 pediatric UC population e Safety findings in pediatric patients with UC were comparable to the adult reference UC populations
Mazo oore =6 10 <10 (mocierat"e) (%) 6a (9'1.3) remained in clinical remission at Week 54 (Flgure. 3) o | | were comparable to those observed in the PURSUIT-SC adult reference UC population (Figure 5)
Mayo score >10 (severe), n (%) 4 (5.8) - Inthe PU R.SUIT—.SC.aduIt reference UF) p(?pulatlf)r), a S|m|I§|r proportlon of GLM-treated patients Table 4. Common TEAEs (Frequency 25% in Either Phase)?
Extensive UC, n (%) 37 (53.6) who were in remission at Week 6 maintained clinical remission at Week 30 (53.7%; 29 of 54) Figure 5. Median Serum GLM Concentrations Maintenance Phase
C-reactive protein in mg/L, median (range) 1.59 (0.1-924)° 19 - Induction Phase (Week O to 6) (Week 6 [post-dose] to Week 54)
° ° ° ° ° o o ° ° ° ° e o ° ° — — b
Fecal calprotectin in mg/kg, median (range) 1590.0 (36-36000)° Figure 3. Maintenance of Clinical Remission Among Patients in Clinical Remission at Week 6° T RERYE A N
UC medication history at induction baseline,® n (%) 67 (971) o0 101 reatment-emergent AE, n (%)
Corticosteroid 36 (52.9 ’ 100 - = E UC 10 (14.5) 34 (54.8)
orticosterol }Jse o (62.2) € c 3 8 - Upper respiratory tract infection - 12 (194)
6-mercaptopurine or azathioprine use 33 (47.8) B 80+ -~ E o Headache 6 (8.7) 8 (12.9)
Oral 5-aminosalicylate 61(884) é—f.g ' g% 6 - A— COVID-19 5(1.2) 8 (12.9)
) . = - .
‘N=68; "N=63; °Patients could appear in more than one category. SD=standard deviation. ’_i E 60 - 53.7 E "E‘ _~ 6.30 Anemia . - 8 (129)
o8 T g 47 - Hematochezia - 7 (1.3)
. . » o 20- = § ) - Abdominal pain - 6 (9.7)
Patient Disposition = 33.3 . 5o Diarrhea - 5 (81)
, , , S O ~70.00 . _
e From Week O through Week 8, 7 of 69 (10.1%) of treated patients discontinued GLM, and the £ 0. 0 [¥ . . . :;';];i?;a 4 (58) f((g';))
most common reason for discontinuation was AE of worsening of UC disease (7.2%) ;5 0 2 Week 4 ° Acne _ A (6:5)
e From Week 6 through Week 54, 25 of 62 (40.3%) of treated patients discontinued GLM, and 0 ) — — Pediatric, n = 67 67 61 Arthralgia - 4 (6.5)
s N for d . AE of : £UG di 4 lack of Maintenance of Clinical Remission Adult,n= 323 322 292 Nasopharyngitis - 4 (6.5)
e. MOS COmznOn reasons Tor discontinuation were oT Wo rsenlng O IS€ase an dcK o ' Placebo SC Adult Reference Population (N=54) GLM SC 100 mg Adult Reference Population (N=54)° [l GLM SC PURSUIT 2 Pediatric Population (N=22) —ill— GLM SC PURSUIT 2 Pediatric Population (N=67)? GLM SC 200/100 mg Adult Reference Population (N=331)° Nausea - 4 (65)
efflcacy (14'5 /0 eaCh) “Clinical remission was defined as a Mayo score <2 points, with no individual subscore >1. Patients who had all 4 Mayo subscores missing at Week 6 (or Week 30/54) or had a missing endoscopy score at “Included patients who received =1 GLM dose and had =1 valid blood sample drawn for PK analysis during the induction phase (Note: 2 patients were excluded because they received an incorrect GLM SC dose); ‘AEs were coded using MedDRA Version 26.1; *Included patients who received =1 dose (complete or partial) of golimumab during the maintenance phase; °Patients were counted only once for any given event,

Week 30/564 were considered not to be in clinical remission at Week 30/54; °In the adult reference study, patients received GLM SC 200 mg at Week O, 100 mg at Week 2, and 100 mg g4w thereafter?* ®Included patients in PURSUIT-SC Part 1 and Part 2 who received =1 GLM dose at 200/100 mg dose level before Week 6 and had =1 valid blood sample drawn for PK analysis before Week 6. regardless of the number of times they actually experienced the event.
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