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Bimekizumab safety in patients with moderate to severe plague psoriasis:

Infection rates using pooled data from up to three years of treatment in five

phase 3/3b clinical trials

Richard B. Warren,*? Yukari Okubo,®> Lynda Spelman,* April Armstrong,> Diamant Thaci,® Luke Peterson,” Cynthia Madden,” Balint Szilagyi,® Dirk de Cuyper,® Mark Lebwohl°

Objective Summary

To evaluate infection rates over up to 3 years for patients with
moderate to severe plaque psoriasis receiving bimekizumab (BKZ), By time period Over 3 years
using pooled safety data from five phase 3/3b trials.

Data pool

The most common infections were nasopharyngitis, oral
candidiasis and upper respiratory tract infections.

BKZ Total
B k d BKZ Total
aC g rou n Year 1 Year 2 Year 3 Infection rates decreased with longer BKZ treatment duration.
e Psoriasis is a chronic, inflammatory, systemic disease which Weeks 0—52 >52_104 >104—156 O—data cut-off
requires long-term management.! Therefore, it is important to
Cons|der the long_term Safety Of pSOHaS'S treatments |nclud|ng Number of patients n=2,186 n=1,907 n=1,4442 N=2,186 e 99.1% of all oral candidiasis events were mild or moderate
: : 5 ' "~ and the vast majority did not lead to discontinuation.
infection rates.
Total exposure, PY 2,044.7 1,657.3 1,081.5 4,932.1°
« BKZis a monoclonal IgGl antibody which selectively inhibits "
: : : " ean exposure i i i i - -
interleukin (IL)-17F in addition to IL-17A,3 that has demonstrated (SD) dpa 344.3 (63.5) 319.7 (98.2) 265.5 (122.4) 811.1 (339.4) A1 S L eliolils LTS (Y elitel (1) ilels e S LA
, , o , days longer duration of BKZ exposure; discontinuations due to
efficacy and safety in the treatment of psoriasis.*=® Medi infections were low.
edlan expostre 364.0 (23-364) 364.0 (1-364) 337.0 (1-364)  874.5(23-1,326)

(range), days

Methods

e Rates of infection treatment-emergent adverse events (TEAES)
were evaluated for all patients who received >1 BKZ dose at
any point in BE SURE, BE VIVID or BE READY, their open-label
extension (OLE) BE BRIGHT (3-year data) or the BE RADIANT

Data were pooled for all patients who received >1 BKZ dose in BE SURE, BE VIVID, BE READY, their OLE BE BRIGHT (data cut-off: 23 Oct 2021) or BE RADIANT (data cut-off: 20 Apr 2021).4-8 Data are presented for the full pooled trial period, and separately for Years
1 (Week 0-52), 2 (Week >52-104) and 3 (Week >104-156). @Patient numbers decrease in Year 3 as BE RADIANT data are only through 2 years; "Total BKZ exposure over 3 years is greater than the sum of BKZ exposure in individual years, as data beyond Week 156 are
included in the BKZ Total group due to the use of cut-off dates (some patients had proceeded past Week 156 by the cut-off date).

sliese To il (B-year caie) FeLreil At Figurel Included patients Tablel Infections over 3 years
e Patients could receive BKZ 320 mg every 4 weeks (Q4W) or every Over 3 years
8 weeks (Q8W) during the double-blinded periods of the trials;
all received BKZ Q4W or Q8W upon OLE entry, depending on N=2,1B8K62(1-?9t3a§.1 PY)
double-blinded treatment, dosing and Psoriasis Area and Severity : EAIR/100 PY (95% ClI)
Index (PASI) response. gE \S/K/I::[IE) PatBIeEnBtSI;llegltle'l':ed Year 3 Summary of infections |
 All patients received BKZ Q8W dosing from Week 64 BE READY I (OLE, ongoing) > data cut-off In;te:tlk?rl];coccal _— 841.10(2?8;),18;.3)
(OLE Week 16, BE RADIANT) or Week 100/104 (OLE Week 48, Strepptil)coccal i g 0806 11
BE BRIGHT), or the next scheduled clinic visit. Active tuberculosis ; 0.0
« TEAEs were coded using MedDRA v19.0 and reported using Discontinuations due to infections 0.7 (0.5, 1.0)
exposure-adjusted incidence rates (EAIRs), defined as incidence Serious infections | 1.3(1.0,17)
of new cases reported per 100 patient-years (PY), with 95% Coronavirus infection 5 02(0.104)
confidence intervals (Cls). e e Most common infections ;
BERADIANT _. BE RADIANT Year 2 Ot cantoss | 108009, 1191
Resu lts OLE (ongoing) data cut-off Upper respiratory tract infections I 6.5 (5.8, 7.3)
« Over the pooled trial period (over 3 years), total BKZ exposure was Summary of opportunistic and fungal infections
Opportunistic infections 0.9(0.7, 1.3)

4932.1 PY (N=2,186; see Summary).

Initial/ Fungal infections 18.5 (17.2, 20.0)
e The three most common infections were nasopharynagitis, oral maintenance OLE Candida infections | 12.4 (11.4, 13.6)
candidiasis and upper respiratory tract infections (Table 1). periods periods Oral candidiasis | 10.8(9.9,11.9)
. . .o o e 0060606060 0 0 0 o o‘ e o o ‘o e o0 060600 0 0 o o. © e 0060060600 0 0 o ‘o e 0o 0 0 o Skln CandIdIaSIS : O 7 (05, 10)
— The global COVID-19 pandemic was concurrent with the _ . o :
. _ Baseline Week Week Week Week Vulvovaginal candidiasis | 0.6 (0.4, 0.8)
BE RADIANT and BE BRIGHT OLEs. Potentlgl confounding 48 52/56° 96 148/152 Oropharyngeal candidiasis 5 06 (0.4 0.8)
factors, such as social isolation, mask-wearing and lockdowns Gastrointestinal candidiasis 5 0.2 (0.1 0.3)
may have affected rates of TEAES, particularly respiratory Oesophageal candidiasis | 0.1 (0.0, 0.3)
infections such as naSOpha ryﬂg|t|s Data were pooled for all patients who received >1 BKZ dose in the included trials (BKZ Total). Patients that received BKZ 320 mg in Tinea infections : 26 (2.1, 3.1)
BE SURE, BE READY and BE RADIANT could receive Q4W or Q8W dosing; in BE VIVID, patients could only receive BKZ Q4W. Data cut- Fungal infections NEC \ 31(2.6,3.7)
: : : ff the dat hich the last lled patient leted Week 96 in BE RADIANT (20 April 2021) and Week 148/152 in BE BRIGHT ! : My -
° The EAlR Of |nfeCt|On TEAES decreased Wlth longer BKZ EZBSC;Vcet:)ebereZOaZf).sI;)gt;\/stltjdiesearzsoﬁgg?n;aggt;:gtscsxgr:dethe SE BRIGIrI1|T OLE at Week 52 i?rtlhey we?enenroelleed in BE VI\I/rI]D and
eXpOSU re (Figure 2) Week 56 if they were enrolled in BE SURE or BE READY. 2Data were pooled for all patients who received >1 BKZ dose in the included studies (BKZ Total).
e In total, 35 patients discontinued due to infections (0.7/100 PY). : : : . . :
| Figure 2 Infections by year Figure 3  Serious infections by year
— Of these, three were deaths reported due to coronavirus
iInfection in non-fully vaccinated participants. 140 1 118.1
. . (112.0, 124.5)
e No cases of active tuberculosis were reported. 120 - I 3-
: : : 1.7 1.4
Serious infections 5. 1007 74.0 (1.2, 2.3) 0.8, 2.3)
n_ T —_
. . . . 69.1, 79.2
e Rates of serious infections were low over 3 years (Table 1) and did g 80- | I ) A 21
o 0 i
not increase from Year 1 to Year 3 (Figure 3). = 604 43.7 S 0.7
- | | | | = (39.5, 48.3) S (0.3,1.2)
o Coronavirus infection was the most common serious infection. “40- I < .
Ll
Fungal infections 20 -
e Overall, fungal infections occurred at 18.5/100 PY over 3 years 0 0
(Table 1) and decreased from Year 1 to Year 3 (Figure 4). Yearl | Year2 Year 3 Yearl Year2 Year
. . . Any infection TEAE Anv serious infection TEAE
¢ The maJOFIty were Candlda InfeCtIOHS (124/100 PY) (Ta ble 1), mOSt Error bars represent 95% Cls. Year 1, n=2,186; Year 2, n=1,907; Year 3, n=1,444. Error bars represent 95% Cls. Year 1, n=2,186; Year 2, n=1,907; Year 3, n=1,444.
of which were oral candidiasis (Table 1; Figure 4).
« The EAIR of oral candidiasis decreased with longer BKZ exposure Figure 4  Fungal infections by year
(Figure 4); the vast majority of events were mild or moderate
(99.1%) and did not lead to discontinuation (EAIR: 0.1/100 PY). 30.6
357 (28.0, 33.3)
— Increasing proportions of patients switching to the 0. {
approved maintenance dose of BKZ Q8W over time N 20.2 200 24 1.0
' i i T 18.0, 22.6 R :
may have contributed to the decrease in oral candidiasis & ( I ) I (17,0, 21.0)
. . . o 20 13.6
Incidence over time. S 12,5 | 11.6
= (104, 14.8) (11.8, 15.5)
. . . n_: 15 - ]: 8.4 (9.9, 13.4) 7.5
o Over 3 years, approximately 80% of patients experienced no oral 5 I . (6.7,10.3) R I (5.9, 9.4)
candidiasis events. In patients who did experience oral candidiasis, . I |
most had either one or two events (Figure 5).
O OrtunIStIC |nfeCt|0nS 0 Year 1 Year 2 Year 3 Year 1 Year 2 Year 3 Year 1 Year 2 Year 3
p p Any fungal infection TEAE Candida infections Oral candidiasis
o Opportunistic infection rates were low (Table 1): most were Error bars represent 95% Cls. Year 1, n=2,186; Year 2, n=1,907; Year 3, n=1,444.
localised mucocutaneous fungal infections pre-defined as _ _ _ _ o
opportunistic by company convention. Figure 5 Proportions of patients with O, 1 or >2 oral candidiasis TEAEs
e Exceptions include one serious case each of ophthalmic herpes
zoster (resolved with treatment; did not lead to discontinuation) A) Cumulative over 3 years B) By year
and systemic candidiasis (resolved; patient discontinued - Ne2.186 1010 Ne2.186
. . i o BKZ Total (N=2,1 5570 BKZ Total (N=2,1
following the event and associated pyelonephritis and 25 |1 16% o 25 0.3% o
obstructive nephropathy)_ Lo Over 3 years 10.0% Year 3 (n=1,444)
oA 2% " 3 9%, Year 2 (n=1,907)
. g L - E < o2x Year 1 (n=2,186)
Conclusions SE 5|y 2w SE |0
Over 3 years of BKZ treatment, the most common infections Eg 2 4.9% Es 2| Ml
were nasopharyngitis, oral candidiasis and upper respiratory tract =8 1' 1045 =3 1' 43% .
infections. Rates of serious infections and discontinuations due to _ | ] 9.6% oie
infections were low. Infection EAIRs decreased with longer BKZ 0 79.6% 0 auoy 206% |
treatment dura tion. 0 1IO 2IO 3IO 4IO 5IO 6IO 7IO 8IO 9IO 1OIO 0 lIO 2|O 3|O 4IO 5|O 6IO 7IO 8IO 9IO 1CI)O
Patients (%) Patients (%)

BKZ: bimekizumab; Cl: confidence interval; EAIR: exposure-adjusted incidence rate; IL: interleukin; MedDRA: Medical Dictionary for Regulatory Activities; NEC: not elsewhere classified; OLE: open-label extension; PASI: Psoriasis Area and Severity Index; PY: patient-years; Q4W: every 4 weeks; Q8W: every 8 weeks; SD: standard deviation; TEAE: treatment-emergent adverse event.
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