Brolucizumab q16w/ql2w dosing allocation in nAMD: a post hoc evaluation of data from HAWK and HARRIER N~

<
HAWK
Deepali Varmal, Michael Singer?, Arshad M. Khanani3, Armin Wolf4, Rita Flores>%, Jay Chhablani’, Guruprasad B2, Andreas Clemens?®, Kinfemichael Gedif3, Xiaoxi Liu®, Zufar Mulyukov®, Guiseppe Querquesi®i!
ISunderland Eye Infirmary, South Tyneside and Sunderland NHS Foundation Trust, Sunderland, UK; 2Medical Center of Ophthalmology, University of Texas Health Science Center, San Antonio, TX, USA; 3Sierra Eye Associates, Reno, NV, USA; 4Department of Ophthalmology, University of Ulm, Ulm,
Germany; °Department of Ophthalmology, Centro Hospitalar Universitario de Lisboa Central EPE, Lisbon, Portugal; ®*CEDOC-Chronic Diseases Research Center, Universidade Nova de Lisboa, Lisbon, Portugal; "UPMC Eye Center, University of Pittsburgh, Pittsburgh, PA, USA; 8Novartis Pharmaceuticals

Corporation, East Hanover, NJ, USA; °Novartis Pharma AG, Basel, Switzerland; °School of Medicine, Vita-Salute San Raffaele University, Milan, Italy; **Ophthalmology Unit, IRCCS San Raffaele Scientific Institute, Milan, Italy HARRIER

INTRODUCTION RESULTS CONCLUSIONS
 The Phase lll HAWK and HARRIER studies followed an adaptive design post- Figure 1. HAWK and HARRIER study design & modelled patient allocations to Modelled patient allocations in different brolucizumab regimens + In HAWK and HARRIER, a conservative approach was
i i i _ ing i 8w, q12w, and q16w regimens! . . . . : : { : :
Ioic;mg, vyr;]ereby brolugzumallo Wa; dosded 'g al2 Illvdeek. do:<,|ng mtlervgl y asi 4 b s * The percentage of patients on a fixed dosing regimen of g12w or applied to brolucizumab 6 mg dosing with a treatment
gq w) W't. ’Freatmen; mter\(;alsz reduced to 8-week dosing intervals(q8w) | longer through year 1 would be 79.1% in HAWK and 77.3% in interval of g12w/g8w and no q16w allocation.
sease activily Was observed.” sy O @ @ e © = = HARRIER (Table 1). Applying DA criteria, similar to recent studies, an earl
* Recent trials of a new anti-vascular endothelial growth factor (VEGF) agent in RN A LR .§ o] (2] 2] [2] [s] [so] |} @] [s8] [so] [eo] [e8] [r2] [re] [so] o] [sn] [se] [ss f.ppdy ”g fion t tk’| oroluc D treat ’t ’
. ] . ! brolucizumab 6 m : DA-— - , ' ' ' IXed allocation to the brolucizumab treatment arm
neovascular age-related macular degeneration (nAMD) used a fixed dosing 5}' P }6 ’ DA+EE:+ P Table 1. Modelled patient allocations to q8w, q12w, and q16w regimens : !
. . . . . . : e P translates to >75% of patients on an interval of g12w
stratification approach in which, following loading phase, patients were i o : - Arithmetic mean of : :
. . . i Pationts without DA ot Wesks Regimen or longer and >50% of patients on a g16w interval.
assigned to treatment intervals of q8w, q12w, or 16-week dosing interval Y F i ddowdosng Allocation HARRIER HAWK and
(g16w), fixed through Year 1.34 Post hoo analysis: ‘ §q12W§ Patonts without DA at Week 1 at Week 16/20 Patients, % (n/N) | Patients, % (n/N) HARRIER Using these allocations, the simulated CSFT data show
. . . . /’ . E = allocated to q12w dosing a"ocations (%) . . .
e Differences between the study designs used in the development trials of d fi S 5|m|Ia)r OULCO;FES for broluuz(l;mabd6 mg)(dosed up to
: L - - : T >198W I |ore allocated to g8w dosing gléw) and aflibercept 2 mg (dosed gq8w).
broluu.zumab and farluma.b raloses 3 qugstlon regardmg the durability Y A A 4 P q8w 20.9 (63/301) 22.7 (73/321) 21.80
potential of brolucizumab if a fixed dosing regimen had been used.
P 1 1 1 Disease activity assessments were conducted at pre-specified visits by the masked investigator. Presence of disease activity was
Th|S pOSt hOC analySIS evaluates the percentage Of brOIUCIZumab 6 mg determinfe:j.a:\::he d.is.cretiotn of the masketd inv::tigatzr and :supptort;’dt.by protocol guid:rf\;c: based on dynamic functict)natlyand.anatomical q]_ZW 20.6 (62/301) 24.0 (77/321) 22.30 References
patients that WOUId be assigned to ﬁxed q16W, q12W, and q8W interva|S, had characterlst.lc:::. Afidltlonéﬂ asses:srr.Ients and pot.entl.al dosm.gmte.rval adjustments.occurred at Weeks 28, 40, 52: 64, 7'6,.anc:l 88 in HARRIER
. . ‘ . . only. Sham |njec'f|ons were a.\dmmlstere.zd to malr!tz.un masking. Visual and anatomlc. ass'essments were made prior t.o |n.ject|ons at Weeks 1. Dugel PU, et al. Ophthalmology 2020;127:72-84.
fixed treatment allocation criteria from recent development trials been used. e o S eny activity; DAA, disease activity assessment; aBw, 8-weel dosing Intervali q12w, 12-weel dosing Intervals q16w, 16- 2. Dugel PU, et al. Ophthalmology 2021;128:89-99.
' q16w 58.5 (176/301) 53.3 (171/321) 55.90 3. NCT03823287. Available at: clinicaltrials.gov/ct2/show/NCT03823287; Accessed: March
2022.
METHODS Methods for CSET simulation 4. NCT03823300. Available at: clinicaltrials.gov/ct2/show/NCT03823300; Accessed: March
* In the HAWK and HARRIER trials, patients (aged =50 years, treatment-naive, >q12w 79.1(238/301)  77.3(248/321) 78.14 2022.
choroidal neovascularization [CNV] lesions secondary to nAMD with * Central subfield thickness (CSFT) outcomes over 1 year were simulated Acknowledgements
presence of subfoveal fluid, best-corrected visual acuity [BCVA] of 78-23 for 350 brolucizumab 6 mg patients allocated to fixed q16w, q12w or a8w, 8-week dosing interval; 412w, 12-week dosing Interval; q16w, 16-week dosing interval. Thank you to al the HAWK and HARRIER Investigators. The authors recelved writing and design
. . ) ] ] ] ] support for this poster from nlimited.
Early Treatment Diabetic Retinopathy Study [ETDRS] letters) were g8w dosing regimens and 350 aflibercept 2 mg patients dosed g8w. , _—
domised 1:1- broluci b V) broluci b Simulated mean reduction in CSFT
randomised 1:1:1 to brolucizumab 3 mg (HAWK only), brolucizumab 6 mg or Disclosures
. 1 ° . . .
aﬂlbercept 2 me,- Slmulatlons were performed using d Figure 2. Simulated mean reduction in CSFT was similar for brolucizumab Deepali Varma: Consulting / speaker fees: Bayer, Novartis, Roche, Allergan; Educational travel
e The first disease activity assessments (DAAs) were conducted at Weeks 16 pharmacokinetic/pha rmacodynamic (PK/PD) model describing CSFT 6 mg dosed up to q16w and aflibercept 2 mg dosed at q8w grants & meeting subscriptions: Bayer, Novartis, Alimera, Roche, Michael Singer: Consulting
. il fees: Aerie, Allegro, Allergan, Eyepoint, Genentech, Kodiak, Novartis, Regeneron, Santen;
and 20, foIIowing three Ioading doses (Figure 1) response to anti-VEGF treatment, developed by flttmg CSFT data from Fixed dosing allocation based on DA Speakers bureau: Allergan, Genentech, Mallinckrodt, Novartis, Regeneron, Spark; Contracted
. . . . . . . i i i research: Aerie, Allegro, Allergan, DRCR, Genentech, Icon, lonis, Kalvista, Kodiak, Novartis,
* In this post hoc analysis, the following criteria were applied for hypothetical several studies of brolucizumab in nAMD. . assessment at Weeks 16.and 20 Opthea, Optos, Regeneron, Santen, Senju, Sydnexis, Ribomic; Equity: Aviceda, Nanoscope,
allocation of patients from the brolucizumab 6 mg treatment arms of HAWK ' ' . Aflibercept 2 mg Inflammasome, Arshad M. Khanani: Consulting fees: Adverum, Aerpio, Alcon, Allergan, Dutch
_ _ . . . _ : : e Brolucizumab 6 mg Ophthalmic Research Center, Graybug, Gemini Therapeutics, Genentech, Inc., Gyroscope,
or HARRIER to CISW, q12w, dNC q16w fixeo dosmg: PK of all StUdy drugs was described using a one Compartment mode] .50 - : : Kato Pharmaceuticals, Kodiak Sciences Inc., Novartis, Opthea, Oxurion, PolyPhotonix, Recens

Medical, Regenxbio; Research support: Adverum, Alkahest, Allergan, Allegro, Gemini

ith drug- ific half-lives; CSFT described usi logisti th
* Patients with DA at Week 16 were allocated to q8w dosing; WItH CTUE=SPELITIE NATT-IVES was desCHbed Using a 10glStic srow

=
8
5
) & g Therapeutics, Genentech, Inc.,, Gyroscope, Iveric Bio, Kodiak Sciences Inc., NGM
model with an added drug effect. 5::_100 Pharmaceuticals, Novartis, Opthea, Oxurion, Regenxbio; Recens Medical; Lecture fees:
e Patients without DA at Week 16 but with DA at Week 20 were allocated S : : Allergan, Genentech, Novartis, Armin Wolf: Consulting fees: Alimera, Bayer, Roche, Novartis,
t 12 d . . o . . . %U O.ertli, Optos, Zeiss;. Contracted research: AIIergan,. Alimera, Bayer, Ophthfea, Optos., Roche,
0 qlZwW dOsSINng; * Individual CSFT profiles were simulated for HAWK and HARRIER with 5 150 - \ : A /i\ m A /'::Ita FloresE;_Consultsmlg :eez Alcl;ergan, Bazler13 Novartlls, R;acr;e, JaxgI C:hﬁdblanr:: Congultlsg fee::
. . ] C. . .. i S i ergan, Biogen, Salutaris, Guruprasad B: employed by and holds shares in Novartis
e Patients without DA at Weeks 16 and 20 were allocated to q16w dosing individual parameters sampled from the distributions of the random : \i €, 7 ] Pharmaceuticals Corporation, Andreas Clemens: employed by and holds shares in Novartis
(Figure 1) EffECtS. To obtain Confidence intervals (C'S) Of simulated mean CSFT’ = 200 | : _ | | | P.harma AG, Kinfemichael Gedlf: employgd by Novartls.PharmaceutlcaIs Corporation, Xiaoxi
. . 0 10 : 20 - 30 40 50 Liu: employed by Novartis Pharmaceuticals Corporation, Zufar Mulyukov: employed by
200 studies were simulated. Trnnnnmmmmeens Novartis Pharma AG, Guiseppe Querques: Consulting fees/advisor: Alimera Sciences Inc.,

Weeks

Cl, confidence interval; CSFT, central subfield thickness; DA, disease activity; q8w, 8-week dosing interval; 16w, 16-week
dosing interval.

Allegro, Allergan, Apellis, Baush & Lomb, Bayer Healthcare Pharmaceuticals, Boehringer
Ingelheim, CenterVue, Heidelberg Engineering, Nevacar, Novartis Pharmaceuticals
Corporation, Roche, SIFl, Topcon, Thea, Zeiss.

! NOVARTIS



