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guide implementation in clinical practice.

The panel addressed three key areas of faricimab therapy
criteria for suboptimal response

1. Recommended Intravitreal faricimab T&E pathway for the treatment of anti-VEGF naive patients with DMO? 2. General considerations and implementation recommendations YOSEMITE (NCT03622580; N = 940) and RHINE (NCT03622593; N = 951) are identical, randomised, double-masked,
active comparator-controlled trials of faricimab in treatment-naive and previously anti-VEGF-treated patients with DMQO8

YOSEMITE and RHINE Trial Design: Faricimab DMO Trials Use Disease

Current practice in the management of treatment-naive patients with centre-involved DMO = _ e ,
Criteria Reflective of Clinical Practice®

: : Faricimab Was Well Tolerated Th h Study End
Treatment initiation with 4 consecutive monthly doses aricimab Vvas Vvell lolerated Through study En

* When starting treatment with faricimab, adhere to the recommended posology of 4 consecutive monthly doses followed by repeat

« Treatment of DMO with IVT anti-VEGF therapy should be initiated with the recommended phase of consecutive monthly injections YOSEMITE/RHINE Pooled
[ muna] and continued thereafter using a flexible individualised dosing regimen. Treatment decisions are mainly based on comparison of ﬁfﬁezﬂgov‘;?tg f’tf%fgcz%)a Faficim%bg §8W
indi i - i i ici ini i i i i Treatment-naive or previously treated patients? (1 eye Personalised TR&E-Based Dosing Regimen - ’ n=
ns _OCT findings and VA with best-achieved values or with those recorded at recent visits. In clinical practice, dosing interval extension e eont _ Ocular AESD 313 (49.7%) 311 (49.29%) 284 (45.4%)
is generally appropriate once CST or CRT on SD-OCT and VA are stable. ~ - Centre-involving DMO (CST 2 325 pm)’ Dosing extended (by & weeks, max Q16W) based Serious ocular AEs® 26 (4.1%) 34 (5.4%) 20 (3.2%)
- BCVA 25-73 ETDRS letters (Snellen ~20/320-20/40)° _ ) Ocular AEs of special
. . D d d (by4o0r8 ks, Q4W) based .
« The panel recommended that change in CST should be assessed by reference to the lowest CST achieved and VA change to the @ s of Cor £ worsening BOVA o interest® | 25 (4.0%) 33 (5.2%) 20 (3.2%)
o o ' ’ best-achieved score in response to treatment. It is important to be mindful of the absolute CST achieved and the subjective aspects = Dosing maintained if extension o redustion criteria 'e“\/t;‘t’:d“'ar inflammation 9 (1.4%) 11 (1.7%) 7 (1.1%)
—_ At WK 12 (4™) injection visit, assess OCT (CST/CRT) + VA of visual acuity measurements. not met Uveitis 3 (0.5%) 4 (0.6%) 0
k o . e . . Iritis 1 (0.2%) 4 (0.6%) 2 (0.3%)
and at all subsequent visits : . . - . . . . P Endpointt Study End . _
q « The Diabetic Retinopathy Clinical Research Network (DRCR.net) anti-VEGF retreatment algorithm provides practical thresholds for rimaty =nepom ucy =n Iridocyclitis 2 (0.3%) 3 (0.5%) 1 (0.2%)
L L : :  i1o3. - Vitritis 2 (0.3%) 0 2 (0.3%)
determining improvement or worsening in response to treatment, assessments cor_npa_red with '_[he previous 2 or more Visitss: BI;arlmmasl:N EEEEEE NN NN Post-procedural inflammation 1(0.2%) 110.0%) 2(0.3%)
* Improvement: a decrease =10% in retinal thickness or an increase =5 in visual acuity letter score; e Chorioretinitis 0 1 (0.2%) 0
. inqa: i =100/ | i i —t i i . Keratic precipitates 0 1 (0.2%) 0
5555555055055 ' Wors_(_anl.ng. an increase _1_0/0 In rethal thickness or a decregse 5 in visual acuity letter score; and ----)j| D Keratoaveis 0 1(0.2%) 5
Change in OCT (CST/CRT) assessed by reference * Stability: 2 consecutive visits without improvement or worsening of CST and vision. Endophthalmitis events 2 (0.3%) 4 (0.6%) 1(0.2%)
________ A : g ¢ : . o . . . . .. Retinal vasculitis events 0 0 0
r 4 |I|| to the lowest retinal thickness achieved and VA « Continued monitoring of maculopathy and retinopathy grade following baseline assessment is recommended and clinical e e Retinal occlusive events
1 H . . . . . . . . .
! _ change to the best-achieved score examinations should include fellow eyes without DMO; the maximum review interval suggested by the panel was 4 months. Dl 4 8 12 16 20 24 28 32 36 40 44 BENEEEEE °0 84 68 72 76 80 84 8 RSN Retinal vein occlusion 1 (0.2%) 4 (0.6%) 0
I 005 5 O A O R A S T A N A S ¥ Time, Weeks Retinal artery occlusion 1 (0.2%) 2 (0.3%) 2 (0.3%)
L I T NN ——_———, « The panel emphasised that clinicians should remain particularly focused on the need for appropriate metabolic control, especially of B[ Active treatment (faricimab 6.0 mg or ) [ sham [0 T&E visit (sham or faricimab 6.0 mg) [Jll Final study visit Retinal artery embolism 0 0 1 (0.2%)
! . . L e el Y i . . o— 3 ; : i _ ; ; i i ; P i i ; Serious non-ocular AEs 175 (27.8%) 161 (25.5%) 173 (27.7%)
: B  REDUCE interval (by up to 8 weeks, MAINTAIN interval only if extension or EXTEND interval (by up to 4 weeks, : Decision on dosing interval may also be based : hypertens[orr]]. I%espltebllmltedogeal WOTJd ex]Eefrlence, the panel_cho?5|_d_eredbt£1at in line with other anti-angiogenic therapies, DMO e 64 4o S
| . . . 4, 2 ,—. ’ -. y PR : T etk . . . . : . . . . o bD . . . . : : :
i minimum Q4W) based on worsening of Sk e PR B4 A on qualitative assessment of OCT findings and patients with HbALc above 10% may benefit from treatment with faricima o s VEGF ot (v 3 o ity 1) v e o2 f o ol i, Py oy o st e SCUA s (1 st v et e OSEWTEIHIN sy vt el Pt r e on s 1 s coun i g e
: + : reduction criteria not met and VA* : " : the 3 best BCVA values achieved at any prcr aciive dosing visit. ‘Reference CST v efined as he CST value when the origina reference value (CST < 325 jm) was achieved. i e o oy e e o e e ettt ek o O ot S o BCVA loss
| CST -— worsenlng VA an VA . VISIOﬂ . .. . . . Reference CST was adjusted if CST decreased by > 10% from the previous reference CST for 2 consecutive active dosing visits and the values obtained were within 30 um. The CST of = 30 letters for > 1 hour. 9 Excluding endopht’halmitis. e XPTCgeven%s were adjudicated by an exterpnal indeF::)endent committee;gall other events were investigator
: T e e i e —— d In teg ratl n g farl cim ab | ntO exl Stl n g D M O treat m ent p at hwayS value obtained at the latter visit served as the new reference CST. reported. Includes AEs with onset from the first dose of study drug through study end.
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L . C . . o : isi ' ' ' ici In Year 2, Faricimab Up to Q16W Achieved Durable Vision Gains
injections with gradually extended dosing intervals up to every 16 weeks (Q16W), depending on disease activity and using a RO e RIS &l CST. Reductions With Faricimab at Year 1 Were : .. P Q. : : _
: ) . ) Maintained Through Year 2 With Fewer Injections vs Aflibercept in Patients With DMO
R e e S % 'y personalised T&E approach>.OCT and VA assessment at week 12 should be documented to provide a reference point to aid
! In eyes with suboptimal responset to faricimab, consider potential switch to corticosteroid : N . decision making. YOSEMITE/RHINE Pooled YOSEMITE/RHINE Pooled
L St ane | Consider observation without treatment if stable
| ICELNENL Cly ' ' ' o ' ' . | (4®) on maximal treatment extension of Q16W for 12 +  Extension increments of 4 weeks based on anatomic and/or visual outcomes are considered feasible and readily adoptable in clinic Median injections through year 2 ook 96
| * Change to intravitreal corticosteroid considered if suitable based on inadequate efficacy after 26 | months and after 2 years of treatment pathways. Interval reductions of 4 weeks and rarely 8 weeks (to minimum of Q4W) may be required if anatomic and/or visual Faricimab Q8W: 15 / e ]
E ! months or after 2 years based on treatment burden at this stage? ] outcomes deteriorate. wo 14 (n = 557)
1 “ ’ 22
ettt S8 12 - . o : . i . I
| .. ) . .. ... oo B e — J“Lﬂtf“é\;‘{:—-’\\“__.—;. F ”/.\I
| Determining suboptimal or insufficient response to initial therapy for DMO gé 10 7 —F——T ¥ * T ° - g =T v ¢ g In year 2, the median
: ) 2% 8 1 number of injections was:
: Disease recurrence - For non-responders or insufficient response, clinicians need to ensure that appropriate treatment was administered (including gc 67 +10.8 letters Earicimab TSE
i or progression appropriate treatment frequency) and should also consider alternative diagnosis and additional multimodal imaging to confirm g8 4 3
! Virtual or F2F - DMO in these cases 5 2] 4
R— {{ Resume prompt treatment P —— | Treatment pause ' D B e L A e e e e L e e e e
Monitoring . . 0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88 92 96 100 Faricimab Q8W
« A group of UK clinical experts suggested that a preliminary assessment of response to DMO treatment may be made one month Average of 5 /47
after the recommended initial phase of monthly injections: a reduction from baseline in CST of less than 20% on OCT may be 3 01 weeks 92-1002 fa
ol Rt | | considered a suboptimal or poor response.® £e 501 ~209.4 pm*
Be mindful of risk of early rebound recurrence and regularly re-evaluate P P P y: 100
disease activity (maculopathy and severity of retinopathy), to include « Achange in therapy should be considered for DMO eyes showing <20% reduction in CRT on OCT and <5-letter improvement in ézs,,; '150 ‘
. o . I i i i i i i iNi 7 - 7 * Nominal P < 0.05
non-treated fellow eyes, with OCT + peripheral retinal assessment ‘ visual acuity from baseline, according to guideline recommendations by a separate group of UK clinical experts. = S S ominal P <
: 2 78.1%
Treatment suspension or pause T B 77— °
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88 92 96 100
» Clinicians may consider a pause in treatment after a minimum of 2 years’ treatment and if the patient appears stable on maximal Time, Weeks o : :
: : . . - - ~80% Achieved =2 Q12W Dosing
treatment extension (Q16W) at consecutive visits for at least 12 months. [ afiibercept Q8w (n=627) Ml Faricimab Q8w (n=632) [ Faricimab T&E (n = 632)
*In YOSEMITE and RHINE DMO trials, absence of DMO was defined as CST less than 325 um. Patients in the faricimab personalised treatment interval arms received faricimab Q4W until they first reached a : : : * i i inlicity: isti i _ Clinical signifi 2 Proportion of patients in the pooled faricimab T&E Q4W, Q8W, Q12W or Q16W dosing at week 96, th
CST <325 um at or after week 12: once achieved. adiustable dosing up to Q16W based on Cl:] anae in CST and BCVA v aluea s. tLaser may be considered as adiunct thera Q y - DMO requires long-term treatment, re-evaluation at 2 to 4 months after treatment suspension to gauge maculopathy and the ot b oatablohod A contlcions e Codtmam offon oot b a1 Shouicbe made based on the Pvalues. Clinical signficance has who had ot discontinued the atudy at the week 96 visit results are presented for the pooled YOSEMITE/RHINE safety-
H ’ » adl gup J ' y J Py severity of retinopathy is recommended, as there can occasionally be rapid progression of proliferative disease following cessation * Adjusted mean change from baseline at 2 years, averaged over weeks 92, 96 and 100. Results are based on a mixed model for repeated measures evaluable population (faricimab Q8W, n = 630; faricimab T&E, n = 632; aflibercept Q8W, n = 625). ® Weeks 60-96. DMO,
' ' analysis, adjusted for treatment group, visit, visit-by-treatment group interaction, baseline CST (continuous) as applicable, baseline BCVA (< 64 vs > 64 diabetic macular oedema; Q4W, every 4 weeks; Q8W, every 8 weeks; Q12W, every 12 weeks; Q16W, every 16 weeks;
) ) ) ) .. ) ) ) ) ] ) ) ) ) ) ETDRS letters), prior intravitreal anti-VEGF therapy (yes vs no), region (US and Canada, Asia and the rest of the world) and study (YOSEMITE vs T&E, treat-and-extend.
» Regular ongoing monitoring (virtual or clinic) with SD-OCT and peripheral retinal assessment, using widefield imaging if available, RHINE). 95% Cl error bars are shown. BCVA, best-corrected visual acuity; CST, central subfield thickness; ETDRS, Early Treatment Diabetic

BCVA, best-corrected visual acuity; CMH, Cochran-Mantel-Haenszel; IRF, intraretinal fluid; PTI, personalised treatment interval; Q8W, every 8 weeks; Q16W, every 16 weeks; SRF, subretinal fluid; VEGF, vascular endothelial growth factor; AE, adverse event; APTC, Antiplatelet Trialists’ Collaboration; T&E, treat-and-extend. Anti-VEGF, IS recommended. Retinopathy Study; Q8W, every 8 weeks; T&E, treat-and-extend; VEGF, vascular endothelial growth factor.

anti-vascular endothelial growth factor; CRT, central retinal thickness; CST, central subfield thickness; D1, day 1; DMO, diabetic macular oedema; F2F, face to face; OCT, optical coherence tomography; Q4W, every 4 weeks; Q8W, every 8 weeks; SD-OCT, spectral domain OCT; VA, visual acuity; WK, week; NICE, National Institute of
Clinical Excellence
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