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DIABETISKA MAKULOPATIJA — RETINOPATIJA, KAS SKAR
MAKULAS RAJONU

Diabetiska makulas tiska — skidruma uzkrasanas makulas rajona dél parmérigi
caurlaidigiem asinsvadiem;

Kliniski nozimiga makulas tuska:
ETDRS klasifikacija




DIABETISKA MAKULOPATIJA

Fokala tiska DifGza tiska ISémiska tlska

Trakcijas tipa

diabétiska
Jaukta tipa tuska makulopatija
(vitreoretinala

patologija);

Ne-trakcijas tipa
makulopatija
(intraretinala)
















DIABETISKA MAKULAS
TUSKA
OCT

Raksturojas ar:  Flinsoidas zonas un aréjas

robezmembranas izmainam,;

Intraretinalu hiperreflektivu peréklu
esamiba (cietie eksudati);

Vitreoretinalas savstarpéjas saistibas
izmainas;

Subfoveolara skidruma esamiba;

Intraretinalas cistas;

lekS€jo tiklenes slanu disorganizacija.



Diabetiska
makulopatija
- terapija

TABLE S INITIAL MANAGEMENT RECOMMENDATIONS FOR PATIENTS WITH DIABETES

Severity of Presence of Follow-up Panretinal Focal and/or Intravitreal Anti-
Retinopathy Macular (Months) Photocoagulation Grid Laser* VEGF Therapy
Edema (Scatter) Laser

Normal or minimal No 12 No No No

NPDR

Mild NPDR No 12 No No No
NCI-DME 3-6 No Sometimes No
CI-DME' 1* No Rarely Usually

Moderate NPDR No 6-121 No No No
NCI-DME 3-6 No Sometimes Rarely
CI-DME' 1 No Rarely Usually

Severe NPDR No 3-4 Sometimes No Sometimes
NCI-DME 2-4 Sometimes Sometimes Sometimes
CI-DME' i Sometimes Rarely Usually

Non-high-risk PDR No 3-4 Sometimes No Sometimes
NCI-DME 2-4 Sometimes Sometimes Sometimes
CI-DME! ™ Sometimes Sometimes Usually

High-risk PDR No 2-4 Recommended No Sometimes?>188
NCI-DME 2-4 Recommended Sometimes Sometimes
CI-DME' < b Recommended Sometimes Usually

Anti-VEGF = anti-vascular endothelial growth factor; CI-DME = center-involved diabetic macular edema; NCI-

DME = noncenter-involved diabetic macular edema; NPDR = nonproliferative diabetic retinopathy; PDR =

proliferative diabetic retinopathy



Diabetiskas makulas tuskas arstesanas iespéjas

Intravitreala anti-VEGF/Ang-2 Intravitreala anti-VEGF
blokade blokade

Fokala makulara

Intravitreali kortikosteroidi . S
lazer-fotokoagulacija




Intravitreala anti-VEGF/Ang-2 terapija -
pirmas izveles terapija pie CI-DME
. Pieradita efektivitate: gg¥A4§§ Srl:]m
- Faricimabs (anti-VEGF, Ang-2);
- Aflibercepts;

- Ranibizumabs;

- Brolucizumabs:

- Bevacizumabs. CST 275 um

BCVA 73 burti

- Efektivaka terapija par lazeru, glikokortikoidiem;

- Laba okulara un sistémiska drosSiba



VABYSMO - pirma bispecifiska antiviela, kas inhibe VEGF-A un Ang-2,
merkejot uz 2 slimibas signalceliem un nodrosinot ilgstosu aktivitati un
asinsvadu stabilitati

Anti-Ang-2 Fab

) Stabilizé asinsvadus
: Samazina asinsvadu caurlaidibu
Samazina iekaisumu

Anti-VEGF-A Fab (

Samazina asinsvadu caurlaidibu
Inhibé neovaskularizaciju

Modificéts Fc

Samazina sistémisko iedarbibu
Samazina iekaisuma potencialu

Regula JT, et al. EMBO Mol Med. 2016,8:1265—88, with correction in Regula T, et al. EMBO Mol Med. 2019;11:e10666; Wykoff CC, et al. Lancet. 2022;399:741-55.



VEGF-Aand Ang-2
Have Synergistic Functions in Neovascularization

I VEGF-A 1 Ang-2

Neovascularization / Permeability Vascular Instability

Permeability Inflammation Permeability Inﬂamrhation

Arng-2, amgiopoietin-2; EC, endothelial cell; VEGF, vascularendothelial growth factor
The Angiogenesis Foundation. www scienceofang 2. org /white-paper. Accessed 2/21/23



Faricimab nodrosina atru un noturigu VEGF-A un Ang-2
intraokularas limena samazinasanos
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Avery RL et al. Presented at: The Amercan Academy of Ophthalmo bgyAnnual Meeting, Chicago, 1L 103/ 22



YOSEMITE un RHINE petija VABYSMO, lietojot Q8W vai
izmantojot personalizeto dozesanas intervalu lidz Q16W

YOSEMITE un RHINE

3. fazes globali, randomizeti, dubultmaskets p&ffjums
Pacienti ar centralas izcelsmes DME (CST 2 325 pm)®
« BCVA 25-73 ETDRS burti (Snellen BCVA ~20/320—20/40)°

Anti-VEGF terapijas naivi vai
ieprieksS arstéti pacienti ar
DME®
(1 acs katram pacientam

YOSEMITE: N = 940
RHINE: N = 951

|:| |:| Akiiva terapija (VABYSMO 6.0 mg or aflibercept 2.0 mg)

VABYSMO
6.0 mg PTI

PTl ievades rezims
Arstat un pagarinat doz&sanas rezims
Intervali piemérojami (no Q4W lidz Q16 W) pamatojoties uz
CST un BCVA izmainam akfivo devu vizités

Iniciala

- _ Péfijuma beigas
dozésanas faze

Primarais mérkis*®

D1 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
Time, Weeks

Bl Pl vizite (sham or VABYSMO 6.0 [[] Pedsja pafijuma
mg) vizite

2CST was measured as the distance from the internal limiting membrane to Bruch's membrane. ® BCVA was measured using the ETDRS visual acuity chart at a starting distance of 4 m. ¢ Previously anti-VEGF-treated eyes (treated = 3 months before day 1) were limited to 25% of the total enrolment. ¢ Primary

efficacy endpoint: Agjusted mean BCVA change from baseline at 1 year, averaged over Weeks 48, 52, and 56.
visual acuity; CST, central subfield thickness; D, day; DME, diabetic macular edema; ETDRS, Early Treatment Diabetic Retinopathy Study; PTI, personalised treatment interval; Q4W, every 4 weeks; Q8W, every 8 weeks; Q16W, every 16 weeks; VEGF, vascular endothelial growth factor.

BCVA, best-correcte

Wykoff CC, et al. Lancet. 2022;399:741-55 (including Supplementary appendix).



96. nedela > 60% ar VABYSMO - arsteti pacienti sasniedza
ievadi Q16W un ~80% sasniedza ievadi 2 Q12W

YOSEMITE/RHINE Pooled
(N = 5579)

Vid@&jais injekciju skaits 2. gada (60.-96. nedéla)®
VABYSMO PTI: 3 injekcijas
VABYSMO Q8W: 5 injekcijas
Aflibercept Q8W: 5 injekcijas

QI2W + Q16W
78.1%

2 ﬁrgportionQ%Watienészgr; the pooled faricimab PTI arms on Q4W, Q8W, Q12W, or Q16W dosing at Week 96, among those who had not discontinued the study at the Week 96 visit. ® Results are presented for the pooled YOSEMITE/RHINE safety evaluable population (faricimab Q8W, n = 630; faricimab PTI, n = 632;
ibercept ,n= .

“PTI, personalised treatment interval; Q4W, every 4 weeks; Q8W, every 8 weeks; Q12W, every 12 weeks; Q16W, every 16 weeks.
Baumal CR, et al. AAO, Chicago, IL. 30 September—3 October 2022.



Redzes uzlaboSanas un izteiktaka CST samazinasanas ar
VABYSMO saglabajas 2 gadu garuma vs aflibercept

YOSEMITE/RHINE Pooled

0, o 0 Vidgjais 92.—100. nedéla®
2 o ? VABYSMO Q8W: -209.4
T == 12+~
-6 3 2 S 5. L
22 O 3 VABYSMO PTI: -201.0 pm*
> 0 nd Aflibercept Q8W: -190.9
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Laiks, nedélas Laiks, nedélas

@ Aflibercept @8W (n = 627) @ VABYSMO Q8W (n = 632) @ VABYSMO PTI (n = 632)

Test for superiority: * Nominal P < 0.05 versus aflibercegt Q8W. P values are nominal and not adjusted for multiplicity; no formal statistical conclusion should be made based on the P values. Clinical significance has not been established and conclusions regarding treatment effect cannot be drawn. ? 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 analysis, adjusted for treatment group, visit, visit-by-treatment group interaction, baseline BCVA or CST (continuous) as applicable, baseline BCVA (< 64 vs = 64 ETDRS letters), prior
intravitreal anti-VEGF therapy (yes vs no), region (United States and Canada, Asia and rest of the world), and study (YOSEMITE vs. RHINE). 95% Cl error bars are shown.

*BCVA, best-corrected visual acuity; CST, central subfield thickness; ETDRS, Early Treatment Diabetic Retinopathy Study; PTI, personalised treatment interval; Q8W, every 8 weeks; VEGF, vascular endothelial growth factor.

*Khurana RN, et al. The Retinal Society Annual Scientific Meeting, Pasadena, CA. 2-5 November 2022.



Lielakam skaitam ar VABYSMO Q8W lidz Q16W arstéto pacientu
IRF neesamiba tika sasniegta atrak un ar mazaku injekciju skaitu

neka ar afliberceptu (post hoc)

YOSEMITE/RHINE
kopparaugs

100'”? —.—. Aflibercepts Q8W (n = 627)

%+ ___ VABYSMO Q8W (n = 632)

4 . --- VABYSMO PTI (n = 632)
4+ lznemts

70 -

60

Kumulafivais IRF neesamibas
biezums, %

Laiks, ned&las

Kopsavilkumi par laiku ITdz pirmajai intraretinala Skidruma neesamibai ir Kaplan-Meier apl€ses.
IRF — intraretinalais Skidrums; PTI — personaliz€ts terapijas intervals; Q8W — ik péc 8 ned€|am; Q16W — ik péc 16 nedélam.
Khurana RN, et al. The Retinal Society Annual Scientific Meeting, Pasadena, CA. 2-5 November 2022.

Laiks lidz 50. procentilei

/f Vidsjais injekeiju
skaits

VABYSMO Q8W:
HR (95% TI): 1,63 (1,41, 1,88)
P veriiba (log-rank): < 0,0001

VABYSMO PTI:
HR (95% TI): 1,67 (1,45, 1,93)
P verfiba (log-rank): < 0,0001



96. nedela > 60% ar VABYSMO-arstéeti pacienti sasniedza ievadi
Q16W un ~80% sasniedza ievadi 2 Q12W

YOSEMITE/RHINE Pooled
(N = 632)
. Vidgjais

52. nedé!a* VABYSMO grupas terapijas intervali: 96. nedé!a injel;c.:g:ds;(aiis

» VABYSMO
Q8W: 5
injekcijas

« VABYSMO PTI:

3 injections

« Aflibercept
Q8W: 5
injections

QI2W + Q16W
72.4%

QI2W + Q16W
78.1%!

es are based on number of patients randomised to the VABYSMO arm who had not discontinued the study at the Week 52 and Week 96 visit. Treatment interval was defined as the treatment interval decision made at that visit; *based on the primary analysis; Tsum of Q12W and Q16W percentages shown;

Percenta
5 proportion of patients who achieved Q12W or Q16W dosing at Week 96 is 78.049%.

calculate
*PTI, personalised treatment interval; QxW, every x weeks.

‘Wong TY, et al. EURETINA, Hamburg, Germany. 1-4 September 2022.



Vairak pacientu sasniedza DME (CST <325 ym)' izzu$anu un IRF izzu$anu ar
VABYSMO Q8W un PTI lidz Q16W vs aflibercept Q8W 2 gadu laika perioda?

YOSEMITE/RHINE Pooled

[ Aflibercept Q8W (n=627)
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*CMH test for superiority: * Nominal p<0.05 versus aflibercecrt Q8W; nominal p>0.05 where no asterisk is shown; p values are nominal and not adjusted for multiplicity; no formal statistical conclusion should be made based on the p values. Clinical significance has not been established, and conclusions regardin%/
treatment effect cannot be drawn; T Absence of DME was defined as CST <325 um, measured as the distance from the internal limiting membrane to Bruch’s membrane. Weighted proportions were estimated using the CMH method, stratified by baseline BCVA (<64 vs 264 ETDRS letters), prior intravitreal anti-VEGF
therapy (yes vs no), region (United States and Canada vs rest of the world), and study (YOSEMITE vs RHINE). Baseline values are not weighted; 0% ofEatients had absence of DME at screening, which was up to 28 days ahead of baseline. Weighte groportions for the aflibercept Q8W arm presented for the VABYSMO
%SV'\(I versus aflibercept Q8W comparison; I In general, a numerically greater proportion of patients receiving VABYSMO achieved an absence of DME and IRF over time compared with aflibercept. 95% Cl error bars are shown. BCVA, best-corrected visual acuity; CMH, Cochran-Mantel-Haenszel; CST, central subfield
thickness;

DME, diabetic macular edema; ETDRS, Early Treatment Diabetic Retinopathy Study; IRF, intraretinal fluid; PTI, personalised treatment interval; QxW, every x weeks; VEGF, vascular endothelial growth factor.

*Wong TY, et al. EURETINA, Hamburg, Germany. 1-4 September 2022.



YOSEMITE un RHINE pieradija noturigu efektivitati kontroleta slimibas
perioda, lietojot faricimab rezima lidz 1 x 16 nedelas

Faricimab darbojas uz vairakiem signalceliem, veicinot asinsvadu stabilitati, ka rezultata tiek
panakts ilgstoSaks terapijas efekts, vienlaikus saglabajot redzes uzlabosanos ilgtermina

Redzes uzlabosanss BCVA uzlabospas, s_alldzmot ar _sa}kotnejlem datiem ligstoss efekts lidz ievadei 1
: . - sasniedza > 50% pacientu no faricimab PTI grupas x 16 ned. Faricimab PTI
ilgtermina . v = . - .

ievades rezima Q16W 52. terapijas nedéla grupa

S : :
Agrini un uzlaboti anatomiskie raditaji faricimab grup3, 2Q12W Dosing  Q16W Dosing

L salidzinot ar aflibercept: ‘ i
DME slimibas ] e ekt es .
kontrole * lzmainas CST raditajos izteiktakas faricimab
» Vairak pacienti sasniedza DME izzusanu?®

» Vairak pacienti sasniedza IRF izzuSsanu

~— \,

Drosuma raditaji Faricimab bija labi panesams. Nav zinoti vaskulita vai okluziva retinita gadijumi

YOSEMITE un RHINE 2-gadu pétijumi. The RHONE-X ilgtermina pagarinadjuma pétijums, kurs
sniegs datus par 4 gadu terapiju

ligtermina rezultati

\ Y4
2 Absence of DME was defined as CST < 325 uym, measured as the distance from the internal limiting membrane to Bruch’s membrane. ) OSEM ITE
BCVA, best-corrected visual acuity; CST, central subfield thickness; DME, diabetic macular edema; IRF, intraretinal fluid; PTI, personalized treatment interval; Q12W, every 12 weeks; Q16W, every 16 weeks. R H I N E



FARETINA-DME (IRIS® Registry Data)

* Most eyes previously treated with anti-VEGF, 20/40 or bettervision

* Most eyes extended dosing interval >6 wk after 2 injections 75% of eyes
i “extended”
* VAstableover 4 injections £y a9
injections
Previously treated eyes with Treatment-naive eyes with
>4 injections (n=375) >4 injections(n=84)

injections 71% of eyes injections
n=55 } “extended” n=20
in1-2
injection injections injection

n=18

n=114

® 1-3initial injections at >6 wk intervals ® 1-3initial injections at >6 wk intervals

® 4initial injections at 2-6 wk intervals ® 4initial injections at 2-6 wk intervals

VA, visual acuity
Ali Fet al. Presented at: Hawaiian Eye and Retina; Kauai, HI; 1/17/23



65-Y-Old Woman With DME OU

* DMEOU diagnosed 2017
* Baseline BCVA: 20/60
* Ocular history: Vision stable (20/50-20/60) past year

* Patient background: Presentedin 2022,
aftermoving from Houston, TX

« Has received injections Q4W >1y before moving

Bevacizumab Faricimab
PRN Q4w
2017-2020
I

Aflibercept
Q4W

OU, botheyes; PRN, prore nata
Casestudy courtesy of Arshac M. Khanani, MD, MA



Baseline, 4 Wk After Last Aflibercept Injection

March 4, 2022 March 4, 2022
BCVA 20/60; BCVA 20/50;
CST 317 um CST 330 um
Baseline, 4 wk after last Baseline, 4 wk after last

aflibercept injection aflibercept injection



OS Treated With Faricimab Q4W

Baseline 4 Wk After Faricimab #1

March 4, 2022 Apr 1,2022
BCVA 20/60; BCVA 20/60;
CST 317 um CST: 275 um

Faricimab #1 given Faricimab #2 given



OS Treated With Faricimab Q4W

May 10, 2022 June 7, 2022 July 8,2022
5 Wk After Faricimab #2 4 Wk After Faricimab #3 4 Wk After Faricimab #4

BCVA: 20/40 CST: 275 um BCVA: 20/40 CST: 217 pm BCVA: 20/30  CST: 234pum

Faricimab #3 given Faricimab #4 given Faricimab #5 given

Case study courtesy of Arshad M. Khanani, MD, MA



OS Treatment Interval Extended to Q8W

Aug 5, 2022 Oct7,2022
4 Wk After Faricimab #5 8 Wk After Faricimab #6

BCVA: 20/40 CST: 234 um BCVA: 20/30 CST: 219 um

Faricimab #6 given Faricimab #7 given

westudy courtesy of Arshad M. Khanani, MD, MA



OD Treated With Faricimab Q4W

Mar 4, 2022 Apr1, 2022
4 Wk After Last Aflibercept 4 Wk After Faricimab #1

BCVA: 20/50 CST: 330 um BCVA: 20/30 CST: 219 um

Faricimab #1 given Faricimab #2 given

Case study courtesy of Arshac M. Khanani, MD, MA



OD Treatment Interval Extended to Q8W

Aug 5, 2022 Oct7, 2022
4 Wk After Faricimab #5 8 Wk After Faricimab #6

BCVA: 20/30 CST: 243 pm BCVA: 20/40 CST: 231 um

Faricimab #6 given Faricimab #7 given

Case study courtesy of Arshadd M. Khanani, MD, MA



Summary: Patient With DME OU Switched to
Faricimab Q4W, Extended to Q8W

4 W'f sRuctast Most recentvisit 4 W‘.( afterlast Most recent visit
aflibercept aflibercept
BCVA:20/60 BCVA:20/30 BCVA:20/50 BCVA:20/40
CST:317 pm CST: 219 um CST: 330 um CST: 231 um

* Patientwith DME switched to faricimab Q4W, then
extended to Q8W between March and October2022

* Patientcontinuing Q8W treatment, plan to extend
further

* Nonew safetysignalsobserved

Casestudy courtesy of Ashad M. Khanani, MD, MA



Patient Presentation
71-Y-0ld Woman With 39-Y History of T2D

P m - Has received m
- Age 60y 33 aflibercept injections to date
« HbA1c: 7.1% - Significant DME recurrence
- /p extensive PRP 0U >10 y ago - Worsening vision
- VA 20/32 OU - Patient reluctant to shorten
«|0P 170U mm HG dosing interval
+ 1+ NSC 0U ) : 3
- Develops DME 0D

- Initiated on aflibercept 04W, extended to 012W

0P, intraocular pressure; NSC, nuclear sclerotic cataract; 0, right eye; OU, both eyes; PRP, panretinal photocoagulation; 04W, every & wk; 012W, every 12 wk; s/p, status post; T2D, type 2 diabetes; VA, visual acuity
Case study courtesy of Nancy M. Holekamp, MD



Treatment Decision

Patient Is Switched to Faricimab

[ Day of Switch to Faricimab (May5,2022) | [ 1Mo After Faricimab (June 9, 2022)

L >

VA 20/63 0D VA 20/32°20D



Patient Presentation

74-Y-0ld Woman With 8-Y History of DME 0U

DME diagnosis: | | Baseline BCVA:
Sept 9, 2014 20/40

Treated with

-

Aflibercept
(04W, 8v; Dec 2014-Jan 2022)

Faricimab
(Feb 28, 2022)

DME diagnosis: | | Baseline BCVA:
Sept 9, 2014 20/40

Treated with

9 Ranibizumab
Aflibercept
(04W, 8v; Dec 2014-Jan 2022)

Faricimab
(Feb 28, 2022)

BCVA, best-corrected visual acuity; 0D, right eye; 0S, left eye; OU, both eyes; 04W, every 4 wk

Case study courtesy of Nancy M. Holekamp, MD



Follow Up

2-WKk Follow-up Visit (0S and 0D)

0S Before
B Faricimab

VA 20/32*
OCT: Feb 28, 2022

0D Before
Faricimab

VA 20/322
OCT: Feb 28, 2022

0CT, optical coherence tomography; VA, visual acuity Case study courtesy of Nancy M. Holekamp, MD

0S =2 WK After

B Faricimab

VA 20/32*
OCT: Mar 16, 2022

0D =2 Wk After
Faricimab

VA 20/322
0CT: Mar 16, 2022
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e Anti-VEGF/Ang-2 vai Anti-VEGF ir uzskatamas par
pirmas izveles terapiju lielakaja dala gadijumu ar
centralu diabetisku makulas tusku un redzes

zudumu;
Diabetiskas - Vispirms jaapsver novéro$ana acis ar labu redzes
makulopatijas asumu, neraugoties uz centralu makulas tasku ar
terapija anti-VEGF/Ang-2 vai Anti-VEGF pielietoanu

gadijuma, ja redzes asums sak samazinaties;

» Jebkura gadijuma diabétiskas makulas tliskas
arstésanas pamata ir laba sistémiskas hiperglikémijas,
hiperlipidémijas un hipertensijas kontrole




Anti-Ang-2 Anti-VEGF-A

Faricimab: kopsvilkums

Jauna terapijas iespeja pacientiem ar DME, kuriem:

* Nav pietiekoSa atbildes reakcija uz
anti-VEGF terapiju (jauns darbibas
mehanisms)

e Pastaviga slimlbas aktivitate

o DME kliniskajos petijumos faricimab
* VA pasliktinasanas

paradija lidzvertigu efektivitati

PEC 4 mEnedu piesitinodss d Q16W ievades rezima un slimibas
¢ 4 méneSu piesatino$as devas, .= .

faricimab var ievadit reZima lidz aktivitates samazinasanos,

reizei 16 ned€é|as, atkariba no salldzinot ar aflibercept Q8W
atbildes reakcijas



PALDIES PAR UZMANIBU!




