
0

-300

-200

-100

of patients who achieved 

Q16W dosing at week 52

maintained Q16W dosing 

without an interval reduction 

through week 96b

Key Clinical Question
Personalized Treatment Interval 

Dosing Dynamics Over 2 Years in the 

Phase 3 YOSEMITE/RHINE Trials of 

Faricimab in Diabetic Macular 

Oedema (DMO)

Introduction
• Dual inhibition of the angiopoietin-2 and vascular endothelial growth factor-A (VEGF-A) pathways 

with faricimab may promote vascular stability and extend treatment durability beyond current anti-

VEGF therapies for diabetic macular oedema (DMO)1-3

• In the phase 3 YOSEMITE and RHINE trials, treat-and-extend–based personalised treatment interval 

(PTI) dosing up to every 16 weeks (Q16W) was designed to test the durability of faricimab and 

optimise dosing intervals for patients with DMO3

Methods
• YOSEMITE (NCT03622580) and RHINE (NCT03622593) were randomised, double-masked, phase 3 trials 

of faricimab in patients with centre-involving DMO (central subfield thickness [CST] ≥ 325 µm; best-corrected 

visual acuity [BCVA] 25–73 letters) 

• Patients were randomised1:1:1 to faricimab 6.0 mg Q8W, faricimab 6.0 mg per PTI or aflibercept 2.0 mg Q8W

• In the PTI arms, patients received faricimab Q4W until CST < 325 µm was achieved at or after week 12

• Once achieved, dosing intervals could be extended by 4 weeks (up to Q16W), maintained or reduced by 4 

or 8 weeks (as low as Q4W), based on CST and BCVA change at active dosing visits

• Dosing intervals in the faricimab PTI arms were assessed through week 96

•

Conclusions
• Treat-and-extend–based PTI dosing in the YOSEMITE and RHINE trials was effectively used to optimize faricimab treatment intervals to 

the heterogeneous needs of patients with DMO

• The majority of patients in the faricimab PTI arms (~80%) achieved Q12W or Q16W dosing at week 96

• Most patients who achieved Q12W or Q16W dosing at week 52 maintained extended dosing through week 96, while also maintaining 

robust vision gains and anatomic improvements

• With extended dosing up to Q16W, faricimab offered durable vision gains and anatomic improvements that were maintained over 2 years

• Faricimab was well tolerated, with an acceptable safety profile

Personalised Treatment Interval (PTI) Dynamics Over 2 Years in the Phase 
3 YOSEMITE and RHINE Trials of Faricimab in Diabetic Macular Oedema

Faruque Ghanchi, MBBS, FRCOphth1; Francis Abreu, PhD2; Nitin Jain, MS3; Yannan Tang, PhD2; 
Acner Camino, PhD2; and Zdenka Haskova, MD, PhD2

1 Consultant Ophthalmologist; Bradford Teaching Hospitals, Bradford, UK; 2 Genentech, Inc., South San 

Francisco, CA, USA; 3 Roche Products Ltd., Welwyn Garden City, UK

References
1. Regula JT et al. EMBO Mol Med. 2016;8(11):1265-1288.

2. SahniJ et al. Ophthalmology. 2019;126(8):1155-1170.

3. Wykoff CC et al; YOSEMITE and RHINE Investigators. Lancet. 

2022;399(10326):741-755.

Financial Disclosures
• FG: Consultant: Abvie, Apellis, Boehringer Ingelheim, Novartis, Roche; Grant Recipient: Novartis, Roche, Abvie ; 

Speaker: Abvie, Bayer, Heidelberg, Novartis, Roche.

• FA, YT, AC, ZH: Employee: Genentech, Inc.

• NJ: Employee: Roche Products Ltd.

Presented at the Royal College of Ophthalmologists Annual Congress  Birmingham, 

UK I 22-25 May 2023

Study and Product Disclosures
• Faricimab is approved for the treatment of neovascular age-related macular degeneration and diabetic macular oedema in multiple countries worldwide and is not currently approved for use outside these indications

• This study includes research conducted on human subjects

• Institutional Review Board approval was obtained prior to study initiation

• Funding was provided by F. Hoffmann-La Roche Ltd. for the study and writing assistance, which was provided by Saima Khokhar, Medical Affairs Partner of Roche Products Ltd, UK

1. YOSEMITE/RHINE Study Design and PTI Regimen 3. Dosing Intervals in the Faricimab PTI Arms Through Week 96
2. Durable Efficacy Was Achieved With Q16W Dosing in ≥ 60% of Patients in the 
Faricimab PTI Arms at Week 96

4. Most Patients Who Achieved Q12W or Q16W Dosing at 1 Year Maintained 
Extended Dosing Through Year 2

5. PTI Case 1: Rapid Extension to Q16W Dosing, Which Was Maintained Through Year 2

BCVA, best-corrected visual acuity; CST, central subfield thickness; PTI, personalised treatment interval; Q4W, every 4 weeks; Q8W, every 8 weeks; Q12W, every 12 weeks; Q16W, every 16 weeks.

6. PTI Case 2: Gradual Extension to Q16W Dosing, Which Was Maintained Through Year 2

BCVA, best-corrected visual acuity; CST, central subfield thickness; PTI, personalised treatment interval; Q4W, every 4 weeks; Q8W, every 8 weeks; Q12W, every 12 weeks; Q16W, every 16 weeks.

7. PTI Case 3: Rapid Extension to Q16W Dosing Followed by Interval Reduction, Extension to Q16W Dosing 
and Maintenance Through Year 2

BCVA, best-corrected visual acuity; CST, central subfield thickness; PTI, personalised treatment interval; Q4W, every 4 weeks; Q8W, every 8 weeks; Q12W, every 12 weeks; Q16W, every 16 weeks.
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Personalised Treatment Interval (PTI)

Treat-and-extend–based dosing regimen

Intervals adjusted (from Q4W up to Q16W) based 

on CST and BCVA change at active dosing visits

Q16WQ12W
60.0%

18.1%

Q8W
14.8%

Q4W
7.0%

Q12W + Q16W
78.1%

Q16W
64.5%

Q12W
13.6%

Q8W
11.8%

Q4W
10.1%

Q12W + Q16W
78.1%b

(n = 270)a (n = 287)a

With extended dosing up to Q16W, 
faricimab offered durable vision 

gains and anatomic improvements 

that were maintained over 2 years

• Comparable BCVA gains versus 

aflibercept Q8W

• Reductions in CST favoured 

faricimabc

• More patients achieved absence 

of DMO with faricimabd,e

• More patients achieved absence 

of IRF with faricimabe
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Interval:

79%

of patients who achieved 

Q12W or Q16W dosing at 

week 52 maintained ≥ 

Q12W dosing without an 

interval reduction below 

Q12W through week 96a

76%

4.7%

of patients extended to 

Q8W dosing and remained 

on ≤ Q8W dosing through 

week 96c

3.9%

of patients remained on 

Q4W dosing through week 96c
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Day 1: BCVA 57 letters, CST 489 µm Week 12: BCVA 81 letters, CST 304 µm Week 20: BCVA 85 letters, CST 286 µm Week 32: BCVA 77 letters, CST 280 µm

Week 48: BCVA 82 letters, CST 283 µm Week 64: BCVA 83 letters, CST 279 µm Week 80: BCVA 81 letters, CST 275 µm Week 96: BCVA 81 letters, CST 274 µm

Day 1: BCVA 72 letters, CST 490 µm Week 12: BCVA 73 letters, CST 368 µm Week 16: BCVA 73 letters, CST 298 µm Week 24: BCVA 75 letters, CST 282 µm

Week 36: BCVA 77 letters, CST 232 µm Week 48: BCVA 79 letters, CST 227 µm Week 64: BCVA 77 letters, CST 232 µm
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Interval:

Week 80: BCVA 80 letters, CST 222 µm Week 96: BCVA 78 letters, CST 227 µm

Day 1: BCVA 64 letters, CST 386 µm Week 12: BCVA 88 letters, CST 284 µm Week 20: BCVA 87 letters, CST 289 µm Week 32: BCVA 91 letters, CST 295 µm

Week 48: BCVA 79 letters, CST 468 µm Week 56: BCVA 92 letters, CST 284 µm Week 68: BCVA 90 letters, CST 295 µm
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Interval:

Week 84: BCVA 90 letters, CST 294 µm Week 96: BCVA 94 letters, CST 292 µm
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DecisionD1 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88 92 96 Decision

a Previously anti-VEGF–treated eyes (treated ≥ 3 months before day 1) were limited to 25% of the total enrolment. b Primary efficacy endpoint: adjusted mean BCVA change from baseline at 1 year, averaged 

over weeks 48, 52 and 56. c Reference BCVA was defined as the mean of the 3 best BCVA values achieved at any prior active dosing visit. d Reference CST was defined as the CST value when the original 

reference value (CST < 325 µm) was achieved. 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 μm. The CST value obtained at the latter visit served as the new reference CST. BCVA, best-corrected visual acuity; CST, central subfield thickness; D, day; DMO, diabetic macular oedema; 

PTI, personalised treatment interval; Q4W, every 4 weeks; Q8W, every 8 weeks; Q16W, every 16 weeks; VEGF, vascular endothelial growth factor.

a Analyses included patients in the faricimab PTI arms who had not discontinued the study at the week 96 visit. Treatment interval at week 96 was defined as the treatment interval decision made at that visit. 
b Sum of Q12W and Q16W percentages shown; calculated proportion of patients who achieved Q12W or Q16W dosing at week 96 is 78.049%. c In general, patients receiving faricimab achieved greater 

reductions in CST over time compared with aflibercept (not a statistically significant difference). d Absence of DMO was defined as CST < 325 μm, measured as the distance from the internal limiting 

membrane to Bruch's membrane. e In general, a numerically greater proportion of patients receiving faricimab achieved absence of DMO or absence of IRF over time compared with aflibercept. BCVA, best-

corrected visual acuity; CST, central subfield thickness; DMO, diabetic macular oedema; IRF, intraretinal fluid; PTI, personalised treatment interval; Q4W, every 4 weeks; Q8W, every 8 weeks; 

Q12W, every 12 weeks; Q16W, every 16 weeks.

Analyses included patients in the faricimab PTI arms who had not discontinued the study at the week 96 visit (YOSEMITE, n = 270; RHINE, n = 287). Treatment interval at a given visit is shown as the interval 

at the start of the visit. The week 96 decision (recorded/calculated at week 96) is shown in the last column. D, day; PTI, personalised treatment interval; Q4W, every 4 weeks; Q8W, every 8 weeks; Q12W, 

every 12 weeks; Q16W, every 16 weeks.

a Percentage is based on the number of patients in the faricimab PTI arms who achieved Q12W or Q16W dosing at week 52 and had not discontinued the study at the week 96 visit (YOSEMITE/RHINE pooled, n = 406). 
b Percentage is based on the number of patients in the faricimab PTI arms who achieved Q16W dosing at week 52 and had not discontinued the study at the week 96 visit (YOSEMITE/RHINE pooled, n = 291).
c Percentage is based on the number of patients in the faricimab PTI arms who had not discontinued the study at the week 96 visit (YOSEMITE/RHINE pooled, n = 557). 

PTI, personalised treatment interval; Q4W, every 4 weeks; Q8W, every 8 weeks; Q12W, every 12 weeks; Q16W, every 16 weeks.


