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MARINA and

 
ANCHOR

Rationale

 

for

 
less

 

dosing

Pier

 

Study

Pronto Study

Combined

 
therapies

summary

•
 

PDT a breakthrough
 

for
 

subfoveal
 

CNV
MARINA trial design

Reading center confirms
angiographic eligibility

Randomized 1:1:1

Sham
(n=238)

Ranibizumab 
0.3 mg
(n=238)

Ranibizumab
0.5 mg
(n=240)

Minimally classic or
occult with no classic 

lesions (n=716)

Investigator identifies
potential patients

Rosenfeld et al, N Engl J Med 2006; 355(14): 1419
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ANCHOR trial design

Reading center confirms
angiographic eligibility

Randomized 1:1:1

Predominantly classic 
lesions (n=423)

Investigator identifies
potential subjects

Verteporfin Sham
PDT

Sham
PDT

Sham
injection
(n=143)

Ranibizumab 
0.3 mg
(n=140)

Ranibizumab
0.5 mg
(n=140)

Brown et al, N Engl J Med 2006; 355(14): 1432
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less
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Pier
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summary
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Marina: Mean VA GAIN >1 line

MARINA secondary endpoint:
Mean change in VA over time
MARINA secondary endpoint:
Mean change in VA over time

Rosenfeld et al, N Engl J Med 2006; 355: 1419***p<0.0001 vs sham

Sham (n=238) Ranibizumab 0.5 mg (n=240)Ranibizumab 0.3 mg (n=238)
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ANCHOR:  Mean VA GAIN: 2 lines

ANCHOR secondary endpoint:
Mean change in VA over time

Verteporfin (n=143) Ranibizumab 0.3 mg (n=140) Ranibizumab 0.5 mg (n=139)

Month

+10.7
+ 8.1

– 9.8

20.5 letter 
benefit ***

17.9 letter
benefit ***

ETDRS letters
+11.3

+ 8.5
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*** p<0.0001 vs verteporfin Brown et al, N Engl J Med 2006; 355(14): 1432
Data on file ANCHOR 24mo
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MARINA & ANCHOR:
 90% at

 
2y lost

 
less

 
than

 
3 lines

Primary endpoint:
Patients losing <15 letters from baseline

***p<0.0001 vs sham Rosenfeld et al, N Engl J Med 2006; 355: 1419

Patients (%)

Sham
(n=238)

Lucentis® 0.3 mg
(n=238)

Lucentis® 0.5 mg
(n=240)

******

62

95 95

0

100

Month 12 Month 24

53

92 90******

n=238 238 189240 215209

Primary endpoint:
Patients losing <15 letters from baseline

Patients (%)

Visudyne® PDT 
(n=143)

Lucentis® 0.3 mg 
(n=140)

Lucentis® 0.5 mg 
(n=139)

***p<0.0001 vs Visudyne® PDT
Brown et al, N Engl J Med 2006; 355: 1432

ANCHOR 24 months

65.7

90.0 89.9

Month 12 Month 24
0

100
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94.3 96.4 ******
******
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ANCHOR

Rationale

 

for

 
less

 

dosing
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Pronto Study

Combined

 
therapies

summary
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MARINA & ANCHOR:
 70 -78% no letter

 
loss

 
at

 
all

 
or

 
gain

 33-41% 3 lines
 

gain

MARINA exploratory endpoint:
Patients with VA improvements

***p<0.0001 vs sham

Patients (%)

0

100
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(n=238)

Ranibizumab 0.3 mg
(n=238)

Ranibizumab 0.5 mg
(n=240)
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≥0 letters

Gained
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Gained
≥10 letters

Gained
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Gained
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***

Gained
≥20 letters

15
20

2

***
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Data on file MARINA 24mo

ANCHOR exploratory endpoint:
Patients with VA improvements

***p<0.0001 vs verteporfin

Patients (%)

0

100

Verteporfin 
(n=143)

Ranibizumab 0.3 mg
(n=140)

Ranibizumab 0.5 mg
(n=139)

Gained
≥0 letters

Gained
≥5 letters

Gained
≥10 letters

Gained
≥15 letters

Gained
≥30 letters
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49 53
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6
9 14

2

***

*** ***
*** ***

***
***

***

******

Gained
≥20 letters

19

32

4

***
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Data on file ANCHOR 24mo
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MARINA & ANCHOR:
 40% of

 
20/40 or

 
better

 
at

 
2 years

MARINA secondary endpoint:
Patients with 20 / 40 or better

***p<0.0001 vs sham

15 11 15
11

6
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4039 42

Month 12 Month 24Baseline

Patients (%)

Sham
(n=238)

Ranibizumab 0.3 mg
(n=238)

Ranibizumab 0.5 mg
(n=240)

0

100

***
*********

Rosenfeld et al, N Engl J Med 2006; 355: 1419

ANCHOR secondary endpoint:
Patients with 20 / 40 or better

0 2.8 5.61.4

31.4 31.4

4.3

38.6 37.9

0

100

Baseline Month 12 Month 24

Patients (%)

Verteporfin 
(n=143)

Ranibizumab 0.3mg 
(n=140)

Ranibizumab 0.5mg 
(n=139)

Brown et al, N Engl J Med 2006; 355(14): 1432
Data on file ANCHOR 24mo
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ANCHOR & MARINA: 
No increase

 
in % of

 
patients

 
with

 
20/200 or

 worse

Secondary endpoint:
Patients with 20/200 or worse

***p<0.0001 vs sham

0
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43%
48%

15%***

Month 12 Month 24

12%***12%*** 15%***

Baseline

Lucentis 0.3 mg (n=238)
Lucentis 0.5 mg (n=240)

Sham (n=238)Patients (%)

Rosenfeld et al. N Engl J Med 2006; 355: 1419

***
***

Secondary endpoint:
Patients with VA 20/200 or worse

******

Brown et al. N Engl J Med 2006; 355: 1432
ANCHOR 24-month

Patients (%)

***p<0.0001 vs Visudyne PDT

Visudyne PDT (n=143) Lucentis 0.3 mg (n=140) Lucentis 0.5 mg (n=139)
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MARINA & ANCHOR:
 Early

 
GAIN and

 
sustained

ANCHOR: Gain ≥ 0 Letters over time

Verteporfin
(n=143)

Ranibizumab
0.3 mg
(n=140)

Ranibizumab
0.5 mg
(n=139)

Month

2 4 6 8 10 12 14 16 18 20 22 24

2 4 6 8 10 12 14 16 18 20 22 24

2 4 6 8 10 12 14 16 18 20 22 24

0
20
40
60
80

100

0
20
40
60
80

100

0
20
40
60
80

100

45%

79%

83%

30%

74%

78%

29%
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Data on file ANCHOR 24mo
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Most
 

of
 

the
 

gain
 

within
 

1st 3 months
Observation from phase III trials: 

A biphasic treatment effect

Month

VA gain* (letters)

0
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0 1 2 3 4 5 6 7 8 9 10 11 12

+8.7

ANCHOR 
+1.3 +0.2

+10.3

+1.8

* Lucentis 0.5mg

Duration of loading phase of 3 months: 
justified by mean change of VA between visits

+6.3

MARINA +1.5

+4.1
+1.4

+0.7

MARINA and

 
ANCHOR

Rationale

 

for

 
less

 

dosing

Pier

 

Study

Pronto Study

Combined

 
therapies

summary
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PIER: Fixed
 

Regimen:
 3 loading

 
dose, then

 
every

 
3m

PIER treatment schema

1 2 3 4 5 6 7 8 9 10 11 12 23 240Month

Sham 

Ranibizumab
0.5 mg

Final
visit

Primary
endpoint

MARINA and

 
ANCHOR

Rationale

 

for

 
less

 

dosing

Pier

 

Study

Pronto Study

Combined

 
therapies

summary
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PIER: Avoids
 

visual loss
 

but
 

LESS gain

11

PIER:
Mean change in VA over time

Sham (n=63) Ranibizumab 0.5 mg (n=61)

***p<0.0001 vs sham

16.1 letter
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PRONTO Study
 

Variable Regimen
 loading

 
doses

 
then

 
PRN

•
 

-criteria for reinjection
 

after 3 months

–
 

Increase in central retinal thickness ≥
 

100 µm*

–
 

Loss of ≥
 

5 letters with any fluid by OCT*

–
 

New hemorrhage*

–
 

New classic CNV*

–
 

Persistent fluid detected by OCT 1 month after 

an injection

MARINA and

 
ANCHOR

Rationale

 

for

 
less

 

dosing

Pier

 

Study

Pronto Study

Combined

 
therapies

summary
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PRN dosing
 

may be similar than
 

monthly
 

tx
 82% lost

 
less

 
than

 
3 lines

 Mean VA GAIN of
 

9 letters
 

1 y

0
2
4
6
8

10
12
14
16

0 1 2 3 4 5 6 7 8 9 10 11 12

Months since initial injection

N
um

be
r o

f l
et

te
rs

 g
ai

ne
d

Mean
Median

The PrONTO Study
Visual Acuity Results at Month 12 (N=40)

Month 12
Mean +9.3 letters 
p< 0.001

Day 14
Mean + 6 letters
p< 0.00182%
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The PrONTO Study
Gaining 0 or more letters from baseline at Month 12

0.5 mg
n=240

0.5 mg
n=40

32.5% 

47.5% 

Comparison of PrONTO, MARINA, and ANCHOR Endpoints 

0.5 mg
n=139

0.5 mg
n=40 MARINA ANCHORPrONTO

0.5 mg
n=139

71.3%
78%82%

(minimally 
classic and 
occult only)

(predominantly 
classic)
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for
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dosing

Pier
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Pronto Study

Combined

 
therapies

summary
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Combined
 

therapy
 

a proven
 

concept

Visudyne® + Lucentis® (n=105)Visudyne® (n=56)

Mean Change in VA 

Note: Vertical bars are ± one standard error of the mean.

12.4 letter 
difference*

Month

ET
D

R
S 

le
tte

rs
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*P <0.0001

PROTECT: Mean change in VA over 9 
months
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Cohort II (n=10)
Cohort III (n=10)
All (n=32)

Visudyne® + 
Lucentis® Visudyne®

Mean change
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Combined
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summary
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Summary
•

 
Ranibizumab

 
0.5mg is proven to help patients gain and 

sustain vision up to 24months in MARINA and ANCHOR
–

 
Mean gain over baseline: 6.6 and 10.7 letters 

–
 

Remain 20/40 or better VA: 42% and 38 %

–
 

Gain ≥0 letters: 70% and 78% 

–
 

Gain ≥15 letters: 33% and 41% 

•
 

Less dosing regimens are possible 
–

 
3 loading doses and every 3 months as in PIER less efficacy

–
 

3 loading doses and then PRN as in PRONTO same efficacy

MARINA and

 
ANCHOR

Rationale

 

for

 
less

 

dosing

Pier

 

Study

Pronto Study

Combined

 
therapies

summary
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