
1 This interim safety analysis of RIVER-AD included 249 participants 
who were previously enrolled in STREAM-AD with a cumulative 
exposure of 185.7 patient-years

2 Interim safety analysis of RIVER-AD showed amlitelimab was 
well tolerated, consistent with what was previously reported 
in the parent study, STREAM-AD

3 Ongoing trials, including the OCEANA Phase 3 trials and 
long-term extension studies (ATLANTIS and ESTUARY), will 
provide additional long-term safety data 

Introduction 
	� Amlitelimab (SAR445229) is a fully human nondepleting anti-OX40 ligand monoclonal antibody1,2

	� In the Phase 2b STREAM-AD (NCT05131477) study in participants with moderate-to-severe AD:2

−	The primary endpoint was met (percentage change in EASI score at Week 16); the efficacy and safety of amlitelimab was observed at Week 24 (Part 1)
−	The durability of response in clinical responders (defined as those achieving ≥75% reduction in EASI score [EASI-75] and/or IGA 0/1) and safety on and off                                                                                           

therapy was observed at Week 52 (Part 2)
	� Participants with moderate-to-severe AD from STREAM-AD3 and other amlitelimab AD clinical trials are eligible to enter RIVER-AD4 

Results 
Baseline Exposure
	� This interim analysis of RIVER-AD included 249 participants previously enrolled in the STREAM-AD study (N=129, STREAM-AD Week 24 nonresponders; N=120, 
STREAM-AD Part 2 participants with loss of response or those who completed the study)

	� The cumulative exposure was 185.7 patient-years
	� The median treatment duration was 282.0 days (range: 28-548 days), with treatment duration by category shown in Figure 2

Objective 
	� To report the interim safety results of amlitelimab in RIVER-AD for participants previously enrolled in STREAM-AD, from the date the first participant 
enrolled, August 22, 2022, to the cutoff date of February 20, 2024

Key Conclusions

Interim safety results of amlitelimab (anti-OX40 ligand antibody) in participants with moderate-to-severe atopic 
dermatitis from the RIVER-AD Phase 2/3 ongoing open-label study 

Leon Kircik,1 Ken Igawa,2 Pedro Herranz-Pinto,3 Hang Li,4 Yanzhen Wu,5 Zuzana Hajasova,6 Charlotte Bernigaud,6 Sonya Davey,7 Samuel Adelman7

1Icahn School of Medicine at Mount Sinai, New York, NY, USA; 2Dokkyo Medical University, Tochigi, Japan; 3La Paz University Hospital, Faculty of Medicine, Autonomous University of Madrid, Madrid, Spain;  
4Peking University First Hospital, National Clinical Research Center for Skin and Immune Diseases, Beijing, China; 5Sanofi, Beijing, China; 6Sanofi, Paris, France; 7Sanofi, Cambridge, MA, USA Copies of this poster obtained 

through Quick Response (QR) code 
are for personal use only

Figure 2. Duration of Study Treatment by Categorya

Interim Safety Summary of RIVER-AD

 Participants with ≥1 event, n (%) nP/PYR (nP/100 PYR)

TEAE 144 (57.8) 144/100.6 (143.1)

Treatment-emergent SAEa 4 (1.6) 4/178.6 (2.2)

TEAE leading to death 0 0/179.7

TEAE leading to discontinuation 4 (1.6) 4/178.5 (2.2)

AESI 6 (2.4) 6/176.9 (3.4)
Note: nP/100 PYR is the number of participants with at least one event per 100 patient-years at risk (PYR). PYR is calculated as the time from first dosing of amlitelimab to the initial occurrence of an event or end of follow-up/data cutoff (minimum of last IMP date 
+140 days, end of study date, cutoff date) for those without any event.  
The cutoff date for this interim analysis was February 20, 2024. aSAEs included urinary tract infection, anaphylactic reaction (not related to amlitelimab administration, per Investigator), nasal septum deviation, and atopic dermatitis (n=1 each).

Most Commonly Reported TEAEs (Occurring in ≥5% of Participants)
 Participant with ≥1 event, n (%) nP/PYR (nP/100 PYR)

Nasopharyngitis 28 (11.2) 28/167.6 (16.7)

Upper Respiratory Tract Infection 18 (7.2) 18/169.0 (10.6)

Dermatitis Atopic 25 (10.0) 25/166.1 (15.1)
Note: nP/100 PYR is the number of participants with at least one event per 100 patient-years at risk (PYR). PYR is calculated as the time from first dosing of amlitelimab to the initial occurrence of an event or end of follow-up/data cutoff (minimum of last IMP date 
+140 days, end of study date, cutoff date) for those without any event.  
The cutoff date for this interim analysis was February 20, 2024.
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Methods 
Study Design
	� RIVER-AD (NCT05492578) is an ongoing Phase 2/3, open-label, 332-week extension study evaluating the long-term safety and efficacy of amlitelimab 
(Figure 1) 

	� This interim safety analysis with a cutoff date of February 20, 2024, only includes participants who previously enrolled in STREAM-AD and then 
entered RIVER-AD 

	� All participants received amlitelimab 250 mg SC Q4W in RIVER-AD

Figure 1. Study Design of STREAM-AD (NCT05131477) and RIVER-AD (NCT05492578)

Note: This study design of RIVER-AD is for this interim analysis and only 
shows participants enrolled from STREAM-AD. aTwo participants found  to 
be ineligible after randomisation; bMet IGA 0/1 and/or EASI-75 randomised to 
Withdrawal (placebo) or pre-Week 24 dose groups; did not meet EASI-75 or IGA 
0/1 entered into LTE or Safety follow-up; cFour participants were re-randomised 
but not treated; dParticipants demonstrating loss of clinical response during 
Part 2 were entered into the LTE or Safety follow-up; eLoss of clinical response 
was defined as the first instance of <EASI-50 during Part 2 where rescue 
therapy was no longer permitted. 

Wk 0 Wk 16
Primary

endpoint 

Wk -4 Wk 24
Secondary
endpoints

Safety
follow-up 

Wk 4

STREAM-AD Part 2 (28 weeks)

Re-randomised
3:1 (N=190)

Treatedc (N=186)

Wk 52
End of e�cacy 

evaluation

Wk 68
End of 

follow-up

Withdrawn from Amlitelimab (placebo)d (n=130)

 Continued Amlitelimab: (pre–Week 24 dose)d (n=44)

Continued placebod (n=16)

Loss of clinical responsee

(first instance of <EASI-50)

16 weeks

500 mg LD
250 mg +

placebo LD
125 mg +

placebo LD

NA +
placebo LD

62.5 mg +
placebo LD

250 mg SC Q4W (n=77) 

250 mg SC Q4W (n=78) 

125 mg SC Q4W (n=77) 

Placebo SC Q4W (n=79) 

62.5 mg SC Q4W (n=79) 

Randomised 
1:1:1:1:1 (N=390); Treateda (N=388)

R
3:1

YES

RIVER-AD (Long-term Extension Study)

250 mg SC Q4W

Visits every
4 weeks 

Visits every
4 weeks 

Wk 332
End of Study

Interim Analysis 
At cuto� date of February 20, 2024 

NO
N=129

N=120

STREAM-AD Part 1 (24 weeks)

Screening

W
ee

k 
24

 R
es

p
on

se
b

Treatment Duration (Weeks) 

40

20

0P
ro

p
or

ti
on

 o
f 

P
ar

ti
ci

p
an

ts
 (%

)

>0 - ≤20

20.9%

28.9%

36.1%

14.1%

n/N

>20 - ≤40 >40 - ≤60 >60 - ≤80

52/249 72/249 90/249 35/249

aPercentages are calculated using the number of participants in the safety population with a non-missing duration of exposure as denominator.	
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