
Development of an RNAi Therapeutic, ARO -DUX4, 

for the Treatment of FSHD
Jonathan M. Van Dyke, Xiaokai Li, Anthony Nicholas, Zhao Xu, Tao Pei, Susan Phan, 
Holly Hamilton, Maria F. Afrazi, Teng Ai, James C. Hamilton, Bruce D. Given, 
Zhi-Ming Ding



DUX4: A good target for RNAi
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DUX4
DUX4

DUX4

Facioscapulohumeral Muscular Dystrophy 

caused by misexpression of DUX4, a normally 
repressed transcription factor.

Misexpression results in alterations of DUX4 target 

gene expression and myotoxicity.

Direct RNAi knockdown of DUX4 is an effective 

and safe approach to treatment since DUX4 has 

no known physiological function in normal adult 

skeletal muscle.



TRiMPlatform targeting DUX4 in Skeletal Muscle
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TRiMPlatform Muscle Delivery
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Three 10 mpkdoses, IV
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50 um

50 um

TRiMMuscle 

Platform Delivery 

Mouse

�‡ 3 mpk , IV

�‡ RNAscope

detecting RNAi

�‡ Gastrocnemius

�‡ 76 �² 99% 

myofibers 

contain TRiM

RNAi

TRiMTarget RNAi

TRiMScrambled RNAi
TRiMMuscle 

Platform Duration 

�‡ NHP

�‡ Surrogate RNAi 

Targeting 

Myostatin

�‡ Single 20 mpk

dose achieved 

77% KD of serum 

myostatin

�‡ Three 10 mpk

doses (Days 1, 7 & 

28) achieved 

>70% KD through 

Week 12

77%


