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off in a dose dependent fashion. In the absence of the small molecule inducer, Epo or PTH gene
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delivery of the small molecule-inducer Epo was produced in precise dose response to the dose of
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Schematics of synthetic riboswitch

Aptamer is inserted in the downstream intron of an Intron-AltExon-Intron cassette within the
cDNA
In the presence of small molecule

In the absence of small molecule ,
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Riboswitch regulated

expression of hPTH via orally

dosed small molecule inducer In vivo
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construct with riboswitch cassette :
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AAV9.hPTH.Switch were delivered to the muscle of the mice.
Small molecule inducer was dosed orally.

Blood samples were collected post 3 doses of MXU-001 treatment
hPTH and serum calcium were evaluated

Riboswitch inducer MXU-001 induced AAV delivered hPTH
expression in mice in dose dependent manner

Induced hPTH increased serum calcium level
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Small molecule inducer MXU-001 (uM)

= HEK 293 cells were transfected
with construct containing mEpo
gene with riboswitch

= mEpo expression was induced by
riboswitch inducer MXU-001 in
dose dependent manner
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Small molecule inducer MXU-001 (M)

= C2C12 cells were transfected
with construct containing mEpo
gene with riboswitch.

= mEpo expression was induced
by riboswitch inducer MXU-001
In dose dependent manner

DOSWItCh comprises no exogenous protein components
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poswitch controls gene expression by small molecule inducer
Hormone expression was tightly controlled by riboswitch in vitro and in vivo

» Therapeutic hormone expression was induced by small molecule inducer in dose
dependent manner via orally available small molecule inducer

> Induced hormone reached efficacious level in vivo

» Riboswitch enables precise control of therapeutic hormone expression by controlling the

dose of inducer



