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RG-012, an ant-miR-21 oligonucleotide In earty clinical development, has previously been shown 1o Table 1: Col4a3’ Mice Survival Study Design
significantly prolong sunvival, by an additional ~2—4 weeks, In a rapidly progressing Col4a3 deficient AgeatStartof o OfRG-0L2
administered early in renal disease progression (CKD stages 1-2).  Col4a3 mutant mice have drinking water) SC)
Ncreased Kidney expression of mMiR-271 leading to progressive rendl filorosis. Hence, untreated Col4a3 PBS 31 - - -
mutant mice begin to develop proteinuria by 4 weeks of age, reach OKD stages 3 and 4 by ~6 and 8 T e B = e o aon T ot T T ol i
weeks of age, respectively, and have a typical reduced lfespan of ~9—10 weeks of age. RG-012 1s a RGO12 TIW,QW start 7wk 19 - 7 weeks (~CKD3-4) loading dose then weekly maintenance
: . . . - . . . . RG012 TIW,QW start 8 wk 23 — 8 weeks (~CKD4) loading dose then weekly maintenance
single-stranded synthetic oligonuclectide that specifically sequesters miR-271 in diseased cells, forming Ramilpril (QD start 4wk) 26 4 weeks (~CKD2) _ _
an Inactive heteroduplex.  In this study, we examined the abillity of RG-012 to ennhance survival when Combo, RGO12 start bwk | 26 4 weeks (~CKD2) 6 weeks (“CKD1) loading dose then weekly maintenance
. | | | Combo, RG012 start 8wk 22 4 weeks (~CKD2) 8 weeks (~CKD3) loading dose then weekly maintenance
U@atm@ﬂt WAaS IDITIaT@d at GKD ST@Q@S 2—4 RG‘OW 2 WAS @Xamm@d as d Slﬂg\@ ag@ﬂt, aS \/\/@H asS 1N Combo, RG012 start 9wk 24 4 weeks (~CKD2) 9 weeks (~CKD3) loading dose then weekly maintenance
combination with ramipril (which when given aone has been previously characterized to delay rena Lo ROOTZ At Bk 2 B¢ TORRA 10 wecks [LAP34) loading oose hen weeky mamienance
|mDa|rm@ﬂt DFOQF@SSIOD IH ThIS aﬁlmal mOd@D DU@ @ Fap\d d|8@a86 DFO@F@SSIOH |ﬂ ThIS aﬁlmal mOd@‘, Iﬂ o =GG-012 \Qadiﬂg/maimt@mamcg dQSWQ X oer week for 2 \/\/@@KS, followed by WX\/\/@@MS/
addition to RG-012 given once weekly, we also evaluated a loading regmen plus weekly maintenance « Renal function status assessed by serum BUN at weeks 6 and 8 (ramioril monotherapy
dosing of RG-012 that was designed to more rapidly achieve and mantain effective  kidney group measured at weeks 6,7,9, and 10)
concentrations. e (Genotype for all study animals was confirmed
Results
Figure 1. Col4a3” Mice Survival Curves: Figure 2. Col4a3” Mice Survival Curves: RG-012 + Ramipril
RG-012 Monotherapy vs. PBS Treatment Combination vs. Ramipril Monotherapy Treatment Groups
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Hig 1 stats analysis: Log rank test comparing RG-012 monotherapy treatment groups -ig 2 stats analysis: Log rank test comparing RG-012 + ramiprl comoination groups
o PBS. * p<0.05, ™ p<0.0007 to ramiprl monotherapy. ™ p<0.05, ™ p<0.01
Table 2. Comparison of Col4a3”/- Mice Survival Times (Days) Between Treatment Groups
50th percentile . )
Treatment Group P 75th percentile 90th percentile
(MST)
PBS 65 70 78
RG012 QW start 6wk 64 /71 80
RGO12 TIW,QW start 6 wk 81 89 96
RGO12 TIW,QW start 7 wk /70 80 92
RGO12 TIW,QW start 8 wk 64 /71 78
Ramilpril (QD start 4 wk) 108.5 131 154
Combo, RG012 start 6wk 137.5 174 NYD (>227)
Combo, RG012 start 8wk 117.5 157 186
Combo, RG012 start 9wk 141 170 204
Combo, RG012 start 10wk 86 134 167

Abbreviations: MST, median survival time; NYD, not vet determined (still surviving animals)

o (Compared to PBS, RG-012 monotherapy showed significant increase  in survival e A significant survival advantage over ramiorl monotherapy was seen wnen comuoination
when loading/maintenance treatment started at 6 (0<0.00071; ~CKD 3) and 7 weeks freatment begun at weeks 6 or 9 (0=0.003 and p=0.02, respectively, ~CKD 2-3), but not
0=0.02; ~CKD 3) (Fig. 1) week 10 (p=ns, ~CKD 3-4) (Fg. 2)

o No Increased survival when RG-012 monotherapy loading/maintenance treatment * A Clear trend for sunvival advantage was also seen when compination treatment begun at 8
started at week 8 (p=ns: ~CKD 4) and weekly maintenance only treatment started at weeks of age, but did not reach statistical significance (p=0.11; ~CKD 3) (Hg. 2 and Table
week 6 (p=ns,; ~CKD 3) (Fig. 1) 2)

Figure 3. Effect of Ramipril Monotherapy on BUN in Col4a3-/- Mice Figure 4. Comparison of Serum BUN at 8-9 Weeks of

Age Between Treatment Groups

150 -

-~ (Co14a3”-PBS 250 -

e RHamiprl monotherapy started at 4 o MNMean serum BUN typically

3 Colda3™ - weeks of age in Col4a3” mice 200" lower in groups showing
2,100' - Rtarft'_ip”"tdai'y delays renal iImpairment 2 450 survival advantage (Fig. 4)

starting a . .
= ks orogression (Fg. 3) =
= -
- 50 - —_— WT . 50

(untreated)

Age (Weeks)

Conclusions

N a rapidly progressing mouse model of Alport syndrome, delayed renal impairment and prolonged survival was seen when a loading plus maintenance treatment regimen of RG-012 (given
with or without ramiprl) was initiated up to CKD stage 3, but not CKD stage 4. These findings provide nonclinical support for evaluation of RG-012 in the clinic involving treatment of Alport
syndrome patients, whose disease currently has limited therapeutic options.
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