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Z=EAMH AEl=A 203 3,051 2,853 6.9% 3,003 1.6%
Eg|aEt SHA ZHA| 1,999 2,164 -7.6% 2,348 -14.8%
ol Ml 2 QtxBlo| MY X|Of 1,737 1,578 10.1% 1,609 7.9%
AMELY 1f Ol sl 2t by AME S 2R 4,736 0 Mg E2 4,522 4.7%
2| el 2} DOIMEHF 1,491 0 M EF 701 112.5%
outo|orm HEE B¢ NE A Y 13,342 10,931 22.1% 12,711 5.0%
gAEH B¥ 2SR 4,066 2,702 50.5% 3,234 25.7%
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RZ358 RZ358 Titrate RZ358
. . rea Mean (Range; 9 mg/k 3-9 mg/k Total Pooled
Innovation RZ 358 QlAk 2B Sigh e (ne1) ~ i (n=22)
Time in Hypoglycemia (<70 mg/dL) by CGM (%)
Baseline 18.1 222 265 291 23.3 (B-86)
Severe Hypog |ycemia Ol 3mg/kgel =2 S0 End of Treatment 10.5 9.2 94 15.8 10.4 (0.3-33)
= 25% WME|RoH DEZU A= 61%~73%THKX| % Change from BL (p-value) -35% (p=0.05) -59% (p<0.01) -65% (p=0.07)" -46% (p=0.10) -56% (p=0.0002)
7 H M Time in Severe Hypoglycemia (<50 mg/dL) by CGM (%)
> BG |\/| §IO'| Ll Severe Hypog|ycem|a FEJOIAN D E82F Baseline 18 5.1 43 33 3.9(0-21)
EoF ANt 74%~77%NFK| 7 A1 End of Treatment 13 14 17 16 1.5 (0-5)
> |_T|_ %Eo mg /kg 0" A—| E |-X|-7|- 50% 0| )C\; _g| 7|-| % Change from BL (p-value) -25% (NS) -73% (p<0.05) -61% (NS) " -52% (NS) -63% (p=0.01)
Me ctM3lgion stHo| SHAE X Qs R E A} Hypoglycemia Events (<70 mg/dL) by BGM (eventsiweek)
7|_ 75% |é)|- 7H|Aj Baseline 10.1 19.2 16.7 8.0 15.5 (4.5-77.8)
End of Treatment 78 9.9 53 53 7.5(0-30.3)
ReZO l ute % Change from BL (p-value) -22% (NS) ~48% (p=0.1) - 68% (p<0.01) -34% (p<0.05) -52% (p=0.002)
U p d ate Severe Hypoglycemia Events (<50 mg/dL) by BGM (events/week)
Baseline 16 55 42 0.5 3.8(0.5-23.8)
End of Treatment 15 12 11 04 1.1 (0-5.5)
% Change from BL (p-value) -8% (NS) -77% (p=0.1) - 74% (p<0.05) -20% (NS) 71% (p=0.01)

Mechanism Of Action

Pancreas

Liver, Fat, Muscle

Circulation in the
blood stream

Beta Cells > ‘ ' ‘ Target Cells
Overproduction of ‘ . Reduced insulin
signaling leads to

insulin regardless of . . .

blood sugar levels

Insulin
A Insulin @ RZ358 Receptor

less glucose uptake

- T RZ358 RZ358 RZ358 RZ358 Titrate RZ358 Total
esponders N (%) 3 mg/kg (n=4) # 6 mglkg (n=8) 9 mg/kg (n=7)* 3-8 mglkg (n=3) (n=22)

226% Correction of Hypoglycemia
Severe (<50 mg/dL) 3 (75%) 7 (88%) 7 (100%) 2 (67%) 19 (B6%)
Overall (<70 mg/dL) 3 (T5%) 7 (B8%) 7 (100%) 3 (100%) 20 (91%)

250% Correction of Hypoglycemia
Severe (<50 mg/dL) 3 (75%) 6 (75%) 7 (100%) 2 (67%) 18 (82%)
Overall (<70 mg/dL) 1 (25%) 7 (88%) 7 (100%) 1 (33%) 16 (73%)

275% Correction of Hypoglycemia
Severe (<50 mg/dL) 1 (25%) 5 (63%) 6 (86%) 2 (67%) 14 (84%)
Overall (<70 mg/dL) 1 (25%) 3 (38%) 5(71%) 1 (33%) 10 (45%)
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20214
A7)
I.Of=oH 124,387 130,328 254,715 238,602 6.8%
0. 0= <7t 83,824 89,127 172,951 158,510 9.1%
m. Oj==0|2l 40,563 41,201 81,764 80,092 2.1%
Iv. THOj k2] H| 34,776 35,173 69,949 66,444 5.3%
V. dio|ol 5,787 6,028 11,815 13,648 -13.4%
(FR0|2S) 4.7% 4.6% 4.6% 5.7%
VI 7|Ef20l 798 -1,052 -254 2,915
VI. 2829 -5,293 515 5,808 -8,459
V. Mj& o]l 1,292 4,461 5,753 8,104 -29.0%
IX. B OIMH| 276 1,208 1,484 2,371
X. Et7|20|2 1,016 3,253 4,269 5,733 -25.5%
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20224 202144 20214
227 & 2&7| & 71%
I.Z=XpA 834,801 864,448 -3.4% 828,222 0.8%
O E XA 318,799 377,614 -15.6% 320,239 -0.4%
S R=N=lkP=PSPNPN; 3,412 72,756 -95.3% 27,285 -87.5%
O = X A 168,278 159,537 5.5% 171,811 -2.1%
Xf 0 KAt 108,322 106,061 2.1% 83,266 30.1%
H| S = X}AH 516,002 486,834 6.0% 507,983 1.6%
Io. SEx| 449,940 485,472 -7.3% 442,849 1.6%
S = H%y 315,015 245,136 28.5% 276,094 14.1%
H| S = = x| 134,925 240,336 -43.9% 166,755 -19.1%
M. =Xt= 384,861 378,976 1.6% 385,373 -0.1%
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