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: o : : : : - Demographics and baseline characteristics c. Overall, no anti-drug antibodies and anti-polyethylene b. Summary PK parameters of HM15136
HM15136 is a novel long-acting glucagon analogue with HM15136 is a glucagon ar.1alogueT conjugat.ed with a glycol antibodies were detected in the study. There were
an extended half-life. In vivo efficacy studies of HM15136 human IgG Fc fragment via a flexible PEG linker HM15136 dose (ug/kg) no subjects had confirmed antibodies, so neutralizing HM15136 dose (ug/kg)
: : : : 1 ‘hadi 10 20 30 50 80 100 120
in animal models showed its therapeutic potential in 10 20 30 5 8 100 120 Placebo antibodies were not analyzed.
P P [General Profile of HM15136] (N=6) (N=6) (N=6) (N=6) (N=6) (N=6) (N=6) (N=14) (N=4)  (N=6)  (N=6)  (N=6)  (N=6)  (N=6)  (N=6)
congenital hyperinsulinism, hypoglycaemia post-bariatric : :
J yP _ ypogly P _ « Although glucagon is considered as I\;I:Le 6 (100.0) 6 (100.0) 6 (100.0) 6 (100.0) 6 (100.0) 6 (100.0) 6 (100.0) 14 (100.0) Category HM15136 dose (ug/kg) (n(é;nr;XL) +9496 33;318 +62é395 +1120058 J}969127 579?;79 ffgfg
surgery, and obesity. We performed a randomized, one of the most potent therapeutic Time point  Tier n 10 20 3 50 8 100 120 Placebo : : : } } - -
. . . : : e e Age 317 35.2 31.2 217.8 32.3 32.2 26.2 31.4 () (N=6) (N=6) (N=6) (N=6) (N=6) (N=6) (N=6) (N=14) T ax 46.0 48.0 56.0 48.0 68.0 48.0 60.0
double-blind, placebo-controlled first-in-human trial to options, its utilization is limited due to (years) +58 +65 53 £27 +63 £124 79 69 . - 6 6 6 6 6 6 6 13 (hr)  [12.1-56.0] [36.0-56.0] [35.6-80.0] [48.0-48.0] [48.0-80.0] [36.0-96.0] [24.0-80.0]
1 . . - aseline creen egative
assess the safety, pharmacokinetics, and poor solubility, limited stability at Weight 674 657 697 752 711 603 637 707 T (1000) (1000) (1000) (100.0) (1000) (100.0) (1000) (929)
’ ’ : - - Positive 0 0 0 0 0 0 0 AUC,,  668.1 50684 11,9262 19,5759 38,4295 535160 83,623.1
physiological pH and short duration kg) +71 +£72 +75 +79 £90 +111 +64 £63 (7.1) 01
of action. Height 172.4 1730 1722 1740 1726 1726 1720 1743 Confirm — N/A (100.0) (100.0) (100.0) (83.3) (100.0) (100.0) (100.0) (92.9)
HM15136 in healthy adults. Fiity-six subjects randomly - To overcome these limitations e w45 2AD w30 ERT #7288 #04 E Negaive 000 g 000 gy (hrngiml) £1596 53984 £ 12,7407 £ 40053 + 1LA55.6 % 10,607 A+ 10135,
_ _ _ _ _ . ’ BMI 22.6 21.9 23.5 24.8 23.8 23.2 21.6 23.3 _ 5 6 5 6 6 6 6 13 rng/mL) +159.6 +5,398.4 +12,749.7 + 4,095.3 + 11,155.6 + 10,607.4 + 10,135.5
received HM15136 or its matching placebo in a ratio of HM15136, a novel long-acting kgim?) +19 +25 +23 +16 +17 +30 31 20 Payir  Screen  NegANE (533 (1000) (83.3) (1000) (100.0) (100.0) (100.0) (92.9) ot 1011 eas o1 205 20 o1
_ . N 1 1 1 tyo . : . : . : .
6:2 in 7 cohorts (10, 20, 30, 50, 80, 100, and 120 ug/kg). ! glucqgon anallogue with an extended Hb$1c 5(-)23 5623 5633 5622 5632 5(-)24 5(-)23 5623 Positve 67) Z 67) Z Z Z Z 7. (hr) £410 +77.1 +262 £214 +246 +£190  +16.5
All ad - d mild i - ' half-life, is bemg developed. C4) il il il il e e il il Confirm  N/A (83.3) (100.0) (83.3) (100.0) (100.0) (100.0) (100.0) (92.9) o _ o
aaverse events were transient and mild in severity. | : o _ 1 1 1 * Mean + standard deviation was presented except for T,...., where median [minimum-
| « Stable and highly soluble weekly * Mean * standard deviation was presented except for male sex, where number of Negative o0 O 67 0 0 0 1)
|
|
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Neither serious adverse event nor discontinuation due to i f subi | | 5 6 6 6 6 6 5 14
_ glucagon analog subjects (percentage of subjects) was presented Day30  Screen  Negalve  333) (100.0) (100.0) (100.0) (100.0) (100.0) (83.3) (100.0)
adverse event occurred during the study. The most - Sufficient PK profile for once a week Positve 00 0 o o 0o 0 o o - Pharmacodynamics
iNi i i . 5 6 6 6 6 6 5 14
frequent Treatment Emergent Adverse Event was nausea ad”_]'n'Str"fIt'on | | * Safety and tolerability Confirm  N/A 23 (1000) (1000) (1000) (1000) (1000) (B33 (1000 a. Mean change from baseline of fasting blood sugar level
(7.2%, only in the 100 and 120 pg/kg groups). Injection * Invivo efficacy studies of HM15136 in a. All adverse events were mild in severity and transient. Negative 65 0 O 0 0 00 0 versus time
- h hich was barelv noticeable and animal models showed its therapeutic Neither serious adverse event nor discontinuation due * Number of subjects (percentage of subjects) s 0o
site erythema, which was barely noticeable an tential | ital _ kg
_ _ potential in congenita _ to adverse event occurred during the study. The most 3 == HM15136 30 ughg
spontaneously subsided without sequelae, was reported hyp_e”r_‘su“n'sm’ hypoglycgemla post- frequent Treatment Emergent Adverse Event was v ~ :31212222::12:
in 2 out of 42 subjects who received HM15136. HM15136 bariatric surgery, and obesity. nausea (7.2%, only in the 100 and 120 pg/kg groups). - Pharmacokinetics 3 - HA15138 100 i
. . -§ == HM15136 120 ug/kg
was slowly, but steadily absorbed with the peak serum SI-LDY E m 4 Mean serum HM15136 concentration versus time - - Placebo
) . HM15136 dose (ug/kg) E
concentration reaching 34.2-65.2 hours after dose. The Type of TEAES, n (%) " ~ - - 0 100 10 Picehe
. . . = = = N=6 = = N=6 = -~ HM15136 10 ug/k ® 10
terminal half-life ranged from 69.8 to 85.6 hours, which Placebo (N=) (9 (=6 (vwe)  TFD (=6 (ve)  TFD) (=i e :
S lacebs (=2) Any TEAE 1(16.7) 3(50.0) 4(66.7) 1(16.7) 3(50.0) 3(50.0) 5(83.3) 3(21.4) 9k g
. . acebo (N= . . 5001 == HM15136 30 ug/kg 5
was significantly greater than that of glucagon (< 1 hour). P M T SV O TEAR ) 167) 3(500) 4(667) 1(167) 3(500) 3(500) 5(833) 3(L4) ~+- HM15136 50 ugh 5,
i : reenin w Mod 0 0 0 0 0 0 0 0 2 - " 8
HM15136, particularly at doses >50 pg/kg, increased Doy 23102 Placebo (N=2) "Day 30, Severe o 0o 0 0 0 0 0 0 g et o
i Placebo (N=2) Any TEAE related to IMP 0 2(33.3) 2(33.3) 1(16.7) 1(16.7) 2(33.3) 4(66.7) 1(7.1) gm' e HMI15136 120 ughkg , , , , , , , , , . . . . . . _
mean Serum glucose from basellne by up to 27-7 mg/dL, P|acebo (N:Z) MaX|mUm Severity Of TEAE gmo 0 48 96 144 182 240 - -288 Time:;s{(:erdos;?:lours) 432 480 528 576 624 672 720
which was maintained until 17 days after dose. In . BMI218.5t0 £ 27 kgim? AR () v 0 2(333) 2(333) 1(167) 1(167) 2(333) 4(667) 1(7.) 5 Error bars denoted standard deviation.
: : * HbALc <6.0% Moderate ° ° ° : 8 : ° °
conclusion, a single subcutaneous dose of HM15136 at PUNy e T——— o o o 0 5 5 5 5 m—Lﬂ %
* Primary objective: To assess safety and tolerability of ’ —5 :
10-120 pg/kg was safe and well-tolerated. The long half- : Any TEAE |eading to withdrawal 0 0 0 0 0 0 0 0 _
_ o _ HM15136 after single subcutaneous (sc) doses Any serious TEAE 0 0 0 0 0 0 0 0 _ ——— A single subcutaneous dose of HM15136 at 10-120 pg/kg was
life of HM15136, coupled with increase in serum glucose - Secondary objective: To assess pharmacokinetic s e safe and well-tolerated
. Time after dose (hours) = .
for ~2 weeks, may warrant a weekly or longer dosing rofile of HM15136 after single sc doses b. Injection site erythema, which was barely noticeable * Error bars denoted standard deviati . . .
_ P o g | - y Y . y O bars BEfoiet Standart feviaton. The long half-life of HM15136, coupled with increase in serum
regimen. + Exploratory objective: To assess pharmacodynamics ol spon.taneously SUbSId?d ot squelae, e glucose, may warrant a weekly or longer dosing regimen
\_ ) properties of HM15136 after single sc doses reported in 2 out of 42 subjects who received ! '
HM15136.
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