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ACTIVASE rt-PA (ZEOREE - SR RS (2019):\
- IV tPA AR (ERRIEE

Table 8.  Eligibility Recommendations for IV Alteplase in Patients With AIS

ER P 1 INDICATIONS Within 3 h* IV alteplase (0.9 mg/kg, maximum dose 90 mg over 60 min with initial 10% of dose given as bolus over 1 min) is
? I recommended for selected patients who may be treated within 3 h of ischemic stroke symptom onset or patient last known
well or at baseline state. Physicians should review the criteria outlined in this table to determine patient eligibility.T (COR I
P a0 ACTIVASE rt-PA (alteplase for injection) is indicated for: LOEA)
TG ti ﬁ?‘ m ti q: ’ | Eq ﬂﬁ #% 7n J::g: 3-45n* @ IV alteplase (0.9 mg/kg, maximum dose 90 mg over 60 min with initial 10% of dose given as bolus over 1 min) Is also
. i i i i i i recommended for selected patients who can be treated within 3 and 4.5 h of ischemic stroke symptom onset or patient last
t Th; mznagerrlintVOfvzcu'e Is‘;zgmﬁﬁ:roﬁe (A:S) m:d;l'lltslgor ':”imf"f‘f Te; I'D!?ﬁlca:; LECOVEI'V known well. Physicians should review the criteria outlined in this table to determine patient eligibility. (COR I; LOE B-R§
. na ri N, Incidence of disability. Treatmen u n Initia within !
5T (IV tPA unmet need) . af't :h"'c € tef tc : € . sa Vd ﬂe eI $ho f'Gt Y DEN " - o | Additional recommendations for treatment with IV altepiase for | And (COR b
arter the onset of stroke symptoms, and atter exclusion ot Intracranial nemaorrnage by a crania patients with AIS (COR lla)
1 . ﬂ%i Hj ]]]1 Eu {’E m ( 2 ~ 6 0/0 ) computerized tomography (CT) scan or other diagnostic imaging method sensitive for the Wake-up and unknown time IV alteplase (0.9 mg/kg, maximum dose 90 mg over 60 min with initial 10% of dose given as bolus over 1 min) administered
et epe . . . . . . of onset within 4.5 h of stroke symptom recognition can be beneficial in patients with AIS who awake with stroke symptoms or have
o B /I \ Io) presence of hemorrhage. E“glbl“ty criteria of the National Institute of Neum|0glcal Disorders unclear time of onset >4.5 h from last known well or at baseline state and who have a DW-MRI lesion smaller than one-
HE 1§ m E’\J ﬁ A /D ( < 1 0 /0 ) | and Stroke (NINDS) protacol must be strictly adhered to (see 2 CONTRAINDICATIONS). L third of the MCA territory and no visible signal change on FLAIR. (COR lla; LOE B-Ryt )

o R ERAETimEH MR: TE2HKE MR OEFEEE - TF L= EREESM

SBERYE mRS=0-1 mRS=0-2 sICH

tPAZIKIHE BF20EEE

tPA (n=168): 39% vs .
® 0-3 /J\HEI-J:' placebo (n=165): 26% +13% NA tPA: 06'40/0
(NINDS, US, 1995) — AR R (p=0.019) placebo: 0.6% (p<0.001)
4.5/M\IF + (FEBREMEPE)  pa (n=418): 52% vs e .
5/ @ 3-4.5 /I\iF placebo (n=403): 45%  +7% Lo O0-2%0 v +5% tPA: 2.4%
(ECASS 3, EU, 2008) (p=0.04) p 20 placebo: 0.2% (p=0.008)
©) > 5 tPA (n=254): 53% vs e .
Wake-up Stroke ;&Eﬁ SR placebo (n=249): 42% +110/p oA 74% by +9% tPA: 2.4%
LT3001 E’J Fﬂ §rvf E *E (WAKE-UP, EU, 2018) mismatch (p=0.02) placebo 65% placebo: 0.4% (p=0.1)
Y [ 5% Ten i
BFLZE:  NUREE - ZEEZ 4.5-9 /N\iF EiEFES, CTP Eﬁ’gcgg;l(ﬁ)ﬁ%-:“"/" L6 [PAH9.6% s 7% tPA: 6.2%
AISTHE A (Extend, Australian, 2019) mismatch 29.5% (p=0.04) placebo:42.6%, placebo: 0.9% (p=0.053)
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o T T T T 0 T Saline DCW910!'|mIFkg(QD)(3) LT3001 0% 0% 11% 33% 33% 56%

Saline rtPA LT3001 LT3001 Saline tPA  LT3001 BID (EREROCT/ER L) salinz & & LA

(0.005) (0.05) (0.025 BID)
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Effects of Peptide 6A on Coronary Blood Flow Dynamics
in Canine Coronary Thrombosis

J. L. Mehta, W. W. Nichols, and *T. G. P. Saldeen

Depariment of Medicine, University of Flovida Coliexe of Medicine. the VA Medical Center. Gainesville. Florida,
U.8.A., and “University of Uppsala, Uppsala, Sweden

FIG. 5. Effect of intracoranary peptice 64 administration (5 umolimin). Left circumfiex {Cx) coronary artery blood flow increased
abruplly at 4.5 min, with gredual reformation of thrombus and reocclusion of the Cx cororary artsry. While the infusion can-
tinued, Cx fiow again retumed, followed by a gradual decrease in flow. Coronary flow was totally absent when the infusion of
peptide 64 was discontinued
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acid and KPAK towards the thrombus¥

Qigi Feng," Ming Zhao,*** Taiping Gan." Haimei Zhu," Yaonan Wang," Shurui Zhao,
Yuji Wang.” Jianhui Wu® and Shigi Peng*
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Effects of the New Thrombolytic Compound LT3001 on Acute Brain
Tissue Damage After Focal Embolic Stroke in Rats
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LT3001-202: Study Design

A multicenter, randomized, double-blind, placebo-controlled phase 2 clinical trial in China

Screening Treatment Follow-up
-24h Day 0 - 72h Day 7- day 90

| -24-0h . Day0(0-24h) | Day1(24-48h) : Day2(48-72h) | Day7+2 | Day14t2 | Day30t5 : Day90i7 |

Ry % =

MRI

(optional)

Primary I/E Criteria: LT3001 Full-dose « Primary Endpoint - Safety
. AIS 0.05 mg/kg » Incidence o_f AEs and ADRs within 90
. Age 18-80 days post-ﬂrsft d_ose. _
. Baseline NIHSS=4-25  Number and incidence of symptomatic

LT3001 Half-dose or asymptomatic intracranial

« LKN<24h 0.025 mg/kg hemorrhages within 3 days post-first
+ Exclude patients receiving or N=300 dose.
planned for EVT or IV 111 Placebo + Secondary Endpoint - Efficacy

thrombolytics. « mRS, NIHSS, BI

30min-1V infusion

+ The sample size of this study had been determined by referring to the sample size of Phase 2 of other drugs for AlIS treatment, combined with the new drug clinical
development experience of clinical research experts

« Central randomized with stratification factor of (1) baseline MRI (Y/N), @baseline NIHSS of 4~6, 7~10, 11~25

From April 2023 to July 2024, 301 subjects were enrolled across 28 medical centers;
297 were randomized and received study drug.



List of Study Sites and Investigators

A total of 28 study sites participated in this study

Beijing Tiantan Hospital, Capital Medical University (Leading site)

The First Hospital of Jilin University

Ve FIRELE and had subjects enrolled.

Yi Yang

The First Affiliated Hospital of Jinan University (Guangzhou Overseas Chinese Hospital)

Anding Xu

Beijing Tsinghua Changgung Hospital

Jian Wu

Beijing Luhe Hospital, Capital Medical University

Yanling Wang

Daging Oilfield General Hospital

Jianghua Liu

Beipiao Central Hospital

Yutong Ma

The First Affiliated Hospital of Baotou Medical College, Inner Mongolia University of Science and
Technology

Bo Liu

Baogang Hospital of Inner Mongolia

Dong Wang/Hongzhe Bei

People's Hospital of Hengshui (Harrison International Peace Hospital)

Yan Wei

Luoyang Third People's Hospital

Bing Sun

Xi'an Gaoxin Hospital

Yi Jia

Liaocheng People's Hospital

Cunju Guo/Lin Ma

Huai'an Second People's Hospital

Liandong Zhao

The Affiliated Hospital of Xuzhou Medical University

Deqgin Geng

The Second Affiliated Hospital of Soochow University

Chunfeng Liu

Shanghai Pudong Hospital

Shuangxing Hou/Yunxia L

Zhongnan Hospital of Wuhan University

Yumin Liu

Zhejiang Hospital

Yaguo Li

Taizhou First People's Hospital

Zhimin Wang

Taizhou Municipal Hospital

Hao Xu

Pingxiang People's Hospital

Fei Yi

Xianyang Hospital of Yan'an University

Lei Lei

Linfen Central Hospital

Hongguo Dai

Linfen People's Hospital

Junfang Hao

Central People's Hospital of Zhanjiang

Hui Mai

Nanshi Hospital of Nanyang

Bin Liu

The Third Hospital of Mianyang

Diwen Zhang
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LT3001-202: Baseline Demographic

« LT3001-202 enrolled 297 AIS patients (median age 63, ~70% male) with median baseline NIHSS 8. The majority
were treated >12 h from onset (Q1-Q3 ~11-20 h, up to 24 h). ~55% were moderate strokes and ~55-60% LAA
etiology, balanced across groups.

)|
& 15 53 ffh

5l

iRE

BREBRAERE

EENIHSSFE S
4~67
7~10%
11~25%

thiE 58
R ENARIERARIEICEL (LAA)
DiEH2ZER (Embolic)
NENAKEAZEEL (SAO)
HhARt#E®EAZ (Others)

0.05 mg/kg 0.025 mg/kg Placebo
99 96 102

Yrs, median (Q1, Q3) 65 (59,73) 64 (56,70) 63 (56,72)
Yrs, mean (SD) 63.6 (10.6) 62.5 (10.0) 62.8 (10.2)
Male% 70.7% 68.8% 71.6%
Kg, median (Q1, Q3) 68 (60,75) 70 (60,79) 70 (60,75)
Kg, mean (SD) 68.47 (10.30) 68.87 (11.64) 68.51 (11.63)
h, median (Q1, Q3) 12.44 (11.07, 16.42) 11.81 (10.59, 19.80) 12.15 (10.77, 20.02)
h, mean (SD) 13.83 (4.29) 14.41 (5.39) 14.74 (5.31)
median (Q1, Q3) (Min, Max) 8 (6, 10) (4, 15) 8 (7, 10) (4, 16) 8 (6, 10) (4, 17)
mean (SD) 8.4 (2.5) 8.5 (2.5) 8.4 (2.8)

N (%)

25 (25.3%)

20 (20.8%)

27 (26.5%)

N (%)

56 (56.6%)

55 (57.3%)

55 (53.9%)

N (%)

18 (18.2%)

21 (21.9%)

20 (19.6%)

N (%) 52 (53.1%) 56 (58.3%) 61 (59.8%)
N (%) 1 (1%) 2 (2.1%) 2 (2%)

N (%) 44 (44.9%) 38 (39.6%) 38 (37.3%)
N (%) 0 0 0

N (%) 1 (1%) 0 1 (1%)

11



LT3001-202 Safety Result: No Increased Risk of sICH

 Primary Endpoint :

« LT3001 was well tolerated across all dose groups.

« The incidence of adverse events (AEs) and adverse drug reactions (ADRs) within 90 days after
first dosing was similar among the high-dose LT3001, low-dose LT3001, and placebo groups,
with most events being mild.

« No symptomatic intracranial hemorrhage occurred in any group within 3 days after first dosing.
« Three cases of asymptomatic intracranial hemorrhage were reported — all in the placebo group.

Proportion of Subjects with Asymptomatic Intracranial Hemorrhage (ICH)
Within 3 Days After First Dose

Placebo

0.05 mg/kg 0.025 mg/kg

N 99 96 102
Asymptomatic ICH N (%) 0 0 3 (2.9%)
HI Type 1 N (%) 0 0 1 (1%)
HI Type 2 N (%) 0 0 2 (2%)
PH Type 1 N (%) 0 0 0
PH Type 2 N (%) 0 0 0

12



LT3001-202 Efficacy: mRS=0-1, mRS=0-2, NIHSS outcome

1. Favorable indicators were observed in mRS0-1, mRSO0-2, and NIHSS results.
2. An 7.3% enhancement in mRS0-2 was detected in all study population.
3. Early improvement in NIHSS scores, signaling reperfusion, has been consistently observed.

LT3001 LT3001 Placebo 0.05 0.025
0.05 mg/kg 0.025 mg/kg - Placebo - Placebo
n 99 96 102
mRS 0-1, d90 67.7% 69.8% 66.7% 1.1% 5.3%
All

mRS 0-2, d90 85.9% 80.2% 78.4% 7.3%* 3.4%
NIHSS 71.7% 71.9% 65.7% 5.3% 5.6%

Improvement*

IRR = 1.1 (95% CI: 1.0, 1.2) marginal statistical difference.
*NIHSS reduced =4 points and/or achieved <1 on d14 in patients had completed d14 assessment.

13



LT3001-202 Efficacy: Stroke Severity Subgroups

1. Moderate strokes (NIHSS 7-10) were well represented (=50 participants per group) and showed consistent
efficacy, with a +9% improvement in 90-day mRS across both dose levels.

2. The 0.05 mg/kg dose demonstrated greater therapeutic potential than 0.025 mg/kg in patients with moderate-to-
severe strokes (NIHSS 11-25).

LT3001 LT3001 Placebo 0.05 0.025
0.05 mg/kg 0.025 mg/kg - Placebo - Placebo
n 25 20 27
Mild Stroke _ o o o _n ao o
Baseline NIHSS 4n6 mRS 0-1, d90 88.0% 90.0% 88.9% 0.9% 1.1%
mRS 0-2, d90 96.0% 90.0% 96.3% -0.3% -6.3%
n 56 55 55
Moderate Stroke
Baseline NIHSS mRS 0-1, d90 69.6% 76.4% 67.3% 2.4% 9.1%
7~10
mRS 0-2, d90 87.5% 87.3% 78.2% 9.3%! 9.1%?2
Moderate-severe n 18 21 20
SULE mRS 0-1, d90 38.9% 38.1% 35.0% 3.99% 3.19%
Baseline NIHSS ! iy Sl iy Sl Sl
11~25 mRS 0-2, d90 66.7% 42.9% 55.0% 11.7% -12.1%

IRR = 1.1 (95% CI: 1.0, 1.4) 2RR = 1.2 (95% CI: 1.0, 1.4)

14



LT3001-202 Efficacy: TOAST Subgroups

« LT3001 shows potential for a better treatment effect in AIS patients with large artery atherosclerosis (LAA)
compared to small artery occlusion (SAO) based on their TOAST classification upon hospital presentation.

LT3001 LT3001
0.05 0.025 Placebo

mg/kg mg/kg

0.05 mg/kg 0.025 mg/kg Combined

- Placebo - Placebo - Placebo

n 52 56 61
Large artery
atherosclerosis mRS 0-1, d90 61.5% 66.1% 57.4% 4.1% 8.7% +6.5%
(LAA)
mRS 0-2, d90 75.0% 76.8% 65.6% 9.4% 11.2% +10.4%
N 44 38 38
Small artery
occlusion mRS 0-1, d90 70.5% 71.1% 76.3% -5.9% -5.3% -5.6%
(SAO)
mRS 0-2, d90 86.4% 78.9% 92.1% -5.7% -13.2% -9.2%

*post-hoc analysis was performed by non-imputation dataset.



LT3001-202 Efficacy: Disabling Stroke Subgroups

« LT3001 shows potential for a better treatment effect in AIS patients with disabling stroke, such as arm motor drift,
and leg motor drift, based on their baseline NIHSS deficits upon hospital presentation.

LT3001 LT3001 Placebo 0.05 mg/kg 0.025 mg/kg Combined
0.05 mg/kg 0.025 mg/kg - Placebo - Placebo - Placebo
) n 30 30 31
Arm motor drift
Baseline NIHSS mRS 0-1, d90 36.7% 53.3% 29% 7.7% 24.3%
ZD mRS 0-2, d90 63.3% 63.3% 41.9% 21.4% 21.4% +21.4%
] n 38 35 37
Leg motor drift
Baseline NIHSS MRS 0-1, d90 47.4% 57.1% 43.2% 4.2% 13.9% +8.8%
#6>2 mRS 0-2, d90 71.1% 68.6% 56.8% 14.3% 11.8% +13.1%
Arm or leg n 43 36 40
motor drift mRS 0-1, d90 46.5% 55.6% 42.5% 4.0% 13.1% +8.1%
Baseline NIHSS
#5>2 or #6>2 mRS 0-2, d90 69.8% 66.7% 55% 14.9% 11.7% +13.4%
Aphasia n 51 41 45
Baseline NIHSS mRS 0-1, d90 62.7% 68.3% 55.6% 7.1% 12.7% +9.7%
#921 mRS 0-2, d90 78.4% 75.6% 62.2% 16.2% 13.4% +15.0%

*post-hoc analysis was performed by non-imputation dataset.



Key Takeaways from the LT3001-202 Study

1. Primary safety outcomes: LT3001's six-dose, three-day regimen showed no increased
bleeding risk in ~200 patients, meeting the primary endpoint.

2. Secondary efficacy outcomes:

1) Moderate strokes (NIHSS 7-10) showed +9% 90-day mRS improvement across both

doses. The high dose showed greater potential in moderate-to-severe strokes (NIHSS 11-
25).

2) In disabling subgroups—motor drift, aphasia, and LAA—LT3001 demonstrated
additional gains of +8-15% at day 90 mRS, highlighting its potential to improve recovery in
patients with greater neurological deficits.

3. Extends treatment to 24 hours without advanced imaging; however, findings are
based on small sample sizes phase 2 study and require confirmation in larger trials.



LT3001 Phase 2b Program

LT3001-202 (52/%)

LT3001-205 (IZR4ER)

21FE%EP/I:\
34FEﬁEP/D\ = LaE | TBRY
Bl & oh Bl =E - = ERM
"~ hE (FVETF - 0 - ZAF - 555 -
BET  FE - =E)
BiZ&ER® SR MM E SR mM R E
AEISEE chEEAR B8 E 824/ \IF A ch B EAR B8 E 824/ M\
A/ BE 8811 / 2004
"B 2971/ 3004 (44%, BEEF)
il B AR AT H®E - Bk ZRTHEE H$E . B - ZREHE
sazmin sy —KWE - EERE=K (3 —KME - EEAE=K
MAZ<AXA - =\
7NHEl) (FH/RE
1. SRGEEZEM ERME 1. SRAEZ2MW (ERE
B M) )
B 2. BRIREARBBEMRIF 2. FBEBEFE (mismatch)
3. HEIELEE (0.05, 0.025 AR R AER
mg/kg) ZEmA

LT3001-205
Patients number: 88
Sites activated: 21 centers in the
UsS, EU, UK and Taiwan

PR,
Cin e 3 SN

Tl ¥ ‘i}

LT3001-202

Patients number: 297
Sites activated: 34 centers
in China
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LT3001-202 1 LT3001-205: N Z4HJE A1 9R

« LT3001-205 enrolled a smaller global cohort (n=88, US/EU/Taiwan) vs. 202 in China (n=297), with later treatment

(~15-17h vs. ~12h), more moderate-to-severe strokes, and inclusion of mismatch imaging.

N

Eig o

Fi#e

45l

ies

RREERALMNIE

EZ&NIHSSES
4~67
7~10%
11~25%

thiE 58
APk HEE(EE (LAA)
IVEHRZESR (Embolic)
INBRIAIZEE (SAO)
HithBAtRREE (Others)
AEAEEZE (Unknown)

Mismatch

Yes

LT3001-202 LT3001-205
0.05 mg/kg 0.025 mg/kg Placebo 0.05 mg/kg Placebo
99 96 102 43 45
China 100% US 19%, EU 33%, Taiwan 48%
Yrs, median (Q1, Q3) 65 (59,73) 64 (56,70) 64 (57,71) 68 (57,77) 67 (59,74)
Male% 70.7% 68.8% 71.6% 67% 71%
Kg, median (Q1, Q3) 68 (60,75) 70 (60,79) 70 (60,75) 72 72
h, median (Q1, Q3) 12.44 (11.07, 16.42) 11.81 (10.59, 19.80) 12.15 (10.77, 20.02) 15.4 (11.8, 20.0) 16.8 (10.7, 20.7)
median (Min, Max) 8 (4, 15) 8 (4, 16) 8 (4, 17) 7 (4, 23) 8 (4, 20)
N (%) 25 (25.3%) 20 (20.8%) 27 (26.5%) 17 (40%) 15 (33%)
N (%) 56 (56.6%) 55 (57.3%) 55 (53.9%) 14 (33%) 16 (36%)
N (%) 18 (18.2%) 21 (21.9%) 20 (19.6%) 12 (27%) 14 (31%)
N (%) 52 (53.1%) 56 (58.3%) 61 (59.8%)
N (%) 1 (1%) 2 (2.1%) 2 (2%)
N (%) 44 (44.9%) 38 (39.6%) 38 (37.3%)
N (%) 0 0 0
N (%) 1 (1%) 0 1 (1%)
18 (42%) 16 (36%)
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1 INDICATIONS

o D

ACTIVASE rt-PA (alteplase for injection) is indicated for:

Table 8.  Eligibility Recommendations for IV Alteplase in Patients With AIS

IV alteplase (0.9 mg/kg, maximum dose 90 mg over 60 min with initial 10% of dose given as bolus over 1 min) is
recommended for selected patients who may be treated within 3 h of ischemic stroke symptom onset or patient last known
well or at baseline state. Physicians should review the criteria outlined in this table to determine patient efigibility.T (COR /;
LOEA)

345N IV alteplase (0.9 mg/kg, maximum dose 90 mg over 60 min with initial 10% of dose given as bolus over 1 min) Is also
» The management of acute ischemic stroke (AlS) in adults for improving neurological recovery recommended for selected patients who can be treated within 3 and 4.5 h of ischemic stroke symptom onset o patient last
N o L L e known well. Physicians should review the criteria outlined in this table to determine patient eligibility.+ (COR /; LOE B-R§
and reducing the incidence of disability. Treatment should only be initiated within 3 hours _ _ -
. . . . Additional recommendations for treatment with IV alteplase for And (COR lib)
after the onset of stroke symptoms, and after exclusion of intracranial hemorrhage by a cranial patients with AIS (COR lla)
computerized tomography (CT) scan or other diagnostic imaging method sensitive for the Wake-up and unknown time IV alteplase (0.9 mg/kg, maximum dose 90 mg over 60 min with initial 10% of dose given as bolus over 1 min) administered

of onset

presence of hemorrhage. Eligibility criteria of the National Institute of Neurological Disorders
and Stroke (NINDS) protocol must be strictly adhered to (see 2 CONTRAINDICATIONS).

within 4.5 h of stroke symptom recognition can be beneficial in patients with AIS who awake with stroke symptoms or have
unclear time of onset >4.5 h from last known well or at baseline state and who have a DW-MRI lesion smaller than one-
third of the MCA territory and no visible signal change on FLAIR. (COR lla; LOE B-Ryt
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HERR B MAY —418):
sas g CRUIEPE) oo s g 24,
(ECASS 3, EU, 2008) (p=0.04) placebo 61.5% placebo: 0.2% (p=0.008)
2, B tPA (n=254): 53% vs . . o
Wakeupstoke o TP e vitee JRIRS e MDA
AR, [, mismatc (p=0.02) placebo: 0.4% (p=0.1)
4.5-9 /\iF BiERES CTP Efgcggzl(ﬁ){&%:“"/" L6 [PAH9.6% s +7% tPA: 6.2%
Extend, Australian, 2019) mismatch 29.5% (p=0.04) placebo:42.6%, placebo: 0.9% (p=0.053)
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