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Unmet Medical Needs in 2/3L NSCLC, EGFR WT

Docetaxel remains SOC with limited benefit

Docetaxel Overview Industry-wide Phase 3 Trials Summary
* Approved >25 years ago * 7 global trials including ADCs and anti-PD-(L)1 combos did not
» Remains the NCCN-recommended standard of care for 2L/3L improve OS vs. docetaxel *

NSCLC with no targetable alterations « #8 failed global trial PRAGMATICA-LUNG (SWOG $2302) — ASCO
+ Used after progression on anti-PD-(L)1 antibody £ chemotherapy 2025 2
* Used in real world practice across U.S., EU, Japan, and China > Enrolled advanced NSCLC patients post-ICI (=84 days ICI treatment) +
Limitations platinum chemo

> ITT population (n=838) randomized 1:1;

» 0S: Ramucirumab + pembrolizumab (10.1 Mo) vs. Standard of care
(9.3 Mo), HR 0.99, p=0.46

* #9 failed global trial COSTAR (GSK) - 07/2025

* Median OS: ~9 months
* 40% experience severe neutropenia

» N=758, TIM-3 + PD-1 + docetaxel vs. PD-1 + docetaxel vs. docetaxel
» OS: Triple combo & combo did not improve OS vs. docetaxel
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Plinabulin Mechanism in Dendritic Cell Maturation

As a Unique Tubulin Binder, Plinabulin monohydrate (small molecule, NCE) Effectively Liberates GEF-H1 from Microtubules
Leading to DC Maturation and T-cell Activation
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Plinabulin-Responding Patients Show Early Immune Activation Evidenced by Rapid DC
Maturation in the Peripheral Blood in human studies
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= ORR, PF5 = DoR
= Global, randamized, single-blind (patients only) - Fercent of patients without & aWT\l\.ﬂsr- QoL
= 58 diinical sites {ICOM CAOY, indluding 30 sites in China Overall survival (05) savere neutropania i Pl'omn of patients who
= Stratified by region (Asia/non-Asia), prior line |Day 8, Cycle 1) received docetane| >8 cydles, =10
2L or 3L, E0OG [0-1 or 2}, prior PO-1/PD-L1 (yes/na] - Month 24 and 36 05 rate cycles and >12 cycles
Docetaxel
Inclusion Criteria: M=559 175 mefm?, Dy 1)
= Non-sguamous or squamous N3CLC " 24 FIE‘"“_'“‘ -
- Stage lb/V (30 mg,/ e, IV infusian,
e o— Dery 1, Dy 8)
= ECOGs2
= Progression during or efter treatment with ane or two platinum- 11 ratio
based treatment regimens 21 days per eyle Docetaxel
= 21 measurable lung lesion - 175 mgfine, Dy 1)
= Prior checkpoint inhibitor therapy allowed 10*;\' 1. Dy 8}
2L sacond lnd; 3L, thind line CRO, conract rsssrch sngantztion; Do, duration of responss: ECOG, Eastenn Coopirative Oncal oy Group IV, CLC, nan-small AR, awall
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DUBLIN-3 Study Design

Plinabulin + Docetaxel vs Docetaxel in 2/3L NSCLC, EGFR WT

Balanced Baseline Characteristics (Asian Subset)

Docetaxel + plinabulin (DP group)
N=243

Han, Baohui, Shanghai Chest Hospital
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Study Design
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11 (4.5%)
Liver 35 (14.3%)
Bone 74 (30.2%)

ECOG score

34 (13.9%)

204 (83.3%)

6(2.4%)

1(0.4%)

Cancer stage

39 (15.9%)

204 (83.3%)

2(0.8%)

e of previous

195 (79.6%)
Second-line 50 (20.4%)

Prior treatment history for

Surgery 113 (46.1%)
Radiotherap 67 (27.3%)
245(100%)
PD-
24 (9.8%)

221 (90.2%)

Docetaxel + placebo (D group)

N=245
| Median age, years (range) |

Median age, years (range) 59.0(25.0-78.0)

61.0(37.0-76.0)
166(68.3%)
77(31.7%)

181 (74.5%)
62 (25.5%)
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93(38.3%)
32(13.2%)
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DUBLIN-3 Study Asian Subset Primary Endpoint (OS)

Plinabulin/Docetaxel Met its Primary Endpoint (OS) with Significant Improvement in
Long-term OS Rate; More Pronounced OS benefit in Non-squamous patients (HR 0.69)

Asian Subset (ITT, n=488)
Double 2-year and 3-year OS rate

] e —— i mOSMo[95%Cl]  ORR  DOR mPFS  24-Mo
% Chinese DBlock DBlock+24Mo 9 Mo Mo 0S-Rate
: Pts Al NSQ sy ()

: DP 10.8 10.8 114 14.0% 84 32 22.3%

| F—— | il T (n=243) (34/243)

w| i i i 4 . F i : : .1 D 8.8 8.8 8.4 6.9% 54 28 13.7%

” ﬁ ’ ’ * s ? ; ; T (n=245) (17/245)
Dt 35 gy oghey  twamos . HR 081 080 06 NA 047 077 NA
Docetazel +plinabulin 243 185 (76. 1%4) 53(23.5%) 1078 (5.20,12.20) 0.812(0.665,0.993)

Pvalue 0.0426 0.0300 0.0064 0.010 0.0296 0.0111  0.0273

12.96 (0.755) 8.8 (8.05,10.68)

Docetaxel (D

Plinabulin + Docetaxel (DP) 1545 (0.931)  10.8 (9.20,12.20)

Han, Baohui, Shanghai Chest Hospital

0.812(0.665,0.993)
Log rank p=0.0426
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DUBLIN-3 Study Asian Subset Safety (>=10%) TEAE

All grades Grade 3 Grade 4 All grades Grade 3 Grade 4
At least one AEs 242(99.2%) 71(29.1%) 107(43.9%) 239(99.6%) 126(52.5%) 43(17.9%)

116(47.5%) 13(5.3%) 0(0.0%) 124(51.7%) 11(4.6%) 0(0.0%)

68(27.9%) 0(0.0%) 0(0.0%) 85(35.4%) 1(0.4%) 0(0.0%)

48(19.7%) 3(1.2%) 0(0.0%) 95(39.6%) 20(8.3%) 1(0.4%)

M 57(23.4%) 0(0.0%) 0(0.0%) 80(33.3%) 1(0.4%) 0(0.0%)
35(14.3%) 1(0.4%) 0(0.0%) 68(28.3%) 4(1.7%) 0(0.0%)
12(4.9%) 0(0.0%) 0(0.0%) 28(11.7%) 2(0.8%) 0(0.0%)
8(3.3%) 1(0.4%) 0(0.0%) 30(12.5%) 0(0.0%) 0(0.0%)
56(23.0%) 0(0.0%) 0(0.0%) 83(34.6%) 0(0.0%) 0(0.0%)

I 54(22.1%) 2(0.8%) 0(0.0%) 64(26.7%) 1(0.4%) 0(0.0%)
27(11.1%) 3(1.2%) 0(0.0%) 31(12.9%) 2(0.8%) 0(0.0%)
26(10.7%) 17(7.0%) 0(0.0%) 19(7.9%) 11(4.6%) 1(0.4%)
White blood cell count decreased 175(71.7%) 93(38.1%) 30(12.3%) 154(64.2%) 44(18.3%) 30(12.5%)
171(70.1%) 39(16.0%) 92(37.7%) 126(52.5%) 41(17.1%) 31(12.9%)
45(18.4%) 1(0.4%) 1(0.4%) 66(27.5% 10(4.2%) 4(1.7%)
42(17.2%) 0(0.0%) 0(0.0%) 40(16.7%) 2(0.8%) 0(0.0%)
24(9.8%) 1(0.4%) 0(0.0%) 30(12.5%) 1(0.4%) 0(0.0%)
20(8.2%) 0(0.0%) 0(0.0%) 28(11.7%) 1(0.4%) 0(0.0%)
76(31.1%) 6(2.5%) 0(0.0%) 89(37.1%) 3(1.3%) 0(0.0%)
44(18.0%) 0(0.0%) 0(0.0%) 50(20.8%) 1(0.4%) 0(0.0%)
37(15.2%) 4(1.6%) 0(0.0%) 43(17.9%) 8(3.3%) 6(2.5%)
27(11.1%) 3(1.2%) 0(0.0%) 40(16.7%) 9(3.8%) 0(0.0%)
37(15.2%) 1(0.4%) 0(0.0%) 31(12.9%) 1(0.4%) 0(0.0%)
21(8.6%) 0(0.0%) 0(0.0%) 24(10.0%) 1(0.4%) 0(0.0%)
25(10.2%) 2(0.8%) 0(0.0%) 18(7.5%) 2(0.8%) 0(0.0%)
flnsomnia~ [PERENA) 1(0.4%) 0(0.0%) 28(11.7%) 1(0.4%) 0(0.0%)
47(19.3%) 1(0.4%) 0(0.0%) 43(17.9%) 0(0.0%) 0(0.0%)
37(15.2%) 4(1.6%) 2(0.8%) 26(10.8%) 3(1.3%) 0(0.0%)
24(9.8% 1(0.4%) 0(0.0%) 31(12.9%) 4(1.7%) 1(0.4%)
106(43.4%) 0(0.0%) 0(0.0%) 110(45.8%) 0(0.0%) 0(0.0%)
15(6.1%) 7(2.9%) 0(0.0%) 84(35.0%) 46(19.2%) 0(0.0%)
D group = Docetaxel + placebo. DP= Docetaxel + plinabulin. TEAE=treatment-emergent adverse event. WBC=white blood cell
Han, Baohui, Shanghai Chest Hospital
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Conclusion

Plinabulin + Docetaxel with durable anti-cancer benefit and significantly reduced

severe neutropenia; a potential practice-changing treatment for 2/3L non-squamous
NSCLC, EGFR WT

The addition of Plinabulin as a single agent added to SOC Docetaxel led to improved anti-cancer efficacy,

in terms of OS, PFS and ORR; and enhanced safety in reducing docetaxel-induced severe neutropenia.

+ Significant survival benefit in ITT (OS HR=0.81). * The regimen was well tolerated with similar TEAE rate
« Doubled 2-year, 3-year survival rate; and lower Grade 4 TEAE rate.
* More pronounced OS benefit in non-squamous + Side effects included transient hypertension, which
patients (HR 0.73) resolved in 4-6 hours, nausea, vomiting and Gl side
« Significant PFS and ORR benefit. Significant reduction SiEDE
in grade 4 neutropenia in cycle 1 day 8 (p<0.0001). * Docetaxel-induced neutropenia was significantly
* Plinabulin and docetaxel arm had more exposure to reduced, aIIqwmg increased treatment exposure.
docetaxel (16 vs 3 pts in >12 cycles). Exposure adjusted grade 3 and 4 events were

significantly lower in the combination arm.
* The OS benefits with > 4 treatment cycles improved in

DP vs D (mOS=22.72 months vs 14.43 months; HR
0.51; p=0.0022)

Han, Baohui, Shanghai Chest Hospital
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