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NETTER-2: "7Lu-DOTATATE as a first-line treatment for EEEEESMD™"
advanced, well-differentiated, G2/3 GEP-NETs

Screening Randomised [ Optional treatment | Follow-up
period treatment period \ extension period period
* Patients 215 years 177Lu-DOTATATE g Retreatment with
* Histologically confirmed, (7.4 GBq [200 mCi]) """Lu-DOTATATE
advanced, G2 (Ki67 210% Q8W x 4 cycles + (7.4 GBq [200 mCi])
and <20%) and G3 octreotide 30 mg LAR* Q8W x 2-4 cyclest
(Ki67 >20% and <55%), p —”  Follow-up visiteve
SSTR+ GEP-NETs (" Crossovertreatment ) 6 monthspfor 3 eag
* Diagnosis within last 6 High-dose octreotide 77Lu-DOTATATE 4
months prior to enrollment 60 mg LAR (7.4 GBq [200 mCi])
 No prior ChT or targeted Q4w Q8W x 4 cycles +
therapy >1 month

\_ octreotide 30 mgLAR

B2 Stratification factors: Grade (G2 vs G3) and tumour origin (pancreatic NET vs other)

Median PFS (primary endpoint): ORR (secondary endpoint):
* 22.8 months ("""Lu-DOTATATE group) and 8.5 months (control group); + 43.0% (""Lu-DOTATATE group) and 9.3% (control group);

stratified HR: 0.276 (95% ClI: 0.182-0.418); p<0.0001" stratified OR: 7.81 (95% Cl: 3.32-18.40); p<0.0001"
« G2 NET: HR: 0.306 (95% Cl: 0.176- 0.530)? « G2 NET: OR: 5.83 (95% Cl: 2.12-16.00)
«  G3NET: HR: 0.266 (95% Cl: 0.145-0.489)> * G3NET: OR: 11.57 (95% Cl: 2.48-53.97)?

*Q8W during ""Lu-DOTATATE treatment and then Q4W; fOctreotide LAR in retreatment phase is at the investigator's discretion.

ChT, chemotherapy; Cl, confidence interval; G, grade; GEP, gastroenteropancreatic; HR, hazard ratio; LAR, long-acting repeatable; NET, neuroendocrine tumor; OR, odds ratio;
ORR, objective response rate; PD, progressive disease; PFS, progression-free survival; Q#W, every # weeks; R, randomization; SSTR, somatostatin receptor.

1.Singh S, et al. Lancet 2024;403:2807-17; 2. Singh S, et al. Presented at ESMO GI 2024; June 26-29; Munich, Germany.

Figure reproduced from Singh S, et al. Lancet 2024;403:2807-17.



Baseline characteristics

177Ly- High-dose
Characteristic DOTATATE octreotide arm
arm (n=151) (n=75)
Age (years), median (range) 61 (23-88) 60 (34-82)
Sex, n (%)
Male 81 (54) 40 (53)
Female 70 (46) 35 (47)
Primary tumor site, n (%)
Pancreas 82 (54) 41 (55)
Small intestine 45 (30) 21(28)
Other 24 (16) 13 (17)
NET grade at diagnosis, n (%)
G2 99 (66) 48 (64)
Low G3 32 (21) 16 (21)
High G3 20 (13) 11 (15)
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7L y- High-dose
Characteristic DOTATATE octreotide arm
arm (n=151) (n=75)
Ki67 index (%), median (range) 17 (10-50) 16 (10-50)
Metastases in liver only, n (%)
Yes 65 (43) 38 (51)
No 85 (56) 36 (48)
CgA, n* 143 68
<2 x ULN, n (%) 43 (30) 24 (35)
>2 x ULN, n (%) 100 (70) 44 (65)
Highest SSTR uptake,t n (%)
Score 3 56 (37) 25 (33)
Score 4 95 (63) 50 (67)

*Baseline CgA data were not available for 8 patients in the "7’Lu-DOTATATE arm and 7 patients in the high-dose octreotide arm; TBased on local assessment.
CgA, chromogranin A; G, grade; NET, neuroendocrine tumor; SSTR, somatostatin receptor; ULN, upper limit of normal.

Table adapted from Singh S, et al. Lancet 2024;403:2807-17.



NETTER-2 multivariate efficacy analysis srmon | |

@ Aim: assess the effect of '"’Lu-DOTATATE when adjusted for baseline covariates (including
disease spread) and identify potential prognostic factors

ﬂ A multivariate Cox regression model (for PFS) and logistic regression model (for ORR) were applied
to select baseline covariates of:

* Age (<65 vs =65 years) * Ki67 as a continuous variable
*  Sex (male vs female) * Metastatic spread (liver metastases only
*  Primary NET site (pancreas vs [+ lymph nodes] vs other metastases)
small intestine vs other) * CgA (52 x ULN vs >2 x ULN)
* NET grade (G2 vs G3 low [Ki67 <30%)] vs * SSTR uptake score
G3 high [Ki67 >30%]) (3 [>liver, <spleen] vs 4 [>spleen])

CgA, chromogranin A; G, grade; NET, neuroendocrine tumor; ORR, objective response rate; PFS, progression-free survival; SSTR, somatostatin receptor; ULN, upper limit of normal.
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Treatment effects on PFS and ORR were minimally ERESMD ™
affected when adjusted for covariates

PFS ORR

Treatment effect:
177 u-DOTATATE vs

Treatment effect:
177Lu-DOTATATE vs

high-dose octreotide

Analysis Hazard ratio (95% Cl)

Primary analysis'* 0.276 (0.182, 0.418) <0.0001 Primary analysis'* 7.81(3.32, 18.40) <0.0001

high-dose octreotide

Analysis Odds ratio (95% Cl)

Exploratory analysist  0.212 (0.134, 0.337) <0.0001 Exploratory analysist  10.43 (3.98, 27.29) <0.0001

*No adjustment by additional covariates; Multivariate Cox regression model (for PFS) and logistic regression model (for ORR) with adjustment by baseline covariates.
Cl, confidence interval; ORR, objective response rate; PFS, progression-free survival.
1. Singh S, et al. Lancet 2024;403:2807-17.



Baseline characteristics that may impact PFS

Hazard ratio (95% Cl)  p value

Treatment "7 u-DOTATATE vs control ~ ——&%—— 0.212(0.134, 0.337) <0.0001
Metastases in liver only Yes* vs Nof —'—-— 1.299 (0.832, 2.030) 0.2500
Primary NET site Sl vs pancreas = 0.499 (0.275, 0.906) 0.0222

Other vs pancreas = 0.545 (0.295, 1.005) 0.0520
Ki67 (continuous variable) rl 1.064 (1.009, 1.123) 0.0228
Age =65 years vs <65 years —-—'— 0.877 (0.559, 1.375) 0.5679
Sex Male vs female - 0.863(0.559,1.332) 05046
CgA >2 x ULN vs <2 x ULN —s———  1.905(1.127,3.222) 0.0162
NET grade G3 low (Ki67 <30) vs G2 = 1.252 (0.581, 2.695) 0.5659

G3 high (Ki67 >30) vs G2 x 0.688 (0.138, 3.431) 0.6487
SSTR uptake score 4vs3 = 0.560 (0.296, 1.058) 0.0739

0.125 025 05 1 2 4
Decreased risk of progression Increased risk of progression

*Patients who had liver metastases only + lymph nodes involved; Patients who had no liver metastases or had both liver and other organ metastases involved.
CgA, chromogranin A; Cl, confidence interval; G, grade; NET, neuroendocrine tumor; PFS, progression-free survival; Sl, small intestine; SSTR, somatostatin receptor; ULN, upper limit of normal.



Baseline characteristics that may impact ORR

Odds ratio (95% Cl) p value

Treatment 77Lu-DOTATATE vs control 10.428 (3.984, 27.294)  <0.0001
Metastases in liver only Yes* vs Nof —'—-— 1.287 (0.636, 2.604) 0.4831
Primary NET site Sl vs pancreas —— 0.315(0.133, 0.747) 0.0087

Other vs pancreas —-—'— 0.804 (0.309, 2.092) 0.6549
Ki67 (continuous variable) * 0.971(0.885, 1.066) 0.5353
Age =65 years vs <65 years —-—'— 0.812 (0.400, 1.647) 0.5638
Sex Male vs female —m— 0.861 (0.436, 1.698) 0.6649
CgA >2 x ULN vs <2 x ULN —-— 0.427 (0.196, 0.926) 0.0312
NET grade G3 low (Ki67 <30) vs G2 = 2.955 (0.763, 11.449) 0.1169

G3 high (Ki67 >30) vs G2 ll 0.964 (0.068, 13.655) 0.9783
SSTR uptake score 4vs3 —I— 0.953 (0.354, 2.563) 0.9243

00625 0125 025 05 1 2 4 8 16 32

>

Decreased odds of response Increased odds of response

*Patients who had liver metastases only + lymph nodes involved; Patients who had no liver metastases or had both liver and other organ metastases involved.
CgA, chromogranin A; Cl, confidence interval; G, grade; NET, neuroendocrine tumor; ORR, objective response rate; Sl, small intestine; SSTR, somatostatin receptor; ULN, upper limit of normal.
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« In patients with advanced, well-differentiated, G2/3 GEP-NETSs, efficacy benefits
with 177Lu-DOTATATE vs high-dose octreotide in the first-line setting were
consistent after adjustment for baseline covariates

- Treatment benefit of ""7Lu-DOTATATE (i.e. PFS and ORR) was consistent across
all pre-specified subgroups in the primary PFS analysis. Nevertheless, there were
potential prognostic factors identified for PFS/response regardless of study
treatment in this post hoc analysis:

Small intestine NET origin, lower CgA, lower Ki67 score, and higher SSTR uptake score
improved PFS to varying degrees

Pancreatic NET origin and lower CgA improved objective response to varying degrees
Disease spread had limited impact on PFS and ORR

CgA, chromogranin A; G, grade; GEP, gastroenteropancreatic; NET, neuroendocrine tumor; ORR, objective response rate; PFS, progression-free survival; SSTR, somatostatin receptor.
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