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Safety Analysis of Phase 3 ASCENT-04 Study of Sacituzumab Govitecan + Pembrolizumab vs Chemotherapy + Pembrolizumab
for Previously Untreated PD-L1+ Metastatic Triple-Negative Breast Cancer e
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Results

Introduction

Conclusions

SG is an antibody-drug conjugate, directed to Trop-2,! that has been approved in multiple

countries for the treatment of mMTNBC in patients who have received = 2 prior systemic Figure 1. Exposure-Adjusted Incidence Rates Table 2. Time to Onset and Duration of Neutropenia and Diarrhea
« The overall safety profile with sacituzumab govitecan (SG) + therapies, with 2 1 for metastatic disease** SG + Pembro Chemo + Pembro SG + Pembro (n = 221) Chemo + Pembro (n = 220)

- ' ' ' _ . = 221 =220
pembrollzgmab _(pembro) was consistent with that of each agent W|th no + In the phase 3, randomized ASCENT-04/KEYNOTE-D19 study, treatment with SG + pembro u ELIR u ELIR Any grade Grade 2 3 Any grade Grade = 3
exaCerbathn Oflmmune'medlated adverse eventS (ImAES), SUppOrtlng d resulted |n StatIStICa”y Slgnlflcant and CllnICa”y meanlngful Improvement In progreSSIOn_free TEAEs n (%) (95% Cl) n (%) (95% Cl) EAIR Difference (95% CI) n? Days (range) n? DayS (range) n? DayS (range) n? DayS (range)
favorable benefit/risk profile for SG + pembro vs chemotherapy (chemo) survival (PFS) compared with chemo + pembro, along with higher objective response rate : _ Median time to onset®

. . . . _ W _ _ Grade 2 3 158 (71) | 2.19 (1.86, 2.56) | 154 (70) | 2.13 (1.81, 2.49) o 0.06 (-0.43, 0.55) .

+ pembro Iin participants with previously untreated programmed death- (ORR) and longer duration of response (DOR) for participants with previously untreated ; Neutropenia® 143 | 19(6-624) | 104 | 21 (7-624) | 132 | 27 (7-366) | 100 29 (7-378)
ligand 1-positive (PD-L1+) metastatic triple-negative breast cancer mTNBCS; quality of life was also generally maintained with SG + pembro, with reduced Serious 84 (38) 1059 (047, 0.73) | 68 (31) | 0.52 (0.41, 0.66) —e— 0.06 (70.12, 0.25) Diarrhea 155 | 14(1-462) | 22 | 17(1-715) | 63 | 64(1-496) | S5 | 299 (202-513)
(MTNBC) symptom burden and improved functioning in multiple domains® Ledtoanydose | .4 771575 (235, 3.19) | 162 (74) | 2.59 (2.21, 3.02) . 0.16 (~0.43, 0.75) Median dur'c_ltion‘“I

C L : : o _ Interruption | Neutropenia® 140 9(2-72) 102 8 (1-22) 131 12 (2—61) 100 8 (1-21)

« After adjusting for longer duratlpn of trleajtment with SG + pembro vs « We report the first in-depth safety analysis from ASCENT-04/KEYNOTE-D19 Led to SG/chemo ; Diarrhea 140 | 7 (1-709) 22 8 (1-98) 57 | 6(1-117) 5 4 (1-11)
Chemo T pembrO (exposure adJUSted |nC|denCe rate [EAIR])’ rateS Of dose reduction 78(35) 10.62(0.49,0.76) | 96 (44) 1 0.94 (0.76, 1.14) i ~0-31(70.56, ~0.08) aNumber of participants may differ between time to onset and duration data due to events with no recorded end date or ongoing events. °Time to onset of first event is calculated
treatment-emergent adverse events (TEAEs) leading to dose reduction Led to any i 2 mo o st dose et of ay sy g o 1o onset dat of st event. “Newtopenia nludes refred e of eutognil count dereased:neutoponi and el
and treatment discontinuation and rates of anemia, thrombocytopenia, treatment 26 (12) | 0.15 (0.10,0.21) | 68 (31) | 0.53 (0.41, 0.67) e | ~0.38 (-0.53, —0.25) of event of interest + 1 day for each episode). Chemo, chemotherapy; pembro, pembrolizumab; SG, sacituzumab govitecan.
pneumonitis, and neuropathy peripheral favored SG + pembro, while discontinuation i

' iti . . . Treatment-related, | * Frequencies of neutropenia and diarrhea with SG + pembro were highest early in treatment (Figure 2
rates of diarrhea and colitis favored chemo + pembro » Participants with previously untreated, locally advanced, unresectable PD-L1+ mTNBC 9:239m292 RS 149 (67) | 1.95 (165, 2.29) | 141 (64) | 1.76 (1.48, 2.07) —e 0.20 (-0.24, 0.64) : P P J y (Fig )
— These results are consistent with previously reported rates of were randomized to receive SG (10 mg/kg intravenously, days 1 and 8 of 21-day cycle) + E : : : : :

. . T t t-relat d, | _ .
TEAEs leading to treatment discontinuation (12% with SG + pembro pembro (200 mg day 1 of 21-day cycle) or pembro + chemo (paclitaxel, nab-paclitaxel, or sorious | 61(28) |041(0.31,0.52) | 42(19) | 0.29(0.21, 0.40) e 0.11(=0.03,0.25) Figure 2. Neutropenia and Diarrhea Over Time With SG + Pembro
: : 5 : : + : 1A : % : : . Neutropenia? . Diarrhea
vs 31% with chemo + pembro) and dose reduction (35% vs 44%) g:srlci:;taaebdl?e carboplatin) until disease progression or unacceptable toxicity as previously Neutropenia® 123 65| 2.13 (179, 251 | 132 60) | 1.77 (148, 2.10 . 036 (011060 ;188 e - D

* The rates of most ImAEs (including hypothyroidism, pneumonitis, and | | | | | Anemia® 81 (37) | 0.62(0.49, 0.77) | 112 (51) [ 1.21 (0.99, 1.45) | —e—1 ~0.59 (~0.86, ~0.33) £ 7 5

infusion reactions) were lower with SG + pembro vs chemo + pembro * The primary end p_omt_was PFS by bllnded_lndependent central review (BICR); key Thrombocytopenia® | 10 (5) |0.06 (0.03, 0.10) | 63 (29) | 0.49 (0.38, 0.63) o ! —0.44 (-0.58, -0.31) g 60- % ol
, _ _ secondary end points included overall survival, ORR and DOR by BICR, safety, and : g 50+ 2 507

» Time to onset of diarrhea was shorter for SG + pembro vs chemo + pembro; participant-reported outcomes Diarrhea 155 (70) | 2.05 (1.74, 2.40) | 63 (29) | 0.53 (0.41, 0.68) i o | 1.52(1.18, 1.89) g ;‘g § ;18
time to onset of neutropenia and duration of both TEAEs was similar . . . . Colitis® 13(6) |0.07 (0.04,0.13)| 3(1) |0.02(0.00,0.06) o 0.05 (0.00, 0.11) Z 20- 5 20
between treatment groupS, and both were manageable W|th Support|ve care ° EXploratOI'y anaIyS|S was perfOrmed for EAIRS, deflned as number Of partICIpantS with : @ 10- E 10

> 1 Specrﬁed TEAE per patlent_year Of exposure (PYE) Nausea 150 (68) 1.94 (164, 228) 83 (38) 0.78 (062, 097) i ® : 1.16 (081, 153) ® 0- | | | | | | | | | | | | | | | | | | 0- | | | | | | | | | | | | | | | | | |
et e : _ _ _ 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
. — EAIR was calculated as number of participants with a specific event divided by Peumonitis °(9) 1005(001,000| 1718 |0.11(0050.18) F'*i 0.08 (015, 70.02) No. at risk Week No. at risk Week
Plal n Lang uage Su m mary total PYE in each group; PYE was defined as the sum of each patient's time at risk Fatiguef 129 (58) | 1.51 (1.26, 1.79) | 123 (56) | 1.55 (1.29, 1.85) OE —0.04 (-0.43, 0.35) 221 217 214 206 202 198 192 183 180 172 156 146 127 121 108 93 87 82 221 217 214 206 202 198 192 183 180 172 156 146 127 121 108 93 87 82
(exposure duration) within the study peripheral | 157} 10,08 (0.05,0.14)| 46 21) [035(026,047)  ve1 026(030,015)] | paamne st e . esrabons o e o o o ot Somesee mespn S s s, 56 o g

In the ASCENT-04/KEYNOTE-D19 clinical study, participants received either » Incidence, severity, time to onset, duration, and impact of adverse event management were . 5 . . .

sacituzumab govitecan (SG) + pembrolizumab (pembro) or chemotherapy assessed for select TEAEs for SG and/or pembro .95 00 05 10 15 20 « The use of primary prophylactic granulocyte colony-stimulating factor (G-CSF) was associated with less

(chemo) + pembro to see which combination was more effective as initial Favors SG + pembro  Favors chemo + pembro frequent and less severe neutropenia in the SG + pembro group (Table 3)

treatment for metastatic triple-negative breast cancer tumors that express ouroman, AThromboetoponis inaiutios proforsnd torme of forombonyaane end ptolot count Jocranead. “Goltis Indudes protomod forms of solte, amtorsaoltis, ana. — Neutropenia led to dose reduction in 19% and 18% of participants and to treatment discontinuation in

a protein called PD-L1. Pembro specifically targets tumors that express o1 atigus and asthonia, Ghomo. chemotherany: EAIR. exposure-aduatod indidonce rato. memre. nembrolsumab: SG. sabtisumet sovitscan: TEAE. meatmentomargent 1% and 2% in the SG + pembro and chemo + pembro groups, respectively

PD-L1. Here, the researchers performed a more in-depth analysis of safety adverse event. » Most diarrhea was grade 1 (SG + pembro, 37% vs chemo + pembro, 17%) or grade 2 (24% vs 10%; overall

from the study. When accounting for the amount of drug that participants . As previously described, participant demographics and baseline characteristics were 60% vs 26% grade 1/2); severe diarrhea rates were comparable with prior SG studies

received over time, those who received SG + pembro experienced fewer well balanced between the treatment groups, and all participants were female; in _ _ — Diarrhea led to dose reduction in 5% and 1% of participants in the SG + pembro and chemo + pembro

adverse events leading to dose reduction and treatment discontinuation the chemo + pembro group, 51% of participants received taxane and 49% received Table 1. Pembrolizumab TEAEs of Special Interest? groups, respectively, and to treatment discontinuation in < 1% in the chemo + pembro group

Cpmpared with those who received Chemo + pembro. Neutropenia and gemcitabine + carboplatin® SG + Pembro (n = 221) Chemo + Pembro (n = 220) — Among participants who received antidiarrheals, diarrhea was managed mostly with loperamide in both

diarrhea, 2 common adverse events during SG + pembro treatment, « The TEAESs observed were consistent with the known safety profiles of SG and chemo: treatment groups (SG + pembro, 907%; chemo + pembro, 777%); atropine was more commonly used in

generally resolved quickly using existing management guidelines. Along most common were diarrhea, nausea, and neutropenia withySpG + pembro and neutropénia AEOSI Category, n (%) Any grade Grade 2 3 Any grade Grade 2 3 the SG + pembro group (12%) vs the chemo + pembro group (3%)

with pre\{iously reported_data, these results support SG + pembro =0 fatigue, and anemia with chemo + per,nbro | Hypothyroidism 16 (7) 1(<1) 35 (16) 0 » Most cases of colitis were nonsevere (9 of 13) and 1 case led to treatment discontinuation in the SG + pembro

an effective treatment with manageable adverse events for people with — group; colitis was managed according to pembro prescribing information

metastatic trip|e_negative breast cancer that expresses PD-L1.  Median duration of treatment was 8.9 months for SG and 8.5 months for pembro In the Colitis 13 (6) 4 (2) 3 (1) 1 (< 1)

(S)I?er;girr;)t;rrcr)]grr(());[r)oigd was 6.2 months for chemo and 6.4 months for pembro in the Infusion reactions 11 (5) 3 (1) 19 (9) 5 (2) Table 3. Management of Neutropenia
Hyperthyroidism 8 (4) 0 14 (6) 0 Neutropenia, n (%) SG + Pembro (n = 221) Chemo + Pembro (n = 220)
. _ . S 0 . . + : ) -
References: 1. Goldenberg DM, et al. Oncotarget. 2015;6:22496-512. 2. Bardia A, et al. N Engl J Med. 2021;384:1529-41. Ané/ Zg:agdi-g;f\/Es (;]CCUFI’eC.i Ind22r? ( 92 %) ofbpart|C|pants who received SG + pembro Pneumonitis 6 (3) 4 (2) 17 (8) 3 (1) Primary G-CSF prophylaxis Yes (n = 43) No (n =178) Yes (n = 20) No (n = 200)
3. TRODELVY?® (sacituzumab govitecan-hziy) [prescribing information]. Foster City, CA: Gilead Sciences, Inc.; 2025. an ( °) Who received chemo + pembro
: : : ‘4 ey : TEAEs began on or after first dose of study drug up to 30 days (up to 90 days after serious AEs) after last dose date of study drug or the day prior to the initiation of subsequent Any grade 20 (47) 123 (69) 13 (65) 119 (60)
4. TRODELVY® (sacituzumab govitecan-hziy) [summary of product characteristics]. County Cork, Ireland: Gilead Sciences o _ " gth o t yt gt.‘; |' bly ‘;. A y AR o using Medioal Dict y f en typ etivitiog. \27 .
Ireland UC; 2025. 5.Tolaney SM, et al. Oral presentation at ASCO; May 30-June 3, 2025; Chicago, IL, USA. Abstract LBA109. — Any-grade EAIR for SG + pembro was 69.09 (35% Cl, 60.26, 78.85); for chemo + TAEOSIs wore thase indluded in st of terms speciid by ths sponsor and were assessed regardiess of atibution to tia regimen. Any-grade AEOSIs that ocurred in > 5% Grade 2 3 15 (35) 89 (50) 10 (50) 90 (45)
: : : ) : : : o) . L . _ I _ _ . _
6. de Azambuja E, et al. Oral presentation at ESMO; October 17-21, 2025; Berlin, Germany. Abstract LBA22. pembro, It was 36.68 (95 Yo Cl, 31 98, 41 87) ngp,asrgg:fuaZnJrsn:beéi\\i:;gi’irq%r;t\g?ruezfrgzrl]r;f:eltrjs:%.eﬁlfé3\(/1;/2223;/(;?, AEOSI, adverse event of special interest; chemo, chemotherapy; pembro, pembrolizumab; Secondary G-CSF prophylaxisa Yes (n — 75) No (n — 47) Yes (n — 37) No (n — 81)
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f“_”ded by Gilead Sciences, Inc. | | N | - imAEs occurred in 30% of participants treated with SG + pembro and 40% of participants  Median time to onset of diarrhea (any grade and grade = 3) was notably shorter for participants treated with Grade 2 3 34 (45) 16 (34) 11 (30) 36 (44)
D'§CI°sur93: KK reports g.ra_nts or contracts from AStrazen_eca’ b'OTheran.OSt'C.S’ Daiichi _Sankyo’ Genent_eCh/ROChe’ Gilead treated with chemo + pembro' hypothyr0|d|sm was the most common TEAE of Specia| SG + pembro Compared with chemo + pembro (Table 2) 2Includes participants eligible for secondary prophylactic G-CSF use and excludes participants who received primary G-CSF prophylaxis. Chemo, chemotherapy; G-CSF, granulocyte
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