Primary Results From TROPICS-02: A Randomized Phase 3 Study of Sacituzumab Govitecan Vs Treatment of Physician’s Choice in Patients With
Hormone Receptor-Positive/HER2-Negative Advanced Breast Cancer
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2-sided 1/3 a for each endpoint

of care; however, it is associated with declining response rates, disease control,

and QoL, and increased toxicity>~ I e
e Few Chemotherapy OptiOnS are available in later lines and there remains 3 hlgh “The 3 QoL endpoints are measured by EORTC QLQ-C30 and will be tested using a graphical approach of Maurer and Bretz to control multiplicity. Time(::onths) 15 18 21 24  TPC: febrile neutropenia (4%), pneumonia (2%), nausea (2%), and dyspnea (2%)

o No. of patients at risk (avents) » SG also demonstrated an overall HRQoL benefit over TPC, with delayed
unmet Cllnlcal need SG 272 (0) 148 (83) 82 (124) 44 (146) 22 (160) 12 (166) 6 (167) 3 (169) 0 (170) . . . . . . ] ] ]
Overall, the safety profile of SG in this study was consistent deterioration in fatigue and global health status/QoL scales in EORTC

for SG vs TPC was observed; results are not yet mature, and further follow-
up for OS is ongoing

Background Results Conclusions
HR+/HER2- Breast Cancer Statistical Analysis Primary Endpoint: BICR-Assessed PFS per RECIST v1.1 in the Safety Summary * In patients with heavily pretreated HR+/HER2- advanced breast cancer
- Breast cancer is the second leading cause of cancer deaths in women; HR+/ ITT Population }clr\:z(r)ahavzrzzcaetl\llee:sf[)gorr?;rd:hcggitﬁzfaed ﬂr]eer?r?el,nlg?Lﬂdggt:;lgiigal::; ile
cancers'? In the testing hierarchy, OS 34% reduction in the risk of disease progression/death; a higher proportion of y sI9
would be formally tested if PFS : : : ] ] Grade 23 TEAE : : : o : : :
° Sequentia| endocrine therapy (ET) combined with targeted agents iS the was statistically significant, 08 in ITT 2crdod o = 0.05 patlents were alive and progressmn-free at all landmark tlmepOlntS TEAESs leading to treatment discontinuation e The primary endelnt of PFS by BICR was met, with a 34% reduction Iin risk
recommended Optlon for metastatlc HR+/HER2_ breast Cancer3-5 L?-:I;)xenddgzlgtRlﬁ tahnedh?eorl;:::;e 5 350 events 5 438 events TEAES |ead|ng to dose delay Of dlsease prOgreSSK)n Or death (H R, 066, P<OOO1)
« International guidelines recommend first-line ET in combination with CDK4/6 inhibitors 's significant @ 2 pmonthe  §months 12 menths BICR analysis | s6 (=272 TEAEs leading to dose reductions * Ahigher proportion of patients were alive and progression-free at all landmark
(CDK4/6i)*° :i':s',f ilstZ??mpgg:\?aEZ?sﬁ the es Yes E Median PFS, mo (95% CI) 55(42-70)  4.0(3.1-4.4) TE SAEs timepoints, with three times as many patients progression-free at the one-year
* The optimal sequencing of therapeutic agents following progression on ET + CDK4/6i 3 planned analyses for OS) & ::::: ::g(ﬂkc:va.ue 0.66 é?;z—so-w TEP%ES leading t:> dedatha mark when treated with SG compared to those who received TPC (21% vs
remains unclears? ZO" ttf_‘is anfai!yﬁis, the medi1a(;12 t Voo E 6-month PFS rate, % (95% Cl) 46.1(39.4-52.6)  30.3 (23.6-37.3) reatment-refate 70/0)
Szt i il e R [ izl : ﬁ -mon rate, % (95% : .9-39. : 5-24.
* For ET resistant disease, sequential single-agent chemotherapy is the standard months TTD of global health status/QoL, fatigue, and pain- & ?2_ t:hP::S tt /o/(gzs/o/cgl Zig(i 2-2: f) 1:?(;1;1?,492) 0/ e . . e At the first p|anned Interim ana|ysis of OS. a numeric trend for improvement
< month PFS rate, % (35% Cl)  21.3(152-281) 7.1(287139) * The most common TE SAEs (2% incidence) in this study were ’

— » SG: diarrhea (5%), febrile neutropenia (4%), neutropenia (3%), and neutropenic colitis (2%)

Data cutoff date was January 3, 2022.

o

TPC 271 (0) 105 (91) 41 (136) 17 (151) 4 (159) 1 (159) 1 (159) 0 (159)

Median follow-up was 10.2 months.

Adapted from Rugo HS, et al. Sacituzumab govitecan in hormone receptor-positive/human epidermal growth factor receptor 2-negative
metastatic breast cancer. J Clin Oncol. 2022. doi: 10.1200/JC0.22.01002. Reprinted with permission from American Society of Clinical Oncology.

with that observed in previous studies of SG2° QLQ-C30
* The safety profile of SG was manageable and consistent with that in

TROPICS-02 is a phase 3 study evaluating sacituzumab govitecan (SG) therapy

for heavily pre-treated patients with HR+/HERZ2- metastatic disease who have Patient Disposition

: : : o : P FS S u b frou Anal Ses *Of 6 TEAEs leading to death, only 1 was considered by the investigator as treatment-related (septic shock due to neutropenic colitis). : : :
recelved prlor endocrlne therapy, CDK4/6 InhlbltOr, and prlor ChemOtherapy g p y The other 5 were: COVID-19 pneumonia, pulmonary embolism, pneumonia, nervous system disorder, and arrhythmia. preVIOUS StUd|eS19_21; NOo New Safety concerns were |dent|f|ed
Patients Screened Median PFS, months (95% CI) Upon detailed review of the TEAEs leading to death, there were no patterns identified.
. N=776 Subgroup o Hazard Ratio  Hazard Ratio (95% Cl) TEAESs defined as any AEs that begin or worsen on or after the start of study drug through 30 days after the last dose of study drug.
[ [ [ [ u | ! . . . " . . " "
Sacituzumab Govitecan (SG) Is a First-in-Class Trop-2—Directed " Pationts Randomized S sz J0EEs | Lo SG demonstrated statistically significant and clinically meaningful benefit and
Visceral Metastasis ] ° "
: i : 10-14 | N-542 ves (1=517) 556270 40144 066(053-089 PFS benefitfor SG vs TPC should be considered a potential treatment option in this heavily pre-treated
Antibody-Drug Conjugate (ADC) | oo o e was consistent across Key All Grade and Grade 23 Treatment-Related Adverse Events® . o o P vy P
: : Yes (n=469) 5.6 (4.4-7.4) 4.1 (3.1-4.4) | 0.61 (0.48-0.78) defined b patlent pOpUIatlon with limited treatment OpthﬂS
o Trep_z, a transmembrane calcium S|gna| Rt TR, | T Sacituzumab Govitecan Group No (n=74) 3.9 (2.5-5.8) 3.5 (1.6-7.7) 113 (0.61-2.07) Pre e.me SL_J QI'OUPS,
. . . pH-sensitive. anti-Trop-2 antibody (n=272) # of Prior Chemos for mBC B |nC|Ud|ng patlents with
transducer linked to tumor progression pydrolyzable lnker for | v ——— i e ; 070.(0.52-0.98) >3 prior ch h
. . . SN-38 release in _f epithelial Enﬂg&n expressed . _ Treatment not received (n=22) e Grou é °* = prlOr C emO era py 0
targeted tumor cells : on manv solid cancers Treatment not received (n=4) ] { ] Ag<G eaprs = ~ - i | 530, J _ _ TRAES, n (A)) All grade Grade 23 All grade Grade 23
and poor prognosis, is highly expressed e A e S e ssuren  s1opas - ompmom regimens in the metastatic Noutropen: TB(10) 136 (51) 134 (50 o4 (39 Acknowledgments
N approx|mate|y 80 /0 Of breast cancers e e o ~ afety Population® Discontinuations (n=245) ECOG Performance Score tti Anemiac 91 (34) 17 (6) 62 (25) 8 (3)
Foct Discontinuations (n=250) (n=249) n=197 Progressive disease 0 (n=242) 5.7 (4.2-8.5) 4.1 (2.7-5.7) : 0.61 (0.44-0.86) se Ing . —
re ardless Of Su bt pe15,16 .“;_C;:d - * =210 Progressive disease ;=22 Consent withdrawal 1 (n=301) 5.0 (4.0-7.1) 4.0 (2.8-4.4) i 0.70 (0.53-0.94) _ Hematologic Leukopenia 37 (14) 23 (9) 23 (9) 13 (5) o _ _
g y ot (?r_'é?;t}m'am' o | [ noinfdverse events . n=6 Other Prior CDK4/6i Duration * Visceral metastases Lymphopenia® 31 (12) 10 (4) 25 (10) 3 (3) Pa rt|C| patl ng Stu dy Sltes
e SG is approved for patients with mTNBC LI Cament delay >3 wik e evetor C2monhe(c208) 44370 422756 ? 077 (0.54-1.10 S Febrile neutropenia 14 (5) 14 (5) 11 (4) 11 (4)
th >2pp _ th p (>1 . th . ﬂf Eeith doviat Remain On Treatment Remain On Treatment :j BS;H;LD-'IQ — , y Age _65 yearS Diarrhea 152 (57) 25 (9) 41 (16) 3 (1)
WI = prlOr eraples — In e ' ?n_on—cr{:?n?;ﬁanf:;a o _/ (n=18) (n=4] . n;‘l Treatment delay >3 wk 0'262; 4025_ Nausea 148 (55) 3 (1) 77 (31) 7 (3)
: . \1718 =i T AT N\ / o Gastrointestinal  Vomiting 50 (19) 1 (<1) 30 (12) 4 (2)
metastatic Settlng) | R e e No patients discontinued treatment due to being lost to follow-up. . . . Constipation 49 (18) 0 36 (14)
JISIN ST e \ | irinotecan (topoisomerase | aPatients in the chemotherapy group were randomized to eribulin (n=130), vinorelbine (n=63), gemcitabine (n=56), or capecitabine (n=22). PFS subgroup analyses by race, geographic region, TPC arm agents, and early relapse were assessed but not included in this figure. i i
enzymatic cleavage by | s Abdominal pain 34 (13) 2 (1) 17 (7)
¢ |n the ”Vl M U-1 32-01 phase 1/ 2 StUdy, SG tumor cell not required ';:'“;;”'fh . PAll patients who received =1 dose of study treatment. Adapted from Rugo HS, et al. Sacituzumab govitecan in hormone receptor-positive/human epidermal growth factor receptor 2-negative Alopecia 123 (406) 0 41 (16)
: . TR Lishal el 1 smoceraeevioloniol il Adapted from Rugo HS, et al. Sacituzumab govitecan in hormone receptor-positive/human epidermal growth factor receptor 2-negative metastatic breast cancer. J Clin Oncol. 2022. doi: 10.1200/JC0.22.01002. Reprinted with permission from American Society of Clinical Oncology. Fati 100 (37 15 (6 73 (29
Showed enCOuraglng Cllnlcal aCtIVIty In from S |c5é in :he}r;tartmmotlir ' metastatic breast cancer. J Clin Oncol. 2022. doi: 10.1200/JC0.22.01002. Reprinted with permission from American Society of Clinical Oncology. Aztlhgeurﬁa 53 ((20)) 5 ((2)) 37 §15;
. . . . range), permitting delivery - - - - = u u = m _
patlents Wlth preVIOUSIy treated metaStatIC in high quantity to the tumor Demog raphlcs and Basellne CharaCterIStlcs OS In the ITT POpUIatlon (FIrSt Plan ned Interlm AnaIySIS) Decreased appetite 41 (15) 1 (<1) 34 (14)

Neuropathy' 23 (9) 3(1) 38 (15)

HR+/HERZ2- breast cancer (N=54)"
* ORR by investigator assessment: 31.5% (prior CDK4/6i use subgroup, 25%)

Number of events 149 144

: . . Female, n (%) 270 (99) 268 (99) o i : S Median OS, mo (95% Cl) 13.9 (12.7-15.4) 12.3 (10.8-14.2) o : Tt : : o/ :
» Median PFS by investigator assessment: 5.5 months (95% Cl, 3.6-7.6) Median age, y (range) 72006 s(re  Medantimefrominifalmetastaic o 488 466 : 08 me ¢ There were no events of interstitial lung disease in the SG arm (vs 1% in the TPC
. Median OS: 12 ths (95% Cl. 9.0-18.2 <65y, n (%) 199(73) 204 (75) 2 Stratfied HR (09% & Ha ErLon) arm) and no TRAEs of cardiac failure or left ventricular dysfunction in either arm
edian . montns ( o) ] U~ . ) 265 y, n (%) 73 (27) 67 (25) Prio_r chemotherapy in (neo)adjuvant 173 (64) 184 (68) E Stratified Log Rank P value P=0.14
. . . . . 20 Race or ethnic group, n (%) setting, n (%) S Assessed in the safety population of patients who received 21 dose of study treatment. Patients may report more than one event per preferred
o« A manageable Safety prOfIIe consistent with that in other studies of SG White 184 (68) 178 (66) 235 (86) 234 (86) E term. *Key All Grade and Grade =3 TRAEs defined as those occurring in 210% and =5% of patients in one arm, respectively. "Combined preferred  We would like to thank the patients, their caregivers, and families for their
Black 8 (3) 13 (5) Prior endocrine therapy use in the a e OS data | t t t terms of ‘neutropenia’ and ‘neutrophil count decreased.” *Combined preferred terms of ‘anemia,” ‘hemoglobin decreased,” and ‘red blood cell count . . . . - .
Asian 1 (4) 5(2) metastatic setting 26 mo, n (%) B dla IS not yet mature decreased.’ ‘Combined preferred terms of ‘leukopenia’ and ‘white blood cell count decreased.’ *Combined preferred terms of ‘lymphopenia’ and partICIpatlon and commitment to clinical research
a _ . . 4 ' ‘lvymphocyte count decreased’. ‘Combined preferred terms of ‘gait disturbance’, ‘hypoesthesia’, ‘muscular weakness’, ‘neuropathy peripheral’, . . . . . .
e 69 (25) Prior CDK4/6 inhibitor use, n (%) 3 - at the first of three plannea S rmesthesia and erieheral Semson neuropathy’ ) P Pty perip » Thank you to the clinical trial investigators and their team members, without
e <12 months 161 (59) 166 (61) ] OS analyses hom thi k Id not h b ibl
0 116 (43) - : — — — — — Curth ol _ wnom IS WOIK Wou no dve peen possipie
1 156 (57) >12 months 106 (39) 102 (38) 9 2 1B * -urtner 1o0liow-up IS : : :
Visceral metastases at baseline, n (%) 259 (95) . . Time (months) . = = m = * Th|S StUdy was Sponsored by GI ead SCIenceS’ InC'
! s Unknown 52) 3(1) No. of patientsat sk (event) ongoing EORTC QLQ-C30 Time to Deterioration Endpoint - " L - -
Lver metasiase n (%) 2010 odian pror chomotvrspyroginensin 001 CE R R et i Rt St - B B * Medical writing and editorial support was provided by Team9Science and funded by
m . = De novo metastatic breast cancer, n (%) 78 (29) 60 (22) the metastatic setting, n (range)¢ ] ] ' '
TROPICS-02: A Phase 3 Study of SG in HR+/HER2- Locally < setting. n (range) Gilead Sciences, Inc.
1 ?Includes American Indian or Alaska Native, Native Hawaiian or other Pacific Islander. "Not reported indicates local regulators did not allow Adapted from Rugo HS, et al. Sacituzumab govitecan in hormone receptor-positive/human epidermal growth factor receptor 2-negative TTD in Global Health Status/QoL Scale TTD in Fatiaue Scale _ . o .
Recu rrent InOperabIe or MetaStatlc BreaSt Cancer collection of race or ethnicity information. ‘Presence of baseline target/non-target liver metastases per RECIST1.1 by local investigator review. metastatic breast cancer. J Clin Oncol. 2022. doi: 10.1200/JC0.22.01002. Reprinted with permission from American Society of Clinical Oncology. 9 References: 1. American Canc_er Society. Key S’FatIStICS for Breas_t Cancer. https://www.ca_mcer.org/cancer/breast-cancer/about/ho.w-common-|s-
“The reported number of prior therapies were miscounted at screening for some patients: 9 patients received prior chemotherapy regimens in breast-cancer.html. Access April 20, 2022. 2. Nathnal Cancer Institute. Qancer Stat Facts: Female. Br.east Cancer Subtypes. https._//seer.ce}nc.er.gov/
the metastatic setting outside the per protocol range for inclusion criteria and were included in the intent-to-treat population. ReS ponse RateS 0 fﬁatﬁgté/ﬂtg:-/ pre?sl,;-su?typeGS.hc;t rTll.I' Acc_:esged ,IAprll (1lle2(§)l\212G 3.' dGllenna®r)| 'fA‘ eBt al. 'L}[ng Onco(./§022012,32;;if17?-149|5(.: 4. Refﬁrenged (V:V th perliln L:;Slor;(from
: e inical Practice Guidelines in Oncology uidelines®) for Breast Cancer V.3. . © National Comprehensive Cancer Network,
NCT03901339 . . _ . - < < 801 Inc. 2022. All rights reserved. Accessed May 4, 2022. To view the most recent and complete version of the guideline, go online to NCCN.org. NCCN
_ Treatment was continued until progression PI'IOI' Theraples BICR analysis > > 701 makes no warranties of any kind whatsoever regarding their content, use or application and disclaims any responsibility for their application or use in
Metastatic or locally recurrent or unacceptable toxicity ORR, n (%) = - any way. 5. Burstein HJ, et al. J Clin Oncol. 2021;39:3959-3977. 6. Twelves C, et al. Clin Breast Cancer. 2022;22:223-234. 7. Cortes J, et al. Lancet.
inoperable HR+/HER2- breast : : _ Odds ratio, nominal P value? 1.63, P=0.03 S 8 ol AN 2011;377:914-923. 8. Twelves C, et al. Breast Cancer (Auckl). 2016;10:77-84. 9. Yuan P, et al. Eur J Cancer. 2019;112:57-65. 10. Goldenberg
cancer that progressed after2: Sacituzumab govitecan Endpoints Setting of prior _ ] Best overall response, n (%) E E 4o DM, et al. Expert Opin Biol Ther. 2020;20:871-885. 11. Nagayama A, et al. Ther Adv Med Oncol. 2020;12:1758835920915980.12. Goldenberg
10 mg/kg IV Primary rifemneaT e [ETe Most eI UL ant_lcanc?r - & & DM, et al. Oncotarget. 2015;6:22496-224512. 13. Cardillo TM, et al. Bioconjugate Chem. 2015;26:919-931. 14. Govindan SV, et al. Mol Cancer
- At least 1 endocrine therapy, taxane, days 1 and 8, every 21 days . PES by BICR n (%) ’ therapy in the metastatic setting?, R g g 0 Ther. 2013;12:968-978. 15. Ambrogi F, et al. PLoS One. 2014:9:€96993. 16. Trerotola M, et al. Oncogene. 2013:32(2):222-233. 17. TRODELVY™
and CDK4/6i in any setting n=272 y 0 by class, n (%) = 20° L | (sacituzumab govitecan-hziy). Prescribing Information. Gilead Sciences, Inc.; April 2021. 18. European Medicines Agency:Trodelvy, INN-sacituzumab
« At least 2, but no more than 4, lines of Secondary 107 govitecan, https://www.ema.europa.eu/en/documents/product-information/trodelvy-epar-product-information_en.pdf, March 2022. 19. Kalinsky K, et
chemotherapy for metastatic disease Treatment_ of Physic_:ian’s c:hoiceb 82R DOR. CBR Neoadjuvant 67 (25) 62 (23) Endocrine therapy® 268 (99) 269 (99) p[?D 26 mo (13) 7261 (288) 0 +——— - : al. Ann Oncol. 2020;31:1709-1718. 20. Bardia A, et al. N Engl J Med. 2021;384:1529-1541. 21. Bardia A, et al. Ann Oncol. 2021;32:746-756.
* (Neojadjuvant therapy for early-stage (capecitabine, vinorelbine, by LIR and BICR CDK4/6 inhibitor® 267 (98) 270 (>99) &) T Time (months) B Time (months) - | | | | | B |
disease quallflef as a prior line of gemcitabine or eribulin) NE 51 (19) g Pag':;(;f's ff;{':;o)) i, S0ED Gbien iRl -Biie sne | opss s Pa;::‘{;"s ‘Z‘;:'S:)’ R T Abbreviations: AAK, aurora A kinase; ADC, antibody-drug conjugate; ASCO/CAP, American Society of Clinical Oncology/College of American
:ger:l:r:?hesrapyl disease recurred within n=271 * PRO Adjuvant 186 (68) 206 (70) Targeted agent® 181 (67) 172 (63) CBR,* n (%) 59 (22) TPC  207(0)  87(102)  43(135)  28(146)  13(159)  5(166)  4(166)  3(167)  0(i70) TPC 205(0)  64(132)  86(153)  25(163)  9(176)  6(179)  3(181)  1(183) 0 (184) Pathologists; BET, bromodomain and extra-terminal motif; BICR, blinded independent central review; CBR, clinical benefit rate; CDK4/6, cyclin-
. TSP - Safety Odds ratio, nominal P value? 1.84, P=0.002 dependent kinase 4/6; CDK4/6i, cyclin-dependent kinase 4/6 inhibitor; CR, complete response; DOR, duration of response; ECOG, Eastern
. Stratification: Immunotherapy 21 (8) 15 (6) ) ! : — .
Measurable disease by RECIST 1.1 Visceral metastases (yes/no) ch ) 271 (599 271 (100 Median DOR, mo (95% CI) 7.4 (6.5-8.6) 5.6 (3.8-7.9) TTD ‘ Patients Stratified HR Nominal Cooperative Oncology Group; ECOG PS, Eastern Cooperative Oncology Group performance status; EORTC QLQ-C30, The European
Endocrine therapy in metastatic setting 26 months (yes/no) Advanced/Metastatic 272 (100) 271 (100) emotherapy (>99) (100) SICH A0, i 854 Cl) Sl Organization for Research and Treatment of Cancer Quality of Life Questionnaire; ET, endocrine therapy; FA, final analysis; HER2-, human
N=543 Prior lines of chemotherapies (2 vs 3/4) Capecitabine 221 (81) 232 (86) Global Health Status/QoL 234/207 4.0 (3.0-5.4) 2.9 (2.2-3.6) 0.74 (0.59-0.91) epidermal growth factor receptor 2-negative; HR+, hormonal receptor-positive; HRQoL, health-related quality of life; IA, interim analysis; 1A1,
Paclitaxel 174 (64) 147 (54) Fatigue 234/205 2.1(1.6-2.8) 1.4 (1.1-1.9) 0.76 (0.62-0.93) interim analysis 1; ITT, intent-to-treat; IV, intravenously; LIR, local investigator review; mBC, metastatic breast cancer; mTNBC, metastatic triple-

Other/Unknown 12 (4) 9 (3) negative breast cancer; mTOR, mammalian target of rapamycin; NE, not evaluable; (neo)adjuvant, neoadjuvant or adjuvant; ORR, objective

o) 0) 0) 0) " 1 .

_ | - Eribulin 95 (39) 38 (33) ORR (21 /o vs 14 A)) and CBR (34 Jo VS 22 A)) Were hlgher with SG vs TPC Pain 229/202 5.7(2:8-49) 5.4 (2.7-4) 092 0.74-1.1%) response rate; OS, overall survival; PARP, poly (ADP-ribose) polymerase; PD, progressive disease; PFS, progression-free survival; PI3K,
“Disease histology based on the ASCO/CAP critenia. , _ _ phosphatidylinositol 3-kinase; PR, partial response; PRO, patient-reported outcomes; QoL, quality of life; R, randomized; RECIST, Response
"Single-agent standard-of-care treatment of physician’s choice was specified prior to randomization by the investigator. alncludes any treatment used either as single agent or in combination. °The remaining patients were treated with these agents in early-stage disease. aNot formally tested because OS at IA1 was not statistically significant. Assessed in all patients in the intent-to-treat population who had an evaluable assessment of the health-related QoL at baseline and at least one Evaluation Criteria in Solid Tumors; SD, stable disease; SG, sacituzumab govitecan; TPC, treatment of physician’s choice; TRAE, treatment-related

°Targeted agents include PARP, mTOR, PI3K, BET, AKT, AAK, and other kinase inhibitors, antibody-drug conjugates, and other targeted agents. CBR is defined as the percentage of patients with a confirmed best overall response of CR, PR, and SD =6 months. evaluable assessment at post-baseline visits. 2Not formally tested because OS at IA1 was not statistically significant. adverse event; TTD, time-to-deterioration.
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