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Introduction Results
Conclusions » Sacituzumab govitecan (SG) is a Trop-2—directed antibody-drug conjugate (ADC) designed with a hydrolysable _ _ _ o SG Exposure and Safetv Outcomes
linker attached to SN-38, the active metabolite of irinotecan’ fable 1. Baseline emographics and bisease Characteristics  The raI:e of dose interru;tion was higher, and more serious adverse events were observed, in patients from
. . : : : — SG is approved in multiple countries for the treatment of relapsed or refractory metastatic triple-negative Underweight/Normal? Overweight Obese the overweight and obese BMI subarou ’ s (Table 3 ’
Toour knOWIGdge’ this Is Fhe first StUdy evaluatmg the ImpaCt of BMI breast cancer (NTNBC) based on results from the global, phase 3 ASCENT study*” (<25 kgim ) (25 to = 30 ko/m) (230 kg/m) * The rate ang number of dose reducgtionsl?w(as the hi) hest in patients from the obese subgroup, the majorit
on treatment outcomes with ADCs « In ASCENT (N = 529), significantly longer progression-free survival (PFS; hazard ratio [HR], 0.43; 95% CI, - SG : TP1(i4) ( SG1) : TP(8:4) ( S%B) : TPg4) of whom received only 1 dose reduction J ’ Jory
. : - 0.35-0.54) and overall survival (OS; HR, 0.51; 95% ClI, 0.41-0.62) were observed with SG vs chemotherapy Characteristic (n=127) | (n= n=7 n= n= n = . . . .
SG .der.nonst.rated improved efficacy vs TPC and a manageable safety treatment of physician’s choice (TPC) in all patients, including those with brain metastases (data cutoff: Median age, years 53 53 56 55 53 57 Thg most c;(:/mmon Iadvzrse ever_1t3ht(2 5bA>) leading t(;) Sthose r_edtégtlo;:s were neutropgr}llablr)I the t |
profile in patients from all evaluated BMI subgroups from ASCENT March 11, 2020; median follow-up of 17.7 months); these results were maintained with longer follow-up’*® Female, n (%) 126 (> 99) | 114 (100) | 70(99) | 84(100) | 68(100) | 64 (100) iunntheengggse rs]glrargs)uapn overwelgnt subgroups, and hedtropenia, diarrhea, nausea, and tebrile hedtropenia
° 0] " 0] I I I . iNcCi ' ' ' izati BMI,* kg/m?, 21.8 21.6 27.4 27.3 35.7 35.2 _ _ _ _
24% of Overwelght and 41% of obese patlents had a reduction in :2\?\/ IQI(;ISsei:‘]icezz ﬁfa\?:c;mgg|ac(:$it§besny has more than doubled since 1990, and the World Health Organization (SD) gm’, mean (2.08) (2.33) (1.39) (1.46) (5.18) (4.99) * The rates of treatment-emergent adverse events leading to SG discontinuation and death were low and
' ' : S similar across the BMI subgroups
SG_ d0§e du_e to an adv_erse event; however, the_ efficacy of S_G ik « The impact of body mass index (BMI) on treatment outcomes, especially for ADCs like SG that have weight- ECOG PS at screening, n (%) Jrotp
maintained in these patlents; 3% and 8% of patlents, reSpeCt|Ve|y, based dosing, is unclear and remains an area of active research 0 61 (48) 49 (43) 29 (41) 37 (44) 31 (46) 22 (34)
discontinued SG due to an adverse event * |In this analysis, we report the impact of BMI on efficacy and safety of SG vs TPC among patients with mTNBC 1 66 (52) 65 (57) 42 (39) 47 (56) 37 (54) 42 (66) Table 3. SG Exposure and Safety Summary
. : : : : : : from the ASCENT study Prior systemic therapies, median (range) | 4 (2-11) 4 (2-14) 4 (2-17) 4 (2-14) 4 (2-11) 4 (2-11) :
° Cllnlcal beneflt Wlth SG COUId be malntalned by USIng avallable aIncludes 8 and 1.1 underweight patients (BMI<18.5.kg/m2) in the SG and TPC groups, respectively. bBMIis calcula’Fed as BMI (kg/m?) = (weight in.k_g)/(heigh_tin m)Z2. Un?\lerwellghtl O H ht Ob
. . . . BMI, body mass index; ECOG PS, Eastern Cooperative Oncology Group performance status; SG, sacituzumab govitecan; TPC, treatment of physician’s choice. orma VGI"WEIg ese
adverse event management strategies, including dose reductions Study Design and Methods (<25kg/m?) (25 to <30 kg/m?) (= 30 kg/m?)
. . . n=125 n =67 n =66
* The results from this ad hoc analysis show that high BMI does not .
fively i  off t y th SG | gt. ts with rel 3 « This was an ad hoc subgroup analysis from the ASCENT study (Figure 1) Efficacy Outcomes _ | o N | Exposure
negaf Ivety Imp?_c;\l gclcacy 2Elzlss Wl I jpraiisiniis silin el fele « Patients from the full intent-to-treat population of ASCENT who received SG at 10 mg/kg of body weight or ‘ bv?tr;]gSGESPVI:sSTIirginoill(z:/galljtrgt:c)j ?Br]l\jlllhslgggiooubggit':'\;elolrsszgonse rate and clinical benefit rate were observed Median time to first dose reduction (range), 1.8 1.7 1.8 1.8
. Patients did not have their dosage capped for high BMI » Standard ch_emothera_py showed red.uced objective response rates in overw.eilght and obese pe_\tier.\ts | Patients with dose reductions, n (%) 66 (26) 19 (15) 18 (27) 20 (44)
: . _ compared with those in the underweight/normal subgroup; however, the activity of SG was maintained in all 1 52 (20 17 (14 14 (21 21 (32
Plain Language Summary « BMI was assessed at baseline and was classified as follows: evaluated BMI subgroups (20) (14) (21) (32)
— Underweight/normal (< 25 kg/m?) 2 14 (5) 2 (2) 4 (6) 8 (12)
_ _ _ _ — Overweight (25 to < 30 kg/m?) _ _ Safety, n (%)
» Sacituzumab govitecan (SG) is a drug that is approved to treat — Obese (2 30 kg/m?) Figure 2. Forest Plots of PFS by Independent Review (A) and OS (B) Any TEAEs 257 (100) 125 (100) 66 (99) 66 (100)
. . _ . . A
metastatic triple-negative breast cancer and other types of breast Results presented are as of February 25, 2021 Median PFS, Months (95% Cl) TEAEs grade 2 3 | 16898((273)) 25 E:S:; Z gS; 2; gg
. This study analyzed the effect of body mass index (BMI) on Figure 1. ASCENT (NCT02574455) Study Design Underweight/normal (< 25 kg/m?) (n = 241) 4.2 (2.9-5.6) 1.9 (1.5-2.8)  +—— | 0.503 (0.366-0.692) < .0001 TEAEs leading to SG interruption 162 (63) 72 §5§3) 43 Eb‘;‘) ar §7)1)
: _ E TEAEs leading to SG discontinuation 12 (5) 5 (4 2 (3 5 (8
. : Overweight (25 to < 30 kg/m?) (n = 155) 46 (3.3-6.3) 1.5(1.4-1.6) e . 0.310 (0.203-0.473) <.0001
participants treated with SG or chemotherapy — BMI groups analyzed Metastatic TNBC Sacituzumab govitecan (SG) End points Obese (2 30 kg/m?) (n = 132 5.9(4.1-83) 2.6 (1.6-3.0) i ' 0.337 (0.212-0.534) < .0001 TEAEs leading to SG dose reduction o7 (22) 14 (1) 16 (24) 27 (41)
: : : P ( g/m?) ( ) ( ) ( ) . ( )
were underweight and normal weight, overweight, and obese (per ASCO/CAP) 10 mg/kg IV primary g TEAEs leading to death 1(<1) 1(<1) 0 (0) 0 (0)
u n . . Da s 1 and 8, e e 21-da c CIe H . E ercentages based on the number of patients in the safe opulation in each subgroup. Treatment-emergent adverse event defined as an adverse event with a sta ate on or arter the aate o e firs
] In a” BMI groups teSted, par‘tICIPantS treated Wlth SG Ilved > 2 Chemotherapies for y (n !zg) yey tre:t(:rrl‘;lnntu:ntil ° PFtS (t:raln B EcEse gfts?udybtrea;nsecr;ttgnd.tuptt)o 3(t))fdpayt/§:[a:‘tert&%g;t%toyfi:hgla:ts:dose ofts?tédybt?eatr?e-r:tt. e gentac Hdefined ’ it & start det ferfhe date offhe frs
. . . . . . advanced disease —»  progression —p me aS_ asis- Median OS, Months (95°/o CI) (SRR SR T, SRETRAED SOV TR A S
apprOXImately.z. tO 3 tlmes IOn.ger WIthOUt thelr dlsease .gettmg WOrse, (no upper limit; 1 of the required Treat t of hvsician’s choi unacc‘:ptable negative?) BMI Subgroup SG TPC i HR (95% CI) P Value
. . reatment o sSiClan's cnoice - :
and more paﬁmmants had their tumors ge_t smaller or disappear, r%n?;;:%nmtehn; g‘;‘;{frrzzfﬁmin (capecita?oixe, eribulin, toxiclty Se°°"da"{ Underweight/normal (< 25 kg/m?) (n = 241) 10.9 (9.4-13.0) 6.2 (4.8-7.1) —— | 0.554(0.418-0.735) <.0001 - Neutropenia was the most frequently observed TEAE of grade = 3 in all evaluated BMI subgroups (Table 4)
compared with those who were treated with chemotherapy P ga 12-month period after Vinorelbin(e, Ogg;)mCitabine) CP)FSSC()I;TR) Overweight (25 to < 30 kg/m?) (n = 155)  10.8 (9.0-14.2) 6.7 (52-8.9)  +—— | 0.511(0.354-0.735)  .0003 - Grade 2 3 neutropenia, leukopenia, anemia, febrile neutropenia, diarrhea, and infections occurred at a higher
_ o _ _ N = , , : N . . . . o .
* Although more overweight and obese participants had changes to completion of [neoadjuvant DOR, TTR, Obese (= 30 kg/m?) (n = 132) 14.9 (11.2-16.8) 8.7 (6.7-9.8) +—o— | 0.451(0.304-0.670) < .0001 Incidence In obese patients compared with underweight and nommal-weight patients (Table 4)
their SG dose due to side effects than underweight and normal Weight therapy) Stratification fact safety, QoL 5 « Diarrhea and infection led to SG treatment discontinuation in 1 obese patient each. No obese patients
- N =529 ratitication factors ' ' discontinued SG treatment due to neutropenia, leukopenia, anemia, or febrile neutropenia
S : . . - - _ 0.0625 1 ) : ,
partICIPantS, they Stl” beneflted from SG treatment o g:r;gbrea;)(;:cp:leogrlg:e(r[\rl];)::]he;\arrplleensc(azv:i VESU:O?))e) BMI, body mass index; HR, hazard ratio; OS, overall survival; PFS, progression-free survival; SG, sacituzumab govitecan; TPC, treatment of physician’s choice.
- Presence/absence of known brain metastases (Yes/No) Table 4. Most Common Grade 2 3 TEAESs (2 10%) Observed With SG
Adap:ted fLom Bardiag,t et al. Sacituzumap gol\éiltzeglasn_rin 1rn1etr:=1§ttat.ic .triplet-.ne?ati\{; br?etl)st f:ancetr. I:IEng :Il_ t:\/Ielt_:li__l_ 2021;?214:1529;4;.@!;8 méeasgrecczlj bytgn itnd(eptehndegt, icra]ntrtalti)zeq, an? blinded)géoup qu rabdio'lo?\)I/Rl Table 2 Responses by Independent ReVieW Underwelghtl
expe SW. oassessg umgr response u§|ng V.1 criteria in patents without prain metastasis. ®The populaton Incluaes all ranaomized patients (with and without brain metastases). baseline prain Normal overweight Obese
only required for patients with known brain metastases.
. . . . . . . . . American Society of Clinical Oncolo ollege of American Pathol ogists; , duration of response; , intent-to-treat; 1V, intravenous; , magnetic resonance imaging; , objective Underweight/NOTma| Overweight Obese (< 25 kglmz) (25 tO < 30 kg/mz) (2 30 kg/mz)
Ref :1.R HS, tal. Fut O l. 2020;16:705'15- 2. Trodelvy® t b t -h b f t . Foster Cit J CA: Gilead gngSeArZ 2’ ovesra Sl?;vi\]:ac'l IOro rtaggé%-llege sullc'\fi\va' o] PL}gil 3 ite'DOIanomEza io;' p ITT ets tortws; vLLYaioL riteria ianzli ugmo:s version X e (r?ReR-nebJa i\t/e
Sc?ieer:sgsc,elic.; Felégrgtcj)ary 282; 3.LI’ES£§peZ(r:10MedicineS Agency. TrocﬁgIve)/g>fslfrs;larﬁ;l;;%:‘n§rogsg’: ce;rfzrac’tzelgi)s{i%rse].sglntlj?]?yl%g:lr(r,léllrggid:Oé‘il(;;d ISyciencesI . preast canc;r; $Tsé, time Itlo resporlfs:.FS’ P f v ok qually ot ffe: B, randomization: REGIST 1.1, Response Evaluation &t Sold Tumers. 11 THBG, friplenegat (< 25 kg/m?) (25 to < 30 kg/m?) (2 30 kg/m?) TEAE, n (%) n=125 n =67 n =66
Ireland UC; 2021. 4. Pharmaceutical Technology. www.pharmaceutical-technology.com/news/everest-trodelvy-breast-cancer/. Accessed March 7, 2024. SG TPC SG TPC SG TPC .
5. BioPharma APAC. https://biopharmaapac.com/news/89/1252/-singapore-hsa-approval-marks-the-first-in-a-series-of-expected-approvals-of-trodelvy (n =127) (n = 114) (n=71) (n = 84) (n = 68) (n = 64) Neutropenia 135 (52) 64 (51) 33 (49) 38 (58)
-in-asia.html. Accessed March 7, 2024. 6. Korea Biomedical Review. https://www.koreabiomed.com/news/articleView.html?idxno=21060. Accessed Leukopenia 27 (11) 10 (8) 6 (9) 11 (17)
March 7, 2024. 7. Bardia A, et al. N Engl J Med. 2021;384:1529-41. 8. Bardia A, et al. J Clin Oncol. Published online February 29, 2024. https://doi.org/ Objective response rate,® % 25 8 34 1 40 2 :
10.1200/JC0.23.01409. Accessed March 12, 2024. 9. World Health Organization. https://www.who.int/news-room/fact-sheets/detail/obesity-and-overweight. (95% Cl) (18-34) (4-15) (23-46) (0-7) (28-52) (0-8) Diarrhea 30 (12) 3 (6) 9 (13) 13 (20)
Accessed Maren 7, 2024. _ _ Odds ratio (95% ClI) 3.9 (1.8-8.7) 42.4 (5.6-323 4) 415 (5.4-317.3) Infections and infestations® 25 (10) 8 (6) 9 (13) 8 (12)
B o e S oo T sy wos inded by Gleag Scences e, Patient Population - | Ciinical benefit rate,” % s | 1| s | s | 6 Anemia 24 (©) 6 (5 8 (12) 10 (15
5 tina Author Discl LGE revorts bei | .’ tod k i receiy o | D' e | - « Baseline characteristics were generally similar across the BMI categories (Table 1) (95% Cl) (27-44) (6-19) (29-53) (1-12) (38-62) (2-15) Febrile neutropenia 15 (6) 2 (2) 5 (8) 8 (12)
resenting Autnor visciosures. reports being an invited speaker and receiving remuneration irom balicni sankyo, Gliea ciences, INncC., an , ° T T I I I 0 I . 0 _ ) . ) _ _
attending oncologist meetings for Daiichi Sankyo and Gilead Sciences, Inc., being on advisory boards and breast cancer preceptorship for MSD; and being Of the 528 patlents included in this anaIySIS’ 287 (54 /0) had hlgh BMI Odds ratio (95 o CI) 4.3 (2'2_8'4) 13.8 (4'6_41 '9) 15.0 (4'9-45'9) zs;zeggz?jgyt)t?s:fm%?msgigL:Jrst:oeg%fc?:;f:‘felrn t::aedsaieg‘ ?r?eﬁ) T‘!SIEZS'Z i?g?uzl;bt?er:ltjrﬁ'ex.eatment_emergent adverse event defined as an adverse event wilh & start date on or afler fhe date ot he frst
a coordinating Pl and receiving funding for the institution from Roche. — 155 patients (29%) were overweig ht ?F?jectivel rttesponse rate SRdefinrﬁdlas the best chnfi:mtﬁd g_verall reggonse .ctvf eitherb CR qtr PR. bggrgc?l b?nefittra;e ihs defined aﬁ those patients with best response as CR or PR or SD 2 6 months. sDefined as all preferred terms within the system organ class infections and infestations.
, complete response, , parual response; , Stable disease, , Sacliuzumap govitecan, , reatment or pnysician s choice. SG, sacituzumab ovitecan; TEAE, treatment-emergent adverse event.
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