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introduction Mothoss  WReuts
CO n CI u s I O ns « Breast cancer (BC) is the most common cancer in women globally, with nearly 2.3 million new cases in Difference (95% Cl and P-value, using a nonparametric bootstrapping approach) in restricted mean
2022," and hormone receptor-positive/human epidermal growth factor receptor 2-negative (HR+/HER2—- survival times were calculated between SG and TPC groups Figure 3. Between-Group Difference in TOX Over Time
: : : [immunohistochemistry O, 1+, or 2+/in situ hybridization-negative]) BC is the most common type, . Relative gain in Q-TWiST (%) for SG was then calculated as difference in mean Q-TWiST between o 0.8
* Results from this Q-TWIST analysis show that SG was accounting for ~70% of cases? SG and TPC divided by restricted mean OS of the TPC group 3G  06- T T TTTToTTT T T T T T T T
aSSOCIated Wlth dn Incremental galn IN quallty'adJUSted SuU rVIVaI ° SaCituzlumab gOViteCan (SG) IS a3Trop-2—directed antibody-drug Conjugate that delivers SN-38, d — This measure provided the incremental gain in qua”ty_adjusted survival associated with SG over TPC 2 § g 0.4 — 1T - T
vs TPC In patients with pretreated HR+/HER2-— mBC enrolled cytotoxic payload, to cancer cells — Published estimates indicate that a relative Q-TWiST gain > 10% is clinically important™ §§g 0.2 - S A S S S S S S S S S5 S S S S S - - -
: : No- : 0  SGis approved for HR+/HER2- metastatic BC (mBC) in patients who have received endocrine- o 5
m_ T_ROPI_CS 02; the gain exce_eded the 10% threshold for a based therapy and at least 2 additional systemic therapies in the metastatic setting.* This approval Sensitivity Analyses ”2 ;’}-,_’ s 7 I
C|InICa||y |mp0rtant treatment difference was priml'Tlrin bafsed on TdROIPiCS“-OZ, a Phane|3, randcirrbﬂzedf StUdg’ in WhiChdSG C:emofnlsftra(ggl_)  To further examine the utility and treatment duration, the following sensitivity analyses were performed: é 5 °
: : . C g statistically significant and clinically meaningful survival benefit and improved quality of life over - . : : _ -04 +~—+—+—+—"7-"r—r—1T—T"""r """ "—TT"—T"T""T"T"—TT"T"—T"—""
* Although time Spent with tOX|C|ty (grade 23 TEAES) was m't'a”y chemotherapy treatment of physician’s choice (TPC) with a manageable safety profile>”’ - Z?;:;"Sv:ynl;t!;;i ae?leg{[:;se;ng?xoagnod(ggé \;v\?erfaidrjlisafs;:;)g)o to 1 with Upysr = 0.715 (stable A 15F1§||1<:V\1r8u19t2i?ni1 (f]j; 24 2520 27 28 29 30 31 92 93 34 35 96 97 38
longer for SG vs TPC, this difference was not statistically o | . . . P
significant and diminished with Ionger foIIow-up Objective — Variation in follow-up: base case analysis was adjusted by available follow-up mo, months; TOX, toxicity.
+ Therefore, long:term survival benefit with SG over TPC was not - 1o valuate b survl e and Q0L associted it 56 1o mpatems win ez NS S-nsitvity Analyses
at the expense of QOL or unmanageable toxicities, and the net mBC from the TROPiICS-02 study using Q-TWiST analysi « Relative Q-TWIST gains were primarily driven by U._..; for a given value of U,_, relative Q-TWIiST gain
, ysSIS . . . - e _ . . 7 T TO0X’ REL’ . .
benefit of SG continued to accrue over time: however, there is a Based on a maximum follow-up of 38 mont-hs,_SG was associated with StatlStha”y_SIQEIfICant | varied substantially based on U, while for a given value of U, relative Q-TWiST gains did not vary
_ _ - improvements in OS (difference 2.3 months; P =.0168), PFS (difference 2.3 months; P =.0289), TWIiST substantially by U,_, values (Figure 4)
need fOr further resear.Ch tO reﬂn? our undel’Standlng Of the Ut|l|ty _ (difference 2.1 months; P = .0417), and Q-TWIST (difference 1.6 months; P = .0067) vs TPC (Table 1) e With UTWiST set to 0.715, relative Q-TWIST gain exceeded the 10% threshold for clinical importance for
values that can be attributed to different health states * Relative Q-TWiST gain with SG (10.8%) exceeded the threshold for clinical importance all U_, values > 0.07, and relative Q-TWiST gains varied from 9.9% to 11.4%
 This analysis included the intent-to-treat population (all participants who were randomized, regardless - With U, set to 1.000, relative Q-TWiST gain exceeded the 10% threshold for all U, and U__
of whether they received study treatment) from TROPICS-02 (Figure 1) Table 1. Mean Duration of Health States and Q-TWiST (TEAE 2 3, Base Case) values, with relative Q-TWIST gain ranging from 13.9% to 15.3%
- « Allrelative Q-TWIST gains in this sensitivity analysis were statistically significant across U, and U__
P I al n La n g u ag e S u m m a ry Figure 1_ StUdy DQSign Duratlon (mO) SG (n 272) TPC (n 271) leference P'Value ranges for both UTWST — O 715 and UTWST — 1 OOO
Metastatic or |oca||y Treatmengys,fa%%g?ggg l;‘lcl)’))lzll'.lcgi’/ogression End Eoints 0S (95% CI) 17.0 15 8 to 18. 4 14.8 (13 4 to 16. 2) 2.3 O 5 to 4. 3 .0168
 Sacituzumab govitecan (SG) is a drug approved for previously recurrent inoperable S —————— Primary PFS (95% Cl) 8.3 (7.0 t0 9.7) 6.0 (4.6 t07.7) 2.3 (0.11t0 4.2) 0289 Figure 4. Two-Way Utility Sensitivity Analysis
treated hormone receptor-positive/human epidermal growth that progressed after: taye ;:dfgggye:‘;m daye » PFS by BICR TOX (95% CI)® 1.0 (0.8 to 1.4) 0.8 (0.7 to 1.0) 0.2 (-0.1 to 0.6) 2590 - 0715 U =1.000
I : ’ TWST TWiST -
factor receptor 2-negative (HR+/HER2-) metastatic breast cancer * At least 1 endocrine therapy, 4@ n = 272 Secondary REL (95% CI)° 88(75t010.1) | 87(7.1t0104) | <0.1(-2.0t02.3) | .9937 14 10- 154
: : taxane, and CDK4/6 inhibitor | . : * - o 11.2 ) 15.2
, W Treatment of physician’s choice . TWIiST (95% ClI)e 7.3 (6.1 to 8.6) 5.2 (3.8 0 6.8) 2.1(0.1t0 3.9) 0417 S 08- S 08-
(mBC)., WhICh s the most SOmTon subtyp.e of breast Ca.mc?er A st 2 bt o more »  (capecitabine, vinorolbine CER by LIR Q-TWiST (95% Cl) | 9.7 (89t010.5) | 8.1(7.3t09.0) 1.6 (0.5 to 2.7) 0067 > 6. 0§ S g s 8
y Q_TWIST IS an eStabIIShed Way to dete rmine the beneflt rISk ]Ehan 4, lines oijchemotherapy Seratit n= ,271 grll\)dOleCR Data cut December 1, 2022. Restricted means evaluated at maximum follow-up time (38.0 mo). Number of patients in TOX, REL, and TWiST E 04 10.6 § E 04 14.6 S
- Tt : : : tastatic di tratification: ) | th ber of patients with time > 0 in that health state. 5 104 & 5 0417 144 &
Of d cancer treatmenta It |nC0rp0rateS SurVIValv qua“ty Of Ilfe’ . I\(Z;?Seugsb?;gislesaesa:f)y * Visceral metastases (yes/no) f yes/no) » Safety aaSn(aB,)/ﬁe=S1V\E,3€3r;eTP(el,nrl:r: 1e’3;r0(.)bgg:enn=sg\(/3l9; 'Il'rl:r’](e) n =Ig41?08((93€,] n =Sza72; TPC, n=271. E 00— —10.2 E 0.0 —14.2
= F : : « Endocrine therapy in metastatic setting for = 6 months (yes/no : ival: ion- ival: Q-TWi itv-adi ' i ' i L]
participant preferences, and any side effects of treatment into a RECIST V1.1 e S y o okt o o L e 5. et oot TEAE, st etk scvnse evert T R TPC. esimert o : k= e
S|ng|e meaSU re Of Ove ra” We”'be|ng BICR, blinded independent central review; CBR, clinical benefit rate; CDK, cyclin-dependent kinase; DOR, duration of response; HER2-, human physician’s choice; TWIST, Time Without Symptoms of disease progression or Toxicity of treatment. ' 0.0 0!2 0.4 0.6 0.8 1.0
epidermal growth factor receptor 2-negative; HR+, hormonal receptor positive; IV, intravenous; LIR, local investigator review; ORR, objective .
: : : . . . — . S . - : TOX tilit aI TOX utility val
e This analyS|S used data from a plvotal Study (TROP|CS'02) to Eestpe?ir;sien r;x;t)e",d(?ri,n(])(;/;r.all survival; PFS, progression-free survival; PRO, patient-reported outcome; R, randomized; RECIST, Response Evaluation . Survival plots showed that patients treated with SG remained in the TOX and TWiST states longer ” | utiiity value | | | utiiity vaiue | |
] . . Threshold utility analysis was performed to assess the impact of assumptions regarding health state utilities on the between-treatment Q-TWIST comparisons.
ShOW that SG had a better Q-TW|ST Value than ChemOtherapy, than those treated with TPC (Flgure 2) REL, relapse; TOX, toxicity; TWIiST, Time without Symptoms of disease progression or toxicity of treatment.
AT : ; : ; T - « Although time spent with toxicity (grade = 3 TEAEs) was initially longer for SG vs TPC (Figure 2), this
indicating that SG improved both the duration and quality of Description of Q-TWiST Framework . o T >) . _
. Q . . P . . y S . . . . . . difference was not statistically significant and stabilized over time (Figure 3) « When Q-TWIiST was varied by follow-up time, the benefits of SG over TPC increased and then
survival in participants with HR+/HER2-— mBC « Q-TWIST is an established method to compare 2 treatments by incorporating benefit (survival) vs risk . . :
(toxicity) adjusted for QOL utilities (patient preferences)? . . . stabilized over time up to month 38 (Figure 5A)
Figure 2. Partitioned Survival Plots » Similar findings were observed with relative Q-TWiST gains; the clinically important difference threshold

* For this Q-TWIST analysis, we divided survival time into 3 health states:

— TOX: time with treatment-emergent adverse events (TEAES; grade = 3 TEAEs in the base case) SG base case analysis (grade 2 3 TEAEsS) o TPC base case analysis (grade = 3 TEAEsS)

was exceeded at 17 months with SG and remained above this threshold up to month 38 (Figure 5B)

-
o

before disease progression, death, or follow-up (whichever came first) > os s ox > . s o ] _ _ _ o ]
— REL: time from disease progression until death or end of follow-up (whichever came first) a0 O° a0 O° Figure 5. Q-TWIST Difference by Follow-Up Time (Sensitivity Analysis)
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