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BACKGROUND RESULTS STUDY LIMITATIONS

e The use of proton pump inhibitors (PPl) among cancer patients (pts) is quite frequent [1,2].

- . | . . . 1. Study Development 3. Effect of concomitant PPI on efficac - -
e Palbociclib (PAL) is an oral, cyclin-dependent kinase 4 and 6 inhibitor recommended under fed conditions [3]. PAL y P y 1. This is a non pre-planned analysis form PARSIFAL study.
showed a reduced solubility when gastric pH is > 4.5, a level commonly achieved by PPI [3]. ¢ Enroliment for PARSIFAL study was carried out from July 30, 2015, to January 8, 2018, at 47 sites in 7 countries. 2. Although the protocol specified the administration of PAL with
. . . . . . . o The median follow-ub was 32 months. Kaplan-Meier curves of PFS between N-PPI and E-PPI or LT-PPI Kaplan-Meier curves of OS between N-PPI and E-PPI or LT-PPI _ _
e Observational retrospective studies on concomitant PPl with PAL or ribociblib demonstrated a shorter progression-free p P P food, PAL intake was not monitored.
- e Data cutoff was January 31, 2020, when the target number of PFS events (n = 256) was met. N NPl (nes2 el (325 N L _
Sl (M) ameig () USErs el MeUsss 1. | | S100- Ceomay 100 75 e 100 syl 100 TP (1201 3. The indication for PPI use may have influenced the results of
e |n the randomized, phase 2 PARSIFAL trial, PAL plus fulvestrant demonstrated no improvement in PFS and overall survi- * HZ2-antagonists were recommended as an alternative of PPls. s . g . g . _ _ _
S 3 3 g our study, particularly regarding the OS (elderly patients and
val (OS) versus PAL plus letrozole as frontline treatment in hormone receptor (HR)+/human epidermal growth factor re- 8 50 £ 50 £ 50 £ 50
_Ig Median PFS in months é Median PFS in months E 3-year OS% g 3-year OS% WOFSt PS at base“ne)
ceptor 2 (HER2)- advanced breast cancer (ABC) pts [5]. 2. Patient Characteristics at Baseline B | e s e 2T o0 B e 8 | Eotm 005 tsomor 770 8 %] Urioer s (o 1557551
g o | Adiusted HR: 1.5 (95% CI, 1.1-2.2), p=0.024 E o) Adiusted HR: 1.4 (95% C, 1-1.9), p= 0.035 o] Adiusted HR: 2.2 (95% Cl, 1.3-3.7), p=0.003 0 Adiusted HR: 2.1 (95% CI, 1.4-3.4), p=0.001 4 The IaCk Of pharmaC0k|net|C data prevented us from fu”y con-
* 0 6 12 18 24 30 36 42 48 54 0 6 12 18 24 30 36 42 48 54 0 6 12 18 24 30 36 42 48 54 0 6 12 18 24 30 36 42 48 54 ]
Time from randomization (months) Time from randomization (months) Time from randomization (months) Time from randomization (months) . . .
O BJ ECTIVE Characteristic _ _ _ _ PPl users PPl users Patients at risk, (%) Patients at risk, n(%) Patients at risk, n(%) Patients at risk, n(%)
(n=486) (n=323) (n=161) (n=64) (n=91) (n=56) 325 280 237 193 168 118 68 28 8 0 325 280 237 193 168 118 68 28 8 0 325 313 202 268 250 197 128 54 12 0 325 313 202 268 250 197 128 54 12 O -
(100) (86) (73) (59) (52) (36) (21) (9 (2 (0) (100) (86) (73) (89) (52) (36) (21) (9 (2) (0) (100) (96) (90) (82) (77) (61) (39) (17) (4)  (0) (100) (96) (90) (82) (77) (61) (39) (17) (4)  (0) t| on.
00) (50) (69) (82 (38) (@3 (g) (;) (8) (19010) (573‘11) (gi) (g?) (ﬂ) é‘é) (1 ;) (S) (1 ) (8) (16040) (559?) (gg) (‘712) (gg) (gg) (;g) (g) (;) (8) (19010) (8‘2‘) (5732) (32) (g;) (jg) é;) (1 ;) é) (8)
_ _ _ _ _ Age, years, median (range) 63 (25-90) 60 (25-90) 66 (34-88) 67.5 (34-88) 68 (34-88) 62 (41-85) (100) (80) (69 (52) (39) (23 )
e To assess the impact of PPl on PAL efficacy and safety in pts included in the PARSIFAL study. vl ) e A 0\ . Do
Race e Abbreviations: 95% CI, 95% of confidence interval; E-PPI, early PPl users; HR, hazard ratio; LT-PPI, long-term PPI users; n, number of patients; N-PPI, PPl nave; OS, overall survival;, PFS, progres-
White 461 (94.9) 306 (94.2) 155 (96.3) 64 (100) 91 (100) 50 (89.3) sion-free survival; PPI, proton pump inhibitors
Others 25 (5.1) 19 (5.8) 6 (3.7) 0 0 6 (10.7) . )
STU DY DES'GN P value _ of 0.273 0.269 0.134 0.016 Landmark analysis of PFS at 3, 6, 12, 18, 24, and 30 months Landmark analysis of OS at 3, 6, 12, 18, 24 and 30 months CONCLUS'ONS
ECOG performance status in N-PPI and PPl users in N-PPI and PPl users
0 275 (56.6) 195 (60.0) 80 (49.7) 22 (34.4) 39 (42.9) 35 (62.5)
Post-hoc exploratory analysis including all pts in the intention-to-treat (ITT) set of the PARSIFAL study 1 187 (38.5) 120 (36.9) 67 (41.6) 36 (56.2) 42 (46.2) 17 (30.4) _ . . _
2 24 (4.9) 10 (3.1) 14 (8.7) 6 (9.4) 10 (11.0) 4(7.1) Landmark PFS events n 1-year PFS rate (%) Adjusted HR Landmark Deaths n 1-year OS rate (%) Adjusted HR 1- Early and SUStalned Coadm|n|3trat|0n Of PPI Wlth PAI— and en-
(ClinicalTrials.gov identifier: NCT02491983). P value - rof 0.009 <0.001 <0.001 0.35 crabsie 2% et 7 orabsie 2% et 7 _ _ _ _ |
et Menopausal status Overall 256 (52.7%) 486 78.7% (746 - 2.1 Overall 102 01%) 485 945 (92962 docrine therapy were associated with lower efficacy, hematologi-
o one . . uivestran Premenopausal 37 (7.6) 29 (8.9) 8 (5.0) 3(4.7) 3 (3.3) 5(8.9) PPl users at 3 mo. of PPl users at 3 mo. ref. ey - : :
Key eleglblllty criteria HD 500 mg IM* Postmenopausal 449 (92.4) 206 (91.1) 153 (95.0) 61 (95.3) 88 (96.7) 51 (91.1) No 1o (552.3/@ 369 77.4(72.7 - 81.4) 8 (1.02-193) 0039 No 72093% 374 95302697 , 212 (134-3.33) 0.001 cal toxicities, and dose modifications. Despite the post-hoc nature
N =243 + P value : ref 0.172 0.38 0.119 0.899 e o8 TesEdTe - o SO g NPT -
>» - ' ' ' ' ' PPl users at 6 mo. e PPl users at 6 mo. ref. of the study, these findings suggest pharmacokinetic interactions
 HR[+]/HERZ2[-] ABC Palbociclib Duration of palbociclib treatment, months, median (IQR) 25.1(12.1-33.9) 25.5(12.2-34.6) 24.6 (11.8-33.8) 20.4 (9-28.6)  20(9.5-31.2) 31.4(24.4-40.4) No 164 (48.5%) 338 74.5(69.4 - 78.9) . 157 (0.87-1.04) 0.071 No 70(18.9%) 371 93(89.9-952) - 202 (128-3.19) 0.002
: - 43 (55.1% 71 (59.4 - 79.9 R ' Y 32 (34% 94 87 (78.3-92.4
° Postmenopausal or premenopausal women 125 mg/day PO (3W ON/1W OFF) ProgreSS|Ve d|Sease P value _ . . . . _ - ref. 0.654 0.015 0.014 0.002 pp|1e:ers £12 mo. ( ) T8 ( ) 0PI uessers 12 mo. ( ) ( ) f between PPI and F)AL Capsules
| . - capsule (PD) Hormone therapy administered in combination with palbociclib No 120 (42.9%) 280  76.4 (70.9 - 81) _ :ezg 109217 0032 No 65 (19.4%) 335 93.5(90.2 - 95.7) i ;0-6 (1.26-338) 0.004 | | | | |
 No prior therapy for advanced disease . UssassEble el Fulvestrant 243 (50.0) 153 (47.1) 90 (55.9) 35 (54.7) 53 (58.2) 30 (53.6) Yes 37 (48.7%) 76 649 (52.8 - 74.6) T = Yes 37 (37%) 100 87.4(78.8 - 92.6) 2. Further confirmatory studies including the tablet formulation of
. ‘g P Letrozole 243 (50.0) 172 (52.9) 71 (44.1) 29 (45.3) 38 (41.8) 26 (46.4) PPl users at 18 mo. PPl users at 18 mo. ‘
* Endocrine-sensitive criteria: — . ref. o _ ref. : : : : :
N = 486~ Letrozole Death P value ) of 0.083 0.329 0.078 0.67 No :(1) (2113.20//0) 225  75.3 (68.9 - 80.5) _ 112 (0.69-1.83) 0.635 $° 2: (22;’) ?gg 895357;95061— ;6; = 1.87 (1.06-3.31) 0.03 PAL, which is expected to assure its optimal absorption, are
o Relapse >12 months from the end of N = 243 2.5 mg/day PO Consent withdrawal Relative dose intensity of palbociclib e IR e e et ety oot atzamon SBeTI f
— + _ ' ref. ' ret.
. _ - %, median (IQR) 93.7 (85.6-98.4) 93.6 (85.1-98.3) 93.7 (86.9-98.7) 93.5(83.7-98.4) 94.2(87.3-99) 94.3 (87-98.5) No 51(27%) 189 73.2 (65.2 - 79.6) ) No 63 (23.2%) 271 91.5(86.9 - 94.5) . needed.
endocrine therapy; or > Palbociclib P value _ ref. 0.39 0.815 0.212 0.212 Yes 15(23.8%) 63  67.7 (50.7 - 79.9) - 1170 64=211) 061 Yes 39 (41.1%) 95  85(73.3-91.8) - 100857522 0.1%5
= h 125 ma/dav PO (3w ON/1w OFF - - - PPl users at 30 mo. PPI users at 30 mo.
o de novo metastatic disease g/day PO ( ) Relative dose intensity of fulvestrant, n 243 153 90 35 53 30 - 25(16.8%) 133 756 (65 - 834) ref. - 63 297%) 212 854 (6193 :e: I
capsule %, median (IQR) 99.2 (97.3-100) 99.2 (96.8-100) 99.2 (98.3-100) 99 (98.1-100)  99.8 (98.5-100) 98.8 (98.3-99.8) Yes 6(13.3%) 45 79.5(59.2 - 90.4) y 099 (0:9772.36) 0.883 Yes 30 (557%) 70 89.3(75.9 - 95.4) " ST
P value - ref. 0.185 0.401 0.316 0.243 040050 067 10 15 20 2530 025033 050 067 10 15 202530
e *:Days 1, 15, 29 and once monthly thereafter; "Randomization: type of disease (de novo, metastatic or recurrent) and presence or absence of visceral involvement Relative dose intensity of letrozole, n 243 172 71 29 38 26 Favors PP users Disfavors PPl users Favors PPI users Disfavors PP users
P value - ref. 0.709 0.948 0.271 0.271 e Abbreviations: 95% CI, 95% of confidence interval; HR, hazard ratio; n, number of patients; N-PPI, PPl naive; OS, overall survival; PFS, progression-free survival; PPI, proton pump inhibitors ; ref, refe-
Type of disease rence category.
M ETH O D S De novo 198 (40.7) 130 (40.0) 68 (42.2) 25 (39.1) 36 (39.6) 27 (48.2) 1] Rui P, et al. National Ambulatory Medical Care Survey: 2015 State and National Summary
Recurrent 288 (59.3) 195 (60.0 93 (57.8 39 (60.9) 55 (60.4) 29 (51.8) o o o o : _ Avai : : cde. _
Data Source o " : : : namcs_web tables.pdf.
5ease S1e e Grade =23 hematological AEs occurred in 71.7% (233 of 325 pts) of N-PPIl compared with 57.8% (37 of 64 pts; P=0.021) of E-PPI and 54.9% (50 2] Centers for Medicare and Medicaid Services. Medicare Provider Utilization and Payment
« Review of concomitant medication records to identify pts with PPI prescription. Pts were divided based on PPI coadministration: Visceral 233 (41.9) 161(49.5) 72 (44.7) 30 (46.9) 47(51.6) 2137.5) . . -
Nonvisceral 253 (52.1) 164 (50.5) 89 (55.3) 34 (53.1) 44 (48.4) 35 (62.5) of 91 pts; p=0_003) of LT-PPI. Data: pt D Prescriber Cy 2015. Available at: https://www.cms.gov/Research-Statistics-Da-
PPl naive (N-PPI): no PPl administration over the whole study treatment P value : ref. 0.366 0.8 0.813 0.128 _ _ _ . _ . ta-and-Systems/Sta-
o < it 21 PP o . i A baced roq Number of disease sites e Dose reductions and delays due to hematological AEs were reported in 70.8% (230 of 325 pts) of N-PP| compared with 56.3% (36 of 64 pts; tistics-Trends-and-Reports/Medicare-Provider-Charge-Data/PartD2015.htmi.
users: pts with = received over the entire -based regimen <3 274 (56.4) 189 (58.2) 85 (52.8) 30 (46.9) 43 (47.3) 34 (60.7) _ o o _ o
o . - S Gl 48 (52.7) 2 (39.9) P=0.018) of E-PPIl and 52.7% (48 of 91 pts; P=0.002) of LT-PPI. 3] Sun W, et al. Clin Pharmacol Drug Dev 2017; 6:614-626.
Y v Y P value - ref. 0.306 0.127 0.083 0.581 e At 3 months, 45.8% (149 of 325 pts) of N-PPI required a dose reduction or delay due to hematological AEs compared with 39.1% (25 of 64 pts; [4] Del Re M, et al. ESMO Open 2021; 6:1-6.
Previous treatment with PPI 5] Llombart-Cussac A, et al. JAMA Oncol 2021; 7:1791-1799.
Early PPI users (E-PPI) Long-term PPl users (LT-PPI) Other PPl users NG 407 (83.7) 320 (98.5) 87 (54) 5 (7.8) 33 (36.3) 52 (92.9) P=0.42) of E-PPI.
Pts receiving PPI since the Pts who received PPI over the PPl users defined as Yes 79 (16.3) 5(1.5) 74 (46) 59 (92.2) 58 (63.7) 4 (7.1) . .
PAL-based treatment initiation ~ entire or = 2/3 of the treatment with PAL  neither E-PPI nor LT-PPI P value : ref. <0.001 <0.001 <0.001 0.076 Hematological AEs in N-PP1 and PPI users Hematological AEs at 3 months in N-PPl and E-PPI
Duration of previous therapy, n 79 5 74 59 58 4
Outcomes Months, median (IQR) 8.5(1.4-469) 21(1.1-24) 88(1.6-49.7) 9.1(1.6-53.9) 9.2(1.4-58.2) 5.4 (3.8-17.5) 100- b = 0.003 p = 0.001 p = 0.002 100- AC KN OWLE D G M E NTS
| P value - ref. 0.255 0.271 0.258 0.286 p=0021 p=0006 p=0018
* Use of PPl was evaluated with respect to: Type of concomitant PPI g0 P=0016 p = 0.003 p = 0.005 80
- - ST o) | 130 (26.7 0 130 (80.7 54 (84.4 74 (81.3 44 (78.6 717 70.8 . _ — : :
I. Pts baseline characteristics; TEPREPABE (26.7) (80.7) (84.4) (81.3) (78.6) 70.8 N-PPI (n=325) he PARSIFAL trial team is extremely grateful to all the pts and
. fioat q _ c val (PFS Pantoprazole 33 (6.8) 0 33 (20.5) 6 (9.4) 19 (20.9) 13 (23.2) 50 61.5578 57 g 57.8 56 4 B PPl users (n=161) 50 . = 0.388 =042 N-PPI (n=325)
ii. Investigator-assessed progression-free surviva ; i - 54.9 2 54.75. 52 i p=0. — — : " :
g brog (PFS) Esomeprazole 24 (4.9) 0 24 (14.9) 4(6.2) 14(154) 0 (16.1) = R E-PPI (n=64) o - " E-PPI (n=64) their families. We gratefully acknowledge all the trial teams of the
iii. Investigator-assessed overall survival (OS); and ;ar:"praz‘l"e 131 ((02':)) 8 131 ((16'5)) 22‘3‘:; gg'gi 4 (2'1) 40- W LT-PPI (n=91) so. 39.1 30.1 30.1
. - . . . L . abeprazole - - - - articipating sites, the trial unit staff at MEDSIR (Study Sponsor),
iv. Safety and tolerability of PAL plus endocrine therapy by using Common Terminology Criteria for Adverse Events (CTCAE) version 4.0. Treatment duration with concomitant PPI, n 161 0 161 64 91 56 P P J ( y =P )
Months, median (IQR) 11 (0.9-52.2) 0 11 (0.9-52.2) 15.4(2.4-52.2) 18.1(9.1-52.2) 1.4 (0.3-27.3) 20+ 20 and Pfizer Ltd (Study Funder)_
StatiStiCS Time to PPI treatment start since randomization, n 161 0 161 64 91 56
Months, median (IQR) 1 (0-13.5) 0 1(0-13.5) 0 0(0-2.7) 16.5(5.2-29.6) 0 N 0
» The differences in Investigator-assessed PFS and OS between PPI users and N-PPI were evaluated by Cox regression with age, Eas- (%o’b,b Q{\\(b @zz? Q\c@(b Q&’b @Qz?
. N R 7P Q" O oY R P 2 Scan here to view a PDF of this poster. Copies of thi ter obtained
tern Cooperative Oncology Group (ECOG) performance status, type of disease, visceral involvement, and number of metastatic sites 6"5\0@6@ @o}“ @ 0«° Q\OV »® F Q)&‘ 6e7’ O@ Q\o\? _ VIew S P - VOPISS OIS poster tblaine
A iations: ECOG. E C Ve Oncol _ . . f. . . _  ref ref _ Q& o) < Q{b L S° S & X @ > ° through Quick Response (QR) Code are for personal use only and may
factors. The immortal time bias and misclassification for the analvsis of ITT were addressed bv landmark analvses e Abbreviations: , Eastern Cooperative Oncology Group; IQR, interquartile range, defined as percentile 25 and percentile 75; n, number; ref, reference category; PPI, &2 & & Q &2 S) \)o@ aS | o
as factors. y y ySes. oroton pump inhibitors ¥ @b (066‘ ¥ S L not be reproduced without permission from SABCS® and the author of
o :
» The differences in adverse events (AEs) between PPl users and N-PP| were assessed with adjusted logistic regression models. For o NOTE: Data presented as No. (%) unless otherwise noted o Q}Q;\O*\ o ((&0@\00 this poster.
. . . — S &
all endpoints two-sided P values with an alpha <0.05 level of significance were used. This presentation is the intellectual property of the author/presenter. Contact them at

 Abbreviations: AEs, adverse events; E-PPI, early PPI users; LT-PPI, long-term PPI users; N-PPI, PPI nave; PPI, proton pump inhibitors serena.dicosimo@istitutotumori.mi.it for permission to reprint and/or distribute.



