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BaCkground Table 2. Multivariate Analysis of Uterine Changes in Tamoxifen-treated Breast Cancer
Tamoxifen is widely used in treating hormone receptor-positive breast cancer. It is primarily metabolized by the CYP2D6 enzyme to yield Patients: Adjusted Hazard Ratios Before and After Propensity Score Matching (PSM)

active metabolites. However, CYP2D6 polymorphisms have been associated with a differential response to tamoxifen. In a clinical trial

involving an early dose escalation of tamoxifen in poor metabolizers, we found endoxifen concentration levels similar to those of patients ——
with extensive phenotype, and no long-term survival differences among CYP2D6 phenotypes. However, the impact of that dose algsis HRC(ElEoss) P HRA(ELD) P
escalation on side effect incidence was not addressed. -

All Patients PSM Paired

Uterine Changes
Copies of this poster obtained through Quick

M EthOdS Response (QR) Code are for personal use only and CYP2D6 (RM vs SM) 0.10 (0.02-0.47) 0.004 0.04 (0.00-0.36) 0.004
We analyzed the incidence of specific side effects - ISGCVOZ)Ot Zetzepfofhucedf\;/;’fhouttpefmISSIOH from Size (< 2 vs >2<5) 0.47 (011-2.02) 0311 030(0.06-157)  0.154
osteoarticular : h flash hen; : and the autnor oj this poster Grade (I vs I) 3.68 (0.2-67.39) 0.379 0.05 (0.00-2.25) 0.122
pain, hot flashes, asthenia, and uterine A
alterations - in 86 breast cancer patients, differentiated by i dsdall) | SReRARELE HSA e i
. . . Radiothe 0.83 (0.19-3.54 0797 0.24 (0.03-2.16 0.202
their CYP2D6 phenotype. In poor metabolizers, the tamoxifen g = o ! Dth rapY(Novsies) 050(004 582) " 087(007 “2) 0
— ) U4-). : . V/-11. & i
standard dose of 20 mg/day was escalated to 40 mg/day and = 8 o S ( ) ( :
. =i Nodal (NO vs N#£0) 0.77 (0.19-3.09) 0.714 0.66 (0.12-3.61) 0.628
60 mg/day for 4 months each, and then treated with 20 % o
mg/day until completing the treatment. 0 S | HR:0.195(0.07-0.52)
—
2 2 p=0.001 The in bold is the reference f i
— . Zroup m oo0id 1S i€ reicrence 101 Comparison
i T Results
Breast Cancer Patients: Pre- and Post-Propensity Score Matching Outcomes (PSM) O e : : : : : :
o - phenotypes, with a lower HR for their presentation for rapid metabolizers in
AT et s 0 20 40 60 80 100 120 univariate (HR 0.195, 95% Cl 0.073 - 0.521, P = 0.001) or multivariate analysis
B e B “ gl et 5% , .098, 95% Cl 0.020 - 0.466, P = 0. . Fi . i
N P HR(@9%%) P N P HR(CI95%) P Eoll time (months) HR 0.098, 95% Cl 0.020 - 0.466, P =0.004) (Tables 1 and 2; Figure 1). Selection
-_— — ollow-up time (months . .
Osteoarticular Pain B P of a subgroup through Propensity Score Matching (21 vs 21) corroborated
o B HOD SRR sss 0 aem o0 POCREIOER e PTG s S these results. The spectrum of uterine changes and pathologies included
SM 30 15(50)  37.9 (29.0-46.8) Reference 20 10(50)  36.8 (26.8-46.8) Reference O e RM ] ] ] ] ]
U 5 endometrial hyperplasia, polyps, adenocarcinoma, myometrial or endometrial
=% SM . . .
RM 46 22(47.8) 83.4(59.9-106.9) 1.26 (0.61-2.62) 19 10(52.6) 86.2(50.4-122.0) 1.04 (0.41-2.62) E e thICkenIng; and the presence Of mUItIple myomas-
: 333 . ;
SM 30 11(36.7) 43.4 (33.3-53.5) hase Reference e 20 9 (4)5) 39.2 (26.9-51.4) P Reference o q>) \O
N o < HR: 0.07 (0.01-0.54)
> p=0.011 @
RM 45 18(40) 742 (58.1-90.2) e 0.62 (0.31—1.24) . 17 8(47.1)  72.7 (45.8-99.6) . 0.58 (0.22-1.49) e ,,3 ; | CO“CIUS'O“S
SM 29 15(51.7) 32.7 (22.2-43.2) Reference 20 11(55.0) 30.9 (18.7-43.1) Reference e . . . - - -
s o = o j Our study indicates that an early increase in tamoxifen dose in
5 O : ! : :
RM 46 7(152) 113.7 (94.7-132.8) 0.195 (0.07-0.52) 19 1(53)  87.9(82.1-93.7) 0.07 (0.01-0.54) O R ) —— POOr metabolizer patlents aCCOrdlng to CYP2D6 pOIVmOrphlsmS
0.000 0.001 0.001 0.011
SM 29 13 (44.8) 55.3 (38.9-71.8) Reference 19 9(47.4)  42.4(33.3-51.4) Reference < T may Slgnlflcantly affect the |nC|dence Of Uterlne Changes, bUt
) 4 . : .
v v o =w = W not the incidence of osteoarticular pain, hot flashes, or
Follow-up time (months) asthenia.

Figure 1. Impact of CYP2D6 Phenotype on the Incidence of Uterine Changes in Tamoxifen-treated Breast
Cancer Patients Over Time. A) All Patients. B) Propensity Score Matched (PSM) Patients Corresponding author: Isabel Blancas; iblancas@ugr.es



