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Association Between CYP2D6 Polymorphisms

and Outcomes Among Women With Early
Stage Breast Cancer Treated With Tamoxifen

Results Median follow-up was 6.3 years. At 9 years of follow-up, the recurrence rates
were 14.9% for extensive metabolizers, 20.9% for heterozygous extensive/intermediate
metabolizers, and 29.0% for poor metabolizers, and all-cause mortality rates were 16.7%,
18.0%, and 22.8% , respectively. Compared with extensive metabolizers, there was a sig-
nificantly increased risk of recurrence for heterozygous extensive/intermediate metabo-
lizers (time to recurrence adjusted hazard ratio [HR], 1.40; 95% confidence interval [Cl],
1.04-1.90) and for poor metabolizers (time to recurrence HR, 1.90; 95% Cl, 1.10-3.28).
Compared with extensive metabolizers, those with decreased CYP2D6 activity (hetero-
zygous extensive/intermediate and poor metabolism) had worse event-free survival (HR,
1.33; 95% CI, 1.06-1.68) and disease-free survival (HR, 1.29; 95% ClI, 1.03-1.61), but
there was no significant difference in overall survival (HR, 1.15; 95% CI, 0.88-1.51).

Conclusion Among women with breast cancer treated with tamoxifen, there was
an association between CYP2Dé6 variation and clinical outcomes, such that the pres-
ence of 2 functional CYP2Dé alleles was associated with better clinical outcomes and
the presence of nonfunctional or reduced-function alleles with worse outcomes.

Schroth et al., JAMA. 2009;302(13)
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Ca. 3,3 Milliarden Basenpaare
mit ca. 24.000 Genen und
ca. 16.000 splice Varianten
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10:15 15. A Genome-Wide Association Study in Patients Experiencing
Musculoskeletal Adverse Events on Aromatase Inhibitors as Adjuvant
Therapy in Early Breast Cancer Entered on NCIC CTG Trial MA.27. A
Pharmacogenetics Research Network-RIKEN Collaboration
Ingle J, Schaid D, Goss P, Mushiroda T, Chapman J-A, Kubo M, Jenkins G,
Batzler A, Liu M, Shepherd L, Ellis M, Flockhart D, Nakamura Y, Weinshilboum
R. Mayo Clinic, Rochester, MN; Harvard University, Boston, MA; RIKEN Center
for Genomic Medicine, Tokyo, Japan; NCIC Clinical Trials Group, Kingston, ON,
Canada; Washington University, St. Louis, MO; Indiana University, Indianapolis,
IN.






Prim ar kein Ansprechen

Grunde liegen im Tumor

Priméare Resistenz

Prim ares,
sichtbares Ansprechen

Entwicklung einer
echten Resistenz

Sekundare Resistenz
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Konnte die Hochregulation von Growth factor Pathway
zu einer Hypersensitivitat fir Ostrogen fihren?
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+Pertuzumab

+Pertuzumab + Trastuzumab

4

+Pertuzumab
Trastuzumab
+ Gefitinib
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" Eine Patientin erhielt keine Studienmedikation und wurde von der Analyse
ausgeschlossen

Mackey JR et al.: SABCS 2006, oral presentation # 3
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