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RESUMEN

El cAncer de mama triple negativo (CMTN) es una enfermedad heterogénea y retrasar
el inicio de la quimioterapia adyuvante (TTC) estd asociado a un mayor riesgo en la
supervivencia libre de recurrencia a distancia (SLRD). El estudio tuvo como objetivo
desarrollar un modelo prondstico para evaluar los efectos del retraso de TTC. Se incluyeron
687 pacientes con CMTN del Instituto Nacional de Enfermedades Neoplasicas. La base de
datos se dividio en un conjunto de descubrimiento (n=344) y un conjunto de validacion
(n=343). Los modelos prondsticos se basaron en analisis de regresion de Cox univariado y
multivariado, utilizando caracteristicas clinico-patologicas significativas. El andlisis del
patron de efecto del tratamiento de subpoblacion (STEPP) ayudd a determinar puntos de
corte prondsticos para estratificar subgrupos de CMTN por riesgo, estimando diferencias en
SLRD a 10 afios seglin el TTC. En el analisis univariado, pacientes de >70 afios (HR=4.65;
1C-95%=2.32-9.34; p=0.001), y en estadios pT3-T4 (HR=3.28; I1C-95%=1.57-6.83; p=0.002)
y pN2-N3 (HR=3.00; 1C-95%=1.90-4.76; p<0.001) mostraron mayor riesgo. STEPP definid
dos modelos: N°01 (bajo=0-31, intermedio=32-64, alto=65-100) y N°02 (bajo=0-26,
intermedio=27-55, alto=56-100) segun el grupo de riesgo. Los graficos de Kaplan-Meier
mostraron una reduccion del 17.5% en SLRD a 10 afios con TTC>30 dias, especialmente en
el subgrupo de alto riesgo (disminucion del 53,3%). En conclusién, el Modelo N°02 destaco
el aumento del riesgo de recaida en pacientes de >70 afios caracterizados por pT3/T4 and

pPN2/N3, enfatizando la importancia del tratamiento adyuvante oportuno en estos pacientes.
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ABSTRACT

SUBPOPULATION TREATMENT EFFECT PATTERN PLOT
ANALYSIS: APROGNOSTIC MODEL FOR DISTANT
RECURRENCE-FREE SURVIVAL TO ESTIMATE
DELAYED ADJUVANT CHEMOTHERAPY INITIATION
EFFECT IN TRIPLE-NEGATIVE BREAST CANCER

Triple-negative breast cancer (TNBC) is a heterogeneous disease and delaying
adjuvant chemotherapy (TTC) is linked to increased distant recurrence-free survival (DRFS)
risk. Our study aimed to develop a prognostic model to estimate delayed TTC effects. We
analyzed 687 TNBC patients from the Instituto Nacional de Enfermedades Neoplasicas.
Database was divided into a discovery set (n=344) and a validation set (n=343). Prognostic
models for DRFS were based on proportional hazard ratios from significant
clinicopathological characteristics as result from univariate and multivariate Cox regression
analysis. Subpopulation treatment effect pattern plot (STEPP) analysis determined the best
prognostic cut-off points for stratifying TNBC subgroups by risk scores, estimating Kaplan-
Meier differences in 10-year DRFS comparing TTC (<30 vs. >30 days). In univariate
analysis, patients aged >70 years (HR=4.65; 95%CI=2.32-9.34; p=0.001), at stages pT3-T4
(HR=3.28; 95%CI=1.57-6.83; p=0.002), and pN2-N3 (HR=3.00; 95%CI=1.90-4.76;
p<0.001) were notably associated with higher risk. STEPP analysis defined for Model N°01:
low (score: 0-31), intermediate (score: 32-64), and high-risk (score: 65-100) cohorts;
meanwhile, Model N°02: low (score: 0-26), intermediate (score: 27-55), and high (score:
56-100). Kaplan-Meier plots showed that in the discovery set, patients with TTC>30 days
experienced a 17.5% decrease in 10-year DRFS, with a more remarkable impact in the high-

risk subgroup (53.3% decrease). Similar results were found in the validation set. In



conclusion, we found Model N°02 indicated delayed TTC increased relapse risk in patients
>70 years, characterized by pT3/T4 and pN2/N3. Thus, timely adjuvant treatment is crucial
for high-risk TNBC patients.
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