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Desmoplakin, DSP, is a potential tumour suppressive protein in human breast cancer () EREAST CANGER
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Introduction Desmoplakin (DSP), a key desmosomal plaque protein, plays transcript levels were quantified using quantitative PCR (qPCR) wit el T m HER? positive § 10 | T positiv | L
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a critical role in cell adhesion. While its loss has been observed in high- gene-specific primers. Expression levels were normalized with GAPDH 4 - + =
. . e g . . ; fi : %X 200+ s L @
grade breast tumours, its full prognostic significance remains unclear. This and fully analysed against the clinical and pathological factors and the 5 B ]
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study investigates the clinical impact of DSP expression in breast cancer. long term clinical outcome of the patients.. Whereappropriate, the : : -
Methods DSP transcript levels were quantitatively analyzed in a clinical prognostic significance was conducted using Kaplan-Meier model and " & &
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breast cancer cohort (n=151) with 10-year follow-up. Associations with Bayes analyses. \x&f &&" & & Time (Months) Time (Months)
cl !nlcopathologlca.l factors and survival outco'mes (Overall Syrvwal, 0sS; Figure 2. DSP transcript expression in HER2- Figure 3. DSP transcript expression in ER- | ANOVA | | | - ANOVA | |
Disease-Free Survival, DFS) were assessed using Kaplan-Meier, Cox “ negative and HER2-positive breast tumours. negative and ER-positive tumours. ER-positive seeenGowps | gom T s s ool oo SeeenGros 2vsE T 2ise Tams o 199
regression, and Bayesian analyses. Results DSP expression showed strong Although HER2-positive tumours showed a tumours showed a trend toward lower DSP roal sz 1 Toal R —
. . o - . . . - . . . a. Bayes factor: JZS method, testing model vs. null model. a. Bayes factor: JZS method, testing model vs. null model.
prognostic value in breast cancer. Tumours from patients who deve|oped The most SIgnlflcant flndlng was that the expreSS|on|eve|S of DSP is linked trend toward lower DSP expression, the expression, but the difference was not
breast cancer related events displayed significantly reduced DSP levels to the clinical outcome of the patients. Breast tumours which developed ?'ffgrgg‘;)e was not statistically significant statistically significant (p=0.1583). Figure 4. Overall survival by DSP expression. Figure 5. Disease free survival by DSP
compared with disease-free patients (p=0.0063). The reduction was most breast cancer related events exhibited a significant reduction of DSP i Kaplan—Meier curves show significantly expression. Kaplan-Meier curves show
) ] o o ] ) expression when comoared with tumours from those who remained better overall survival in patients with high significantly better disease free | survival in
evident in ER-positive and HER2-positive tumours. ngh DSP expression i P P . . DSP expression compared with low patients with high DSP expression compared
was associated with favourable overall survival (AUC=0.241; HR=0.063, disease free (p=0.0063). The reduction of DSP was seen profoundly in ER In this study, we provide clear evidence that desmoplakin (DSP), a core expression (p < 0.001; Bayes factor = with low expression (p =0.006; Bayes factor =
95% Cl 0.008-0.477; p=0.007) and remained independently significant positive tumours and HER2 positive tumours (p=0.061 and 0.1583, component of the desmosomal adhesion complex, plays an important 192.107). 14.996).
across molecular subtypes. DSP also predicted improved disease-free respectively ). Survival analysis |n.d|cated tha'F DSP expression is a prognostic role in human breast cancer. Although earlier work suggested ““mmm e
survival (p=0.006). Conclusion Desmoplakin is a favourable prognostic favourable factor for overall SUFVI:/8| (>05) with an AUC at 0.241 (p<0.0001) | | that loss of DSP may accompany high-grade breast tumours (Davies et al., T T - 0.005.0.438
marker for overall and disease-free survival in breast cancer and shows and hazard ratio (HR) at0.063 (95% confidence internal 0.008-0.477, 1999), its broader clinical relevance has remained poorly defined. By R E Ee— T R 0.556.10.530
predictive value for chemotherapy response, with its significance largely p=0.007 by Cox regression), a connection supported by an impressive analysing DSP expression in a well-characterised breast cancer cohort with P I I R B E— 0.869.17 756
independent of molecular subtype. Bayes factor (192.1). The connection with OS was observed across the a ten-year follow-up, our findings demonstrate that reduced DSP o e T e e 205 457
molecular subtypes and when the molecular subtypes and hormone expression is significantly associated with adverse clinical outcomes, ' ' ' ' ' B
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d . receptor status were considered, DSP remained asignificant OS indicator in including distant metastasis, local recurrence, and breast cancer—related
Introduction ar - foni PR : , : HER3  -0.037 0.627 0.003 0.953  0.964 0.282-3.293
multivariant analysis. Very similarly, DSP expression is also a favourable mortality. These results support the concept that disruption of ' ' ' ' ' : :
Desmoplakin (DSP) is a membrane subcoat plaque protein, primary co- indicator for disease free survival (DSF) (p=0.006), againseen in most desmosomal integrity contributes to tumour aggressiveness and SE | =l | Bge | oozl | Blezs | 062 0.148-3.142
located within the desmosomes, which are membrane structuresfound in subtypes. metastatic potential. AR -0.428 0.694 0381 0.537  0.652 0.167-2.537
tissues such as skin and muscles. Known DSP interactive proteins include DSP expression emerged as a strong predictor of both overall survival (OS) Table 1. Multivariate analysis of overall survival in breast cancer patients. Cox regression

evaluating the independent effects of DSP and key clinicopathological markers on overall
survival. DSP remained a significant protective factor (HR = 0.049, p = 0.007).

desomosome cadherin desmogleins (DSG)and desmocollins
(DSC).Although an early indication of a possible loss of the DSP protein,
particularly in high grade tumours in human breast cancer was reported

and disease-free survival (DFS). The pronounced hazard ratio for OS and
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(Davies et al1999), the impact of DSP on the clinical course and prognosis G across molecular subtypes and remained significant after adjusting for 462 1552 8857 0003 001 0-0.207
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_ ) i _ Figure 1. Differential expression of DSP transcript in disease-free patients and patients Desmoplakin exhibits characteristics as a favourable prognostic indicator HER4
Breast cancer tissue samples from a Cardiff patient cohort with a 10- with breast cancer—related events. DSP expression was significantly reduced in patients for patient overall and disease free survival in breast cancer patients. The AR -1.83 0876 4361 0.037  0.16 0.029-0.894

year clinical follow-up were analysed. Total RNA was extracted and DSP with cancer-related recurrence, metastasis, or mortality (p =0.0063). connection, which is less influenced by the molecular subtypes, also has Table 2. Multivariate analysis of disease free survival in breast cancer patients. Cox regression

value in predicting the chemotherapeutic response of the patients. evaluating the independent effects of DSP and key clinicopathological markers on disease free
survival. DSP remained a significant protective factor (HR = 0.01, p = 0.003).
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