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Studie A: Glukokortikoid og recidiv 



Glukokortikoider 

Anti-inflammatorisk  

Immunsupprimerende 

 
• Systemisk: piller og injektioner 
• Inhalationspræperater 
• Skum og suppositorier til brug i tarmen 

Rutz HP et al Cancer Biol Ther (2004) 

Rutz HP et al Cancer (2005)  

Zhang C et al Int J Oncol (2006) 

Ferrand N et al Biochem J (2012) 
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The Danish 

Breast 

Cancer 

Cooperative 

Group 

(DBCG) 

CPR 

Stage I-III operable  

breast cancer 

 

≥18 years old 

 

Tumor and patient  

characteristics 

 

10 year follow-up 

incl. recurrence 

ATC codes 

• glucocorticoids 

• confounding drugs 

1996-2003 

The Danish  

National 

Prescription 

Registry 

(DNPreR)  

 

The Danish  

National  

Patient  

Registry 

(DNRP) 

ICD-codes  

potential confounding diseases 

N=18,251 



Resultater 
 Unadjusted§  HR (95% CI) 

 

Adjusted§*  HR (95% CI) 

 

Systemic GC 1.1 (0.9,1.3)  1.1 (0.9,1.3)  

Inhaled GC 0.9 (0.7,1.0)  0.9 (0.7,1.0)  

Intestinal GC 1.0 (0.9,1.2)  1.0 (0.8,1.2)  

 Chemotherapy No chemotherapy  Chemotherapy No chemotherapy  

Systemic GC 1.1 (0.9, 1.4) 1.0 (0.9, 1.2) 1.1 (0.9, 1.4) 1.0 (0.8, 1.2) 

Inhaled GC 0.9 (0.6, 1.2) 0.9 (0.7, 1.1) 0.9 (0.6, 1.3) 0.8 (0.7, 1.0) 

Intestinal GC  0.9 (0.7, 1.2) 1.1 (0.9, 1.3) 0.9 (0.6, 1.2) 1.0 (0.8, 1.3) 

 ER positive ER negative ER positive ER negative 

Systemic GC 1.1 (0.9,1.3) 1.1(0.8,1.4) 1.1(0.9,1.3) 1.0(0.8,1.4) 

Inhaled GC 0.9 (0.7,1.1) 0.8(0.6,1.2) 0.8(0.7,1.0) 1.0(0.7,1.4) 

Intestinal GC 1.0 (0.8,1.2) 1.0(0.7,1.4) 1.0(0.8,1.2) 1.0(0.7,1.4) 

Prednisolone-equivalent dose**     

 1-999 mg 0.9 (0.8, 1.0)  0.9 (0.8, 1.1)  

 1000-4999 mg 0.9 (0.8, 1.1)  0.8 (0.7, 1.0)  

 ≥5000 mg 1.0 (0.7, 1.5)  0.9 (0.6, 1.4)  

Cumulative increase in duration of GC  

exposure over a 10-year period ^ 

 

1.0 (0.9, 1.0) 

  

1.1 (0.9, 1.3) 

 

 



Studie B: Autoimmune sygdomme og recidiv 



The Danish 

National 

Patient 

Registry 

(DNRP) 

1977+1995 

 

 

The Danish 

Breast 

Cancer 

Cooperative 

Group 

(DBCG)  
 
 

CPR 

Stage I-III operable  

breast cancer 

 

≥18 years old 

 

Tumor and patient  

characteristics 

 

10 year follow-up and  

incl. recurrence 

ICD–codes of 

• 30 Autoimmune diseases 

• modified Charlson 

Comorbidity Index 

1980-2007 

N=78,095 



Kohorten 
 
78,095 kvinder 
 
Median alder 61 (19-102) 
 
13,545 (17%) fik recidiv 
 
6,716 (9%) med autoimmune sygdom 



Adjusted Hazard Ratio 

 0.96 (0.89, 1.04) 

 

alder, stadie, kemo, kirurgi, menopausestatus, CCI 

competing-risk-of-death model 

Crude Hazard Ratio 

 0.83 (0.77, 0.89)  



                                          N         HR
adjusted

 (95% CI) 

Benigne blodsygdomme   69  0.96 (0.89, 1.04) 

  

 

Mave-tarmsygdomme   872  0.87 (0.70, 1.07) 

 

 

Hudsygdomme     399  0.92 (0.71, 1.24) 

 

 

Bindevævssygdomme   2,369 1.11 (0.98, 1.25) 

 

 

Endokrine sygdomme          2,704 0.98 (0.87, 1.10) 

 

 

CNS/neuromuskulære sygd.   297  0.56 (0.40, 0.78) 

  

Kategorier 



Høj validitet og  stor kohorte 
 
Misklassifikation af exposure 
 Under-estimering (ikke registreret i LPR) 
 Under-diagnosticering (ukarakteristiske sympt) 
 
Forskellig ætiologi af de individuelle sygdomme 
 
Detection bias/diagnostic neglect 
 MS kan have aggressivt forløb 
 Recidiv kunne blive overset 
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Studie C: Alder og lymfeknudestatus 



Alder ≤70 havde faldende risiko for positive 
lymfeknude med stigende alder 
 
Alder >70  havde stigende risiko for positiv 
lymfeknude med stigende alder  
 
Immunosenescense? 

Wildiers H et al. J Clin Oncol (2009) 

Voogd AC et al. J Clin Oncol (2009) 

Mamounas EP et al. J Clin Oncol (2009) 



The Danish 

National 

Pathology 

Registry 

(DNPR) 

 

 

The Danish 

Breast 

Cancer 

Cooperative 

Group 

(DBCG)  
 
 

CPR 

Invasive breast cancer 

 

≥18 years old 

 

Lymph node status 

 

SNOMED codes of 

invasive breast cancer 

 

Lymph node status 

 

2000-2013 

N=62,393 



Alder og lymfeknudestatus 
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Konklusion 

 

Ingen konklusion om   

Immunosenescenceteorien  

 

Det belgiske studie kan heller ikke 

konkludere noget 

 Wildiers H et al. J Clin Oncol (2009) 

 Voogd AC et al. J Clin Oncol (2009) 

 Mamounas EP et al. J Clin Oncol (2009) 

 

Andre har forgæves forsøgt at 

reproducere resultaterne 

    Yu KD et al PLoS One (2010)  

 

 

http://www.google.dk/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=0CAcQjRw&url=http://breast-cancer.ca/histlgy/&ei=D_dVVaC6F-egyAO5kIC4Bw&bvm=bv.93564037,d.bGQ&psig=AFQjCNEEpFevM7jwH2l7cCl4w4RtQAbu3w&ust=1431783471988671




Aldrende befolkning 

  

Martin de Wisser, http://populationpyramid.net/denmark/ 

1950 2015 2100 
0% 0.8% 1.9% 

   ~4.3 millioner danskere            ~5.6 millioner danskere           ~ 7 millioner danskere  
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