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• PRECANCEROUS 
• PREMALIGNANT 
• PRECURSOR 
• PREINVASIVE 
• ATYPICAL HYPERPLASIA 

 
• INTRAEPITHELIAL CARCINOMA 
• CARCINOMA IN SITU (CIS) 

 
 
 
 



Fred Stewart 



1950 



           PRECANCEROUS LESIONS 
  
 “Personally, I do not think in terms of 

‘precancerousness’ […] I do not feel that I 
possess any exact information on where the 
stage of irreversibility begins. One thing is 
probable, and that is that it begins before 
the microscope can detect it. 

  Really, I do not know what “precancerous” 
means. 

 
                           F W Stewart (1950) 
 



HOW SHALL WE NAME THEM ? 
 
• PRECANCEROUS 
• PREMALIGNANT 
• PRECURSOR 
• PREINVASIVE 
• ATYPICAL HYPERPLASIA 

 
• INTRAEPITHELIAL CARCINOMA 
• CARCINOMA IN SITU (CIS) 

 
 
 
 





  “To my knowledge, the credit for the 
first clear description of ‘intraepithelial 
carcinoma’ as a precursor lesion of 
invasive cancer […] goes to an obscure 
gynecologist named Schauenstein from 
the city of Graz in Austria” 

 
                                         L.G. Koss (2007) 



  Schauenstein W. 
  Histologische Untersuchungen uber 
atypisches Plattenepithel an der Portio 
und an der Innerflache der Cervix 
uteri.  

                     Arch Gynak 1908; 85:576 



1912 

Carcinoma in situ 



ALBERT C. BRODERS 





 “Carcinoma in situ is a condition in 
which malignant cells or their progeny 
are found in or near positions occupied 
by their ancestors before the 
ancestors underwent malignant 
transformation” 

 
                            A. C. Broders (1932) 





ARTHUR T. HERTIG 



 
 

•It is coexistent with 
•It precedes 
•It is followed by 
•It resembles 

CIS INVASIVE 
CARCINOMA 

A. T. Hertig (1952) 



“ CIS is the preinvasive stage 
  of squamous cell carcinoma  
  of the cervix” 
 
               A. T. Hertig (1952) 





 “To call atypical lesions malignant and 
treat them as cancer is only to fog 
our own critical intellectual processes 
and to harm the patient by putting 
the fear of cancer permanently in her 
mind” 

 
                          J. L. McKelvey (1952) 



 “It would seem wise to drop the term 
CIS as it applies to the squamous 
epithelial lesions of the cervix” 

 
                         J. K. McKelvey (1952) 



                CARCINOMA IN SITU 
                  (CIS) 



GEORGE PAPANICOLAU 





“The term ‘carcinoma in situ’ or ‘intraepithelial carcinoma’ should be  
retained for the first group, whereas the second one should be 

 designated by a new term which would not necessarily suggest malignancy” 
 

                                                            G. Papanicolau (1949) 



 
In a recent discussion of this point, 
the term dysplasia was proposed to 
specify such cytologic changes as 
would be suggestive of, but not 
conclusive, for malignancy.” 
                  
                 George Papanicolaou (1949) 



WILLIAM OBER 



WILLIAM B. OBER 

• GHON BUT NOT FORGOTTEN 
 

• FRIEDRICK ZHAN: WHAT IS MY 
LINE? 
 

• EMIL ZUCKERKANDL AND HIS 
DELIGHTFUL LITTLE ORGAN 
 

• BOTTOMS UP !  
 



Pathol Annu 16 [Pt.1]: 1-13, 1981. 



GOLD MEDAL OF THE  
MECONIUM SOCIETY 



 CARCINOMA IN SITU 
 

        DYSPLASIA              



• CARCINOMA IN SITU 
 

• DYSPLASIA 
 
       Mild 
       Moderate 
       Severe 



RALPH RICHART 



 “We wish to propose, on the basis of the 
present data and other experimental 
evidence, that the continuous nature of the 
alterations leading to invasive squamous cell 
carcinoma be recognized and that the 
artificial terminologic distinction between 
dysplasia and CIS be abandoned” 

 
                               Richart & Barrow (1969) 



 “Thus,we propose the term ‘cervical 
intraepithelial neoplasia’, subclassified 
in class 1 through 3 based on the 
degree of differentiation, where class   
1 would correspond to mild dysplasia 
and class 3 to CIS” 

 
                        Richart & Barrow (1969) 



CERVICAL INTRAEPITHELIAL  
NEOPLASIA ( C.I.N.) 

 
CIN I 
CIN II 
CIN III 



I. It emphasizes the biological and 
clinical unity of the two apparently 
discrete conditions of dysplasia and 
carcinoma in situ 

Buckley, Butler & Fox (1992) 



II. It removes from the pathologist  
  the difficult and subjective task of 
differentiating between dysplasia  

  and carcinoma in situ 



  III. It allows for a unity of 
therapeutic approach and prevents the 
state of affairs where a diagnosis of 
CIS is regarded as a definite and 
often urgent indication for treatment 
whilst one of dysplasia, often 
differentiated from CIS on relatively 
flimsy and uncertain pathologic 
grounds, is either not treated 
adequately or ignored 



• DYSPLASIA – CIS 
• HYPERPLASIA – ATYPICAL H – CIS 
• INTRAEPITHELIAL NEOPLASIA 







J  AZZOPARDI 







“In the vast majority of cases,  
the distinction can be made and  
the clinician should be told as 
unequivocally as possible whether  
the pathologist considers that the 
lesion is benign or malignant”                               
                J Azzopardi (1979) 



“The problem of where to draw 

the dividing line is obviously an 

extremely difficult one, but no  

less important because of that.” 

                  J. Azzopardi (1979) 



“Names like “atypical hyperplasia” 
should be avoided as far as possible. 
[…] The writer believes that this is 
possible in the vast majority of 
cases with ductal disease.” 
                          J Azzopardi 









Usual hyperplasia 
Atypical hyperplasia 
Carcinoma in situ 
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RELATIVE RISK FOR SUBSEQUENT DEVELOPMENT  
OF INVASIVE CARCINOMA 

( THE CANCER COMMITTEE AF THE COLLEGE OF AMERICAN PATHOLOGISTS) 
 







DARRYL CARTER 
ROBERT E. FECHNER 
RICHARD L. KEMPSON 
DAVID L. PAGE 
PAUL P. ROSEN 



• HYPERPLASIA (H) 
• ATYPICAL HYPERPLASIA (AH)  
• CARCINOMA IN SITU (CIS) 











INTRAEPITHELIAL 
NEOPLASIA 

• CERVICAL (CIN) 
• ORAL (OIN) 
• PROSTATIC (PIN) 
• VULVAR (VIN) 
• PANCREATIC (PanIN) 



MAMMARY INTRAEPITHELIAL       
       NEOPLASIA (MIN) 





Rosai: 
       MAMMARY INTRAEPITHELIAL    
         NEOPLASIA (MIN) 
 
Tavassoli: 
        
       DUCTAL INTRAEPITHELIAL                          
         NEOPLASIA (DIN) 
        
       LOBULAR INTRAEPITHELIAL   
         NEOPLASIA (LIN) 



LYON,2003 WHO (LYON,2003) 



WHO (LYON,2003) 







EXPERTS 

ROSAI’S STUDY     SCHNITT’S STUDY 
 
D. Carter 
R.E. Fechner           R.E. Fechner 
R.L. Kempson           R.L. Kempson 
D.L. Page               D.L. Page 
P.P. Rosen 
                          S.J. Schnitt 
                          J.L. Connolly 
                          F.A. Tavassoli 



RESULTS 
 
 

ALL 6 AGREED     58% 
 

> 5  AGREED        71% 
 

> 4  AGREED        92% 
 
 









 







WHO (LYON, 2012) 



WHO (LYON,2003) WHO (LYON, 2012) 



WHO (LYON,2012) 



WHP (LYON,2012) 



 “Some members of the Working Group 
proposed that the traditional 
terminology be replaced by ductal 
intraepithelial neoplasia (DIN) [but] 
the majority of the participants was 
in favour of maintaining the 
traditional terminology” 

 
                          WHO (Lyon, 2012) 



ARGUMENTS AGAINST THE DIN 
TERMINOLOGY 

• No new diagnostic criteria are used 
• Will not improve inter-observer 
variability 

• Different molecular profile 
 

• “Molecular analysis should help to 
improve upon the traditional 
classification”     

•                             WHO (Lyon, 2012) 



WHO (LYON,2012) 



   The characteristic genetic alterations  
      seen in ADH and low-grade CIS 
             are not found in UDH 



   There are no consistent genetic  
   alterations associated with UDH 



WHO (LYON,2012) 



COLUMNAR CELL LESIONS 

Columnar cell change 
Columnar cell hyperplasia 
Flat epithelial atypia 



COLUMNAR CELL LESIONS 

Columnar cell change 
                With atypia 
Columnar cell hyperplasia 
                 With atypia 



COLUMNAR CELL LESIONS 

Columnar cell change 
                With atypia (FEA) 
Columnar cell hyperplasia 
                 With atypia (FEA) 



   The term columnar cell change for 
non-atypical lesions and that of flat 
epithelial atypia for those with atypia 
has become the preferred term for 
such lesions 
 

•                         Ellis,IO (2010) 



UDH ADH CIS 

CCL 



UDH 

ADH 

ADH CIS 

CIS 

CCL/ 
FEA 

UDH 



   Genetic alterations have been found in 
normal breast tissue away from the 
carcinoma  
 

                           WHO (Lyon,2012) 



   Genetic alterations have been seen in 
the mammary stroma in patients with 
malignancy 

 
 
                       WHO (Lyon,2012) 



“One thing is probable, and that is that precancerousness 
begins before the microscope can detect it” 

Fred Stewart (1950) 



 “The classification of intraductal 
proliferative lesions should be viewed 
as an evolving concept that may be 
modified as additional molecular 
genetic data become available”. 

 
                               WHO (Lyon,2003) 















THANKS FOR YOUR 
ATTENTION 

 
ENJOY YOUR SKIING 
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