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SUMMARY  
Context: Reliable data on familial risks are important for clinical counselling and cancer genetics.  

Objective: The authors defined familial risks for histopathology-specific non-medullary thyroid 
cancers through parental and sibling probands. 

Setting: The study examined the nationwide Swedish Family-Cancer Database on 10.5 million 
individuals, containing families with parents and offspring. 

Patients: Cancer data were retrieved from the Swedish Cancer Registry from years 1958 to 2002, 
including 3292 patients with thyroid adenocarcinoma. The Systematized Nomenclature of Medicine 
histology was available from 1993 onward, with 1449 papillary, 288 follicular, 148 anaplastic, and 68 
Hurthle cell tumors.  

Main outcome measures: Familial risk for offspring was defined through standardized incidence 
ratio, adjusted for many variables. 

Results: The familial risk for papillary carcinoma was 3.21 and 6.24 when a parent and a sibling, 
respectively, were diagnosed with thyroid cancers. There was an apparent gender preference, 
particularly among sisters, whose relative risk was 11.2. the risks were highest for early onset cancers. 
Thyroid adenocarcinoma was shown to be associated with melanoma and connective tissue tumors, 
and probably also with neurinomas (Schwannomas). Associations found in single comparisons with 
papillary thyroid cancer and other sites included right-sided colon, breast, ovarian, and kidney cancers. 
Hurthle cell tumors were associated with Hodgkin’s and non-Hodgkin’s lymphomas, but the numbers 
of cases were small. 

Conclusions: The present findings were based on a limited number of cases, but they display a 
complex and heterogeneous pattern of familial non medullary thyroid cancer. The high risk for 
papillary carcinoma among women requires clinical attention, although the absolute risks for this rare 
cancer are still low.  

   
 
COMMENT 
Nationwide well-kept medical registries 
provide a powerful tool to ascertain 
possible associations between different 
diseases, and also among family-related 
members within the context of one defined 
disease. This tool is even more powerful 
when dealing with relatively uncommon 
diseases, such as thyroid cancer. In this 
study, 4.756 thyroid adenocarcinomas 
were identified in a population of 13.6 
million  individuals  (parents  & offspring),  

 
representing a global frequency of less 
than 0.1%. The Swedish cancer registry is 
a magnificent example of such a tool, with 
a multi-generation register including data 
from all individuals born in Sweden since 
1932. Present analyses were able to cover 
medical data pertaining to 6.6 million 
parents and 7.0 million offsprings. There 
are two parts in the present results. First, 
the authors identified a risk of having an 
associated cancer (stomach, breast, kidney, 
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etc.) in parents and siblings with papillary 
thyroid cancer. The numbers were, 
however, small and the implication of 
these findings not clear. All these results 
may actually indicate is that environmental 
factors may tend to run in some families, 
perhaps helping to explain a higher 
aggregation of some cancers: dietary 
factors, infectious diseases, toxic factors, 
genetic or immunological predisposition to 
lesser defence mechanisms against 
malignant cells growth. Second concerning 
papillary thyroid cancer (PTC), the authors 
identified a familial risk, increased in the 
female gender in the offspring of parents 
with PTC, and with an early onset in life. 
What are the potential explanations for 

these findings? One possibility would be 
that there is a medium-penetrant dominant 
gene (or group of genes) associated with 
PTC, with mothers transmitting the 
susceptibility more often to their 
daughters. Another possibility could be 
related to endocrine factors (estrogen 
stimulation, for instance) that would 
underlie the increased risks for the sisters 
in one family. Yet another possibility could 
be related to the frequency of goiter 
(especially multinodular goiter) that is 
known to run more frequently in some 
families than others: multinodular goiter 
‘makes the bed’ of thyroid cancer.   
(Daniel Glinoer, MD; PhD) 

  
See Table below 
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