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T I T S ;  A R e t r o s p e c t i v e  C l i n i c a l  and Pathologic A n a l y s i s  of 

Over Five Hundred Patients w i t h  Thyro id  Sarcinoma 

. .  
e- 

YURPOSEt T h i s  study will have t h r e e  major objectives8 

1. To analyzs the clinical features of a large series 

of patients with t h y r o i d  carcinoma. 

2 ,  To make a d e t a i l e d  study of t h e  liistopathologic 

features of t h y r o i d  carcinoma and t o  correlate this 

. 

w i t h  t h e  clinical features. 

3. To study long-term survival with  respect t o  the c l i n i c a l ,  

p a t h o l o g i c  and therapeutic d a t a .  

Although many retrospective s t u d i e s  of thyroid carcj.noma 

are a v a i l a b l e ,  ' 
da . t a  are not abundant. (I2 @20)  Moreover, many such  r e p o r t s  contain 

' r e l a t i v e l y  large series w i t h  long-term s u r v i v a l  

data which  have been accunmlated for a spec i f i c  therapeutic 

nlodalityj' 

w i t h  3. s p e c i f i c  surg ica l  procedure (4 )  The study by WooLner and 

associates a20 'probably the most comprehensive c l i n i c a l  and p a t h -  

ologic review, lacks extenssve follovr-up da ta  for a number of 

p a t i e r i b s  . Accordingly, there a r e  divergent opinions regard ing  

the  interaction of survival w i t h  the c l i n i c a l ,  pathologic and 

or the experienge of an individual  investigator 

i therapeutic aspects of thyroid carcinoma. 



There are o v e r  500 cases  of t h y r o i d  carci-noma registered 

w i t h  the LEAF Central Tumor Registry (CTR). Approximately 120 

of these cases are from Wilford Hall USAF Medical Center and 

the remainder originate from Air Force Hospitals throughout 

the world, Each case record, maintained on micro f i lm  by t h e  

CTR, contains a d e t a i l e d  narrative summary, p a t h o l o g y  report(s1, 

surgical o p e r a t i v e  note(s) arid current follow-up data. Dr. 

available to u s  for extensive review. T h i s  group of patients 

offers a unique opportunity to study many cases of t h y r o i d  

carcinoma in d e t a i l  with special  reference t o  the c l i n i c a l ,  

p a t h o l o g i c  and therepeutic features. The analysis of long-term 

s u r v i v a l  data which is available on many patients w i l l  be par-  

ticularly meaningful when considered in light of these features. 

h e , t h e r e f o r e ,  propose to study a large,  heterogeneously treated 

c r o u p  o f  patients on whom extensive clinical and fol lovi-up 

information is available which  should lend itself well to a 

c a r e f u l  analysis of s u r v i v a l  data. 

Study of the histopathologic features of each case will 

be done by Dr. Jarnec;iE't O e t e l ,  C h i e f  of the Endocrine Pathology 

Branch of the Armed Force8 Institute of Pathology. We b e l i e v e  
* 

t h a t  many i f  not most of t h e  tissues will be availabe in t h e  

AFIP archives or at W l l f o r d  Hall. 



The fo l lowing  c l i n i c a l  i n f o r r a t i o n  w i l l .  be c o l l e c t e d  f r o z  

t h e  microfilmed records on each pat ient;  

CLINICALI 1. iiame, age, sex, race 

2, F a r i t y  

3 .  Presenting symptoms--character and d u r a t i o n  

b. S i p i f i c a n t  past medic21 h i s t o r y - h i s t o r y  of i x - m f i - 3 t i D z  

. .  

to t h e  head or neck, history of Graves' iisezse 3r 

thyroididtis e t c .  

5 .  F'rescnce of other disorders-other carcintoras, 

\ 

other endocrine disorders ,  pregnancy 

6 .  S i z e  and character' of t h y r o i d  an6 nodule and t h e  

presence or abscence of neck nodes on physical exam. 

7. Letabolic status of the patient- thyroid function 

t e s t s  

8. The character of t h e  13'1 thyroidal scan 

S l J 3 G I C A L t  9 .  Amount of tissue removed-partial lobectony, lobec-tory, 

and isthmus removal, bilateral lobectony, radical. 

neck d i s s e c t i o n ,  rrodief isd r z d i c a l  neck dissection, 

linited loca l  node resection. 

10. Intra-operative and pcst-operztive complications- * *  
hemohage , Jaryngeal nerve damage, hypoparathyroldisn . 

11, Long-term complications-as above, also neurologic 

sequellae of Tadica l  neck d i s s e c t i o n  e t c .  

YATHoLoGxc~2 . Ext,ent of involvement of the specimen. 
13. General appearance of parenchyma of the  thyroid 

in which the cancer arises. Fapillary carcinoma 

tends to occur in normal glands cr sometimes in i 



3 s  i n  . a6soc ra t ion  with lymphocytic thyroiditis 

o r  t h y r o t o x i c o s i s .  F o l l i c u l a r  ca rc inona  xore 
F 

o f t e n  arises in a s s o c i a t i o n  w i t h  adenoras  o r  nodular 

glai2dsa Therefore, t h e  fol lowing will be noted:  

a. Presence of n o m 1  parenchyma, adenoras  o r  

nodules  

b. Lymphocytic t h y r o i d i t i s  

C .  Thyro tox icos i s  
. .  

0.’ 

d .  P h y s i c a l  r e l a t i o n s h i p  in space D f  the cznccr 
\ 

t o  any o t h e r  type  of  l ocz l i zod  l e s i o n  ir. the 

gland 

14. Other character is t ic  cf t h e  tumor--cystic o r  s o l i d ,  

encapsula ted  

In addition to t h i s  generzl information which will be obtaincd 

on each p a t i e n t ,  s p e c i a l  f e a t u r e s  w i l l  be s t u d i e d  i n  the v a r i o u s  

tyr>es of t h y r o i d  carcinoma. 

PAP I LLA RY C A 3C I NO XA 

Fapil1ar-y carcinomas vary from m o s t l y  p a p i l l a r y  p a t t e r n s  

to a lmos t  e n t i r e l y  follicular p a t t e r n s  and have c h e r a c t e r i s t . i p  

C y t o l c r K i c  f e a t u r e s  ‘16*18’19p20)that 

recoTrrieed r e g a r d l e -  OS t h e i r  a r c h i t e c t u r e .  The f o l l i c u l a r  

v a r i a n t s  have h i s t o l o g i c  *characteristics ( i n  a d d i t i o n  t o  t h e i r  

typical cell t y p e s )  that also aid in recogni:ion. Hazard 

and ? foo lne r  (20 )  have touched on t h i s  p o i n t ,  and D r .  O e r t s l  hzs 

allow them t o  be r a t h e r  e a s i l y  

(17 

developed hi8 own i deas .  Accordingly,  we w i l l  no te  those  tumorc 

i n  w h i c h  t h e  o v e r a l l  h i s t o l o g i c  pattern is t y p i c a l  of p a p i l l a r y  

i 



~ 2 ? ~ i n n r r . 2 ,  S u t  w h i c h  l a c k  the cha:-xcterist ic I = y t o l o < i c  feature's, 
* %  

S?eci~f features i n c l u d e :  c 

(20  1 1,  ?3:ost:y p a p i l l a w  pattern. 
(20  1 2.  ,b 'cs t ly  follicular pattern. 
( 2 0  ) 3. Extent  of s o l i d  corponent. 

4. i n f i l t r a t i o n  of tumor w i t h  lymphocytes. (20 1 

5. S u b s t a n t i a l  mononuclear i n f i l t r a t i o n  around t u n o r .  
(i4) 6. Substantial e n c a p s u l a t i o n  of  turr.or.  

7. t-resence o r  absence  of extensive fibrosis in or ar.i;Ln:? 
4 

turnor 

8 ,  i'sannnona bodies. (18,ZO) \ 

9. Foci cf undifferentiated carcinona (p ro3aS ly  t h e s e  
tumors belong w i t h  t h e  anaplastic group)  (16,201 

(IS IO. Presence  of t a l l  c e l l  carcinoma. 

11. Presence of oxyphilic c e l l s .  

Thesl; spec ia l  f e a t u r e s  will be evaluated in t e r m  3f 

p a t i e n t  a c e  
l y rcph  node metastases 
d i s t a n t  me tas t a ses  
s iirv iva 1 

FOLLIC U LA H C A RC I NOi1-A 

'rypos 

Well c i rcumscr ibed  o r  s l i g h t l y  i nvas ive  ( u s u a l l y  e n c a p s u l z t e ?  1 .  

I : :odorately o r  markedly invaRci*;e . 
well differentiated f o l l i c u l a r  carcinoma can only  be 

recoqni  t i o n  of t h e i r  m a l i m a n t  n a t u r e  is concerned. 



t 

-1 -.--* * 

:. : - r e d Q - i n a n t l y  f o l l i c , r  ,are 

2 . Yredop!inantly t rzSecular .  

3. F r e d o T i n a n t l y  s o l i d .  

4 .  0 x y p k i l i . c  c e l l s  recardless  of  pattern, 

Ne w i l l  e v a l u a t e  whether  the irr1portzr.t feature is o x y p h i l i 3 ,  , 

I 

histologic p a t t e r n ,  o r  aggressiveness . We suspect  that t h e  last 

ic rest i m p o r t a r t  

Special.  features t o  b e  noted inc ludes  

? .  Extensive fibrosis. 

2 .  I n f i l t r a t i o n  of tumor w i t h  lymphocytes. 

7 . Substantial r o n o n u c l e a r  i n f i l t r a t e s  -round turor. 

4, i b i t o t i c  activity. 

5 ,  Psammoma b o d i e s  . 
6 .  r ' ap i l l a rv  f o c i .  

I n  3r. Oertel's e x p e r i e n c e ,  none of t h e s e  items is likelv t o  

b~ a consp icuous  c)r n a j o r  feature of  t h e  tumors,  except  p o s s i k l y  

m i  t o t i o  a c t i v i t y .  I n  occasional f o l l i c u l a r  c a n c e r s  n9rnerous m i t o t i c  

t'i::ores a r e  v i s i b l e .  , * %  

c. 

~ -I--- 
I 



i 

2 .  i r e s e n c e  of B second carcinorta in t h e  t h y r o i d .  \ 

(19) 3. F o l l i c u l a r  or p a p i l l a r y  elements i n  t m o r .  

4 .  Zxtent of a z y l o i d .  

5 . Appearance of p z r a t h y r o i d s  . 
5 .  Adrenal turnor  o r  o t h e r  endocr ine  a 4 n o m a l i t y .  

The L'syo C l i n i c  <roup has i n d i c a t e d  that i t  is iwp3i-tar,t 

w h e t h e r  t h e  tumor  is c o n f i 3 e d  to t h e  gland at the i n i t i a l  c e r a t i o  

cc is zssocisited with lyrrph node metastases. (2' Prognosis differ 

s h o u l d  see w h e t h e r  e n c a p s u l a t i o n  is e v e r  a notable f e a t u r e .  

Encapsulation also brings up t h e  po in t  that  some nedullsry 
1 

carcinomas and so-cGlled atypical adenomas (I7 'h2ve c o n s i d e r s b l e  

resemblance t o  one a n o t h e r .  ?;e will consider. is any cases w e r e  

first diagnosed as  Z t y p i c a l  adenonas4 * 
c 

A t4A t: iAS TIC C A Si: I N OhiA 

{de are  n o t  likely t o  have more than a handful of t h e s e .  

'de can r eco rd  t h e  p r i n c i p a l  cellular types  ( s p i n d l e  cell, giznt  

c e l l ,  small c e l l ,  e t c . )  and note whether o r  n o t  3 d i f f e r e n t i a t e d  

t u m o r  is a l s o  p r e s e n t .  



upon surviva Z 

i 

, 



re~uired f o r  t h i s  s t ~ d y .  

e-' 

iViLIIiG: t ipproxirztely $500 will S F  r e q u i r e d  t o  cover t h e  COS: 

of  TDY f o r  3r. b iazza fe r r i  and D r .  X u l l i n s  t o  meet w i t h  3r. Uer:ec?l 

a t  the end of t n e  s t u c i y . ; A t  this time t h e  clinical and ?a thc loz ic  

c o r r e l a t i o n s  w i l l  Se made. These funds will also cover  the cas: 

of s t i b l i c a t i o n ,  are s t s t i s t i c a l  e v a l u a t i o n  of data. 

X H E D U L E :  

six months 

; *e  a n t i c i p a t e  t h a t  this study will be compietod w i t h i n  

r e r sonne l  2ata I * *  
1. i . 'edical  ?acility Commander: P.W. Myers, C o l . ,  USA?, iv'C 

Cormand e r  

2 ,  Frincipic f n v e s t i g a t c r s :  Ernes t  L. Xazzafer r i ,  L t .  C o l .  USA?, 
i*:C, Div.  Endocrinology 5 Xetabolisn! 

James E. Oer te l ,  bi .D. ,  Z h i e f ,  Bndo- 
c r l n e  P a t h o l o w  Branch, AFIY 

2. A s s o c i a t e  I n v e s t i g a t o r s :  i i i l l i a m  T. Kernmerere Col. U S A ? ,  ib'C 
C h i e f  General Surgery Service 

James D. L u l l i n s ,  Xaj., L ' S A F ,  LC: , 
Resident  i n  Pa tho logy  i 

David E .  K x h e r ,  E a j ,  USAF, :.i 
Fellow i n  Endocrinology -. 


