
Is routine endometrial sampling necessary before 
hormone replacement therapy? 

Neslihan CARDA SEÇKİN, Bilge Atike ŞENER, Oya GÖKMEN, Selim ŞENÖZ, 
Fikret TANZER, Eyüp EKİCİ, Selma EKMEKÇİ 

Dr.Zekai Tahir Burak Women's Hospital Menopause Center, Ankara, T U R K E Y 

Before the initiation of hormone replacement therapy, routine endometrial sampling were performed in 1200 peri-and 
postmenopausal patients by using Pipelle device. The mean age and duration of menopause of the postmenopausal 
patients were 50.0±1.0 and 3.8±2.3 years respectively. The mean age of the perimenopausal patients was 48.3±2.8. 
Transvaginal ultrasonographical examinations were performed and endometrial thickness were measured just before the 
sampling. Dilatation and curettages were done when there was a discordance between the tissue amount and the 
endometrial thickness. The histopathological diagnosis were: inactive endometrium in 835 women, proliferative endome
trium in 225 women, hyperplasia in 9 women, secretory endometrium in 25 women and insufficient tissue in 106 women. 
There was no endometrial cancer. The diagnosis of secretory and the hyperplastic endometrium were all belong to the 
perimenopausal patients. The positive and negative predictive values, sensitivity and specificity of transvaginal ultraso
nography in the detection of the endometrial thickness were found as 97.8%, 85.3%, 95.6% and 92.6% respectively. We 
conclude that the yield for neoplasia is so low that screening endometrial sampling before hormone replacement therapy 
is not justified in asymptomatic postmenopausal patients. Instead, assessment of the endometrial thickness by transvagi
nal pelvic ultrasonographical examination can be more convenient. But it is essential in perimenopausal patients even if 
they are asymptomatic. [Turk J Med Res 1995, 13(3): 97-100] 
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Endomet r ia l c a n c e r i s the mos t c o m m o n g y n e c o l o g i c 
ma l i gnancy a n d approx imate ly 8 0 % of i t o c c u r s in post
m e n o p a u s a l w o m e n . B e c a u s e t hese pat ients usua l ly are 
s e e n with vag ina l b l eed ing , i t h a s b e e n a d o g m a in 
g y n e c o l o g y that the endome t r i um of the p o s t m e n o p a u s a l 
w o m e n with this s y m p t o m must be s a m p l e d (1,2). But 
the va lue o f the sc reen ing the p o s t m e n o p a u s a l popu la 
tion without s y m p t o m s is deba tab le (3). 

E n d o m e t r i a l s a m p l i n g c a u s e s a g rea t d e a l o f 
anx ie ty to the p o s t m e n o p a u s a l pat ient a n d m o r e o v e r 
a lmos t 7 0 % of the d i agnos t i c c u r r e t a g e s resul t in a 
d i agnos i s of a ben ign cond i t ion (4). Wi th the introduc
tion of the t ransvag ina l u l t rasonography , the e x a m i n a 
t ion o f t he u te rus a n d the e n d o m e t r i u m in p o s t m e 
n o p a u s a l w o m e n h a s b e c o m e very e a s y a n d instant 
(4.5). 
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W e e v a l u a t e d the e n d o m e t r i a l s a m p l i n g resu l ts 
t a k e n b e f o r e the h o r m o n e r e p l a c e m e n t t h e r a p y i n 
1 2 0 0 a s y m p t o m a t i c a n d p o s t m e n o p a u s a l w o m e n t o 
de termine the i n c i d e n c e o f a b n o r m a l endomet r ia l h i s 
to logical charac te r is t i cs a n d thus to a n s w e r the q u e s 
tion "Is i t wor th tak ing endomet r ia l b iopsy before hor
m o n e rep lacemen t t h e r a p y ? " . A l s o w e c o m p a r e d the 
h i s t o l o g i c d i a g n o s i s w i t h t h e t r a n s v a g i n a l u l t r a s o -
n o g r a p h i c a l l y d e t e r m i n e d e n d o m e t r i a l t h i c k n e s s t o 
revea l the e f fec t i veness of th is non invas i ve method in 
the detect ion of the endomet r i a l pa tho log ies . 

MATERIALS AND METHODS 
T h e 1200 w o m e n inc luded to the s tudy we re all v o l u n 
tee rs w h o w e r e i n t e res ted i n h o r m o n e r e p l a c e m e n t 
therapy for relief of their m e n o p a u s a l comp la in ts . N ine 
hund red (75%) w e r e p o s t m e n o p a u s a l a n d the rest 3 0 0 
(25%) we re p e r i m e n o p a u s a l pat ients. B e c a u s e o f the 
nature of the s tudy al l of the pat ients we re requi red to 
h a v e a n i n t a c t u t e r u s a n d n o e v i d e n c e o f a 
gyneco log i ca l d i s e a s e . 

S e r u m es t rad io l (E2) a n d fol l icle st imulat ing hor
m o n e ( F S H ) w e r e m e a s u r e d in all pat ients a n d E2<30 
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pg /m l , F S H > 4 0 IU/L w e r e a c c e p t e d as ind ica tors o f 
t h e p o s t m e n o p a u s a l p e r i o d . T h e p o s t m e n o p a u s a l 
pat ients we re a m e n o r r h e a for a t least one year . T h e 
p e r i m e n o p a u s a l pat ients we re o l i gomenor rhe ic and had 
m e n o p a u s a l s y m p t o m s for a t least o n e year . 

E a c h patient underwent a sc reen ing endomet r ia l 
samp l i ng by us ing P ipe l l e dev i ce . I f the s p e c i m e n w a s 
insuff icient or the h is to log ic d i agnos i s did not corre la te 
with the u l t rasonograph ic f ind ings, di latat ion and curet
t ages we re per fo rmed. T h e endomet r ia l s a m p l e s we re 
immed ia te ly p l a c e d in 4% pa ra fo rma ldehyde in phos 
p h a t e b u f f e r c o n t a i n i n g 0 . 2 5 % a c e t y l p y r i d i n i u m 
c h l o r i d e . A l l s a m p l e s w e r e h i s t o p a t h o l o g i c a l l y 
e v a l u a t e d by the s a m e patho log is t in D r . Z e k a i Tah i r 
B u r a k W o m e n ' s H o s p i t a l , D e p a r t m e n t o f P a t h o l o g y . 
E a c h b iopsy s p e c i m e n w a s ca tego r i zed by us ing the 
fo l lowing cr i ter ia: 

1. Inactive endometrium: This broad category in
cludes the patterns of marked atrophy, inactive en
dometrium of menopausal type. Some epithelial snouts 
and vacuoles may be present 

2. Proliferative endometrium: The endometrium 
shows discernible evidence of stimulation. Small, 
tubular glands, fine cytoplasmic vacuoles and columnar 
surface epithelium with ciliation and mitoses in 
epithelial cells and/or stroma. 

3. Secretory endometrium: Glands may show sub-
nuclear glycogen vacuoles with more advanced 
secretory change; glands are tortuous with luminal 
secretion. Stroma is hypertrophic with periarteriolar 
cuffing. Mitoses are rare or absent. 

Table 1 . E n d o m e t r i a l h i s t o l o g y in 1 2 0 0 m e n o p a u s a l 
w o m e n without s y m p t o m s 

Histology n % 

Inactive 
Proliferative 
Secretory 
Hyperplasia 
Insufficient tissue 
Cancer 

835 
225 
25 
9 

106 

69.5 
18.9 
2.0 

0.75 
8.8 

4. Hyperplastic endometrium: A spectrum of glan
dular patterns, crowding. 

5. Insufficient for definitive diagnosis: These 
specimens contained fragments of endometrium too 
less to evaluate, or no discernible tissue at all or con
tained endocervical tissue. 

T r a n s v a g i n a l u l t rasonograph ic examina t i ons w e r e 
p e r f o r m e d w i th a K r e t z C o m b i s o n 3 2 0 - 5 , 7 .5 m H z 
t ransvag ina l t r ansduce r with both sagit tal and c o r o n a l 
p r o j e c t i o n s a n d b e f o r e e n d o m e t r i a l s a m p l i n g , e n 
dometr ia l t h i c kness of all the pat ients we re m e a s u r e d 
and reg is te red. 

RESULTS 
T h e m e a n a g e a n d durat ion o f m e n o p a u s e in p o s t m e 
n o p a u s a l pat ien ts w e r e 50.0+1.0 a n d 3.8+2.3 y e a r s 
r e s p e c t i v e l y . T h e m e a n a g e o f the p e r i m e n o p a u s a l 
pat ients w a s 48 .3±2 .8 . 

Nintyf ive di latat ion a n d curret tage we re per fo rmed 
to the pat ients in w h o m there w a s a d i s c o r d a n c e b e 
tween the u l t rasonograph ic endomet r ia l t h i c kness a n d 
the b iopsy s p e c i m e n taken with P ipe l le dev i ce . 

R e s u l t s o f t h e 1 2 0 0 s c r e e n i n g b i o p s i e s a r e 
s h o w n in T a b l e 1. H is topa tho log ic d i agnos i s of inact ive 
endomet r ium w a s noted in 8 3 5 pat ients (69.5%), prol i 
f e r a t i v e e n d o m e t r i u m w a s f o u n d i n 2 2 5 p a t i e n t s 
(18.8%) wh i le s e c r e t o r y c h a n g e s we re s h o w n in 25 
(2%). Al l o f the hyperp las t i c endomet r i um s p e c i m e n s 
we re taken f rom p e r i m e n o p a u s a l pat ien ts a n d al l o f 
t h e m w e r e s i m p l e h y p e r p l a s i a . O n e h u n d r e d s i x 
s p e c i m e n s (3.8%) c o n t a i n e d insuf f ic ient t i s s u e for a 
d iagnos is . T h e r e w a s no endomet r ia l c a n c e r . 

E l e v e n p a t i e n t s w i th i n a c t i v e e n d o m e t r i u m , 7 
pat ients with prol i ferat ive endomet r i um a n d 2 pat ients 
with secre to ry endome t r i um a l so h a d ce rv i ca l po lyps . 
In 4 pat ients with inact ive endomet r i um there we re e n 
dometr ia l po lyps . 

R e s u l t s o f t he m e a s u r e m e n t s o f e n d o m e t r i a l 
t h i c k n e s s a n d c o m p a r i s o n with the h i s topa tho log i ca l 
d iagnos is are s h o w n in T a b l e 2 . Thirty four c a s e s out 
of 8 3 5 (4%) with inac t ive endome t r i um and 7 c a s e s 
out of 106 c a s e s (6.1%) with insuff ic ient t i ssue s h o w e d 
d i s c o r d a n c e wi th the u l t r a s o n o g r a p h i c f i nd ings . T h e 

Table 2. Resu l t s of t ransvag ina l u l t rasonography c o m p a r e d with h is to log ic d i a g n o s e s 

T V U Histologic diagnosis of specimens 

Insufficient 
Endometrial Inactive Proliferative Secretory Hyperplastic material 
thickness (mm) n % n % n % n % n % Total 

$5 800 66.6 20 1.6 — — 100 8.3 920 
6-10 34 2.9 205 17 25 2 — — 6 0.5 271 
*11 9 0.7 9 

Total 835 225 25 9 106 1200 
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T a b l e 3 . A c c u r a c y o f s o n o g r a p h y i n p r e d i c t i n g l ow 
es t rogen st imulat ion of the endomet r i um 

T V U 
Endometrial Endometrial histology 
thickness (mm) 1* 2 " Total 

* 5 900 20 920 
>5 41 239 280 
Total 941 259 1200 

1 -Insufficient tissue, atrophic endometrium 
2-Proliferative, secretory, hyperplastic endometrium 
Positive predictive value - 900/920x100-97.8% 
Negative predictive value - 239/280x100=85.3% 
Sensitivity ~ 900/941x100-95.6% 
Specificity = 239/259x100-92.6% 

pos i t ive a n d negat ive predic t ive va lue , sensi t iv i ty a n d 
speci f i ty o r t ransvag ina l u l t rasonograph ic examina t ion 
in de tec t ion of the endomet r ia l t h i c kness we re found 
a s 9 7 . 8 % , 8 5 . 3 % , 9 5 . 6 % a n d 9 2 . 6 % r e s p e c t i v e l y 
(Tab le 3) . 

DISCUSSION 
Endomet r ia l samp l i ng has b e e n a s s o c i a t e d with a h igh 
d e g r e e of sensi t iv i ty a n d speci f ic i ty for the detec t ion of 
e n d o m e t r i a l c a n c e r i n a p a t i e n t p o p u l a t i o n w i t h 
s y m p t o m s ( 2 , 9 , 1 0 ) . T h i s g y n e c o l o g i c m a l i g n a n c y 
man i fes ts ear ly with vag ina l b leed ing a n d the expec ted 
i nc idence of the d i s e a s e is approx imate ly 1 to 2 per 
1 0 0 0 w o m a n y e a r s . S c r e e n i n g o f h igh r isk w o m e n 
wou ld detect on ly 5 0 % o f c a s e s o f endomet r ia l c a n c e r 
(3,11). But e v e n this low va lue s e e m s important be
c a u s e i t h a s b e e n a p p r e c i a t e d tha t t h e p o s t m e 
n o p a u s a l h o r m o n e rep lacemen t therapy h a s to be in 
it iated to eve ry p o s t m e n o p a u s a l w o m a n . 

E n d o m e t r i a l s a m p l i n g c a u s e s a g rea t d e a l o f 
anx ie ty to the p o s t m e n o p a u s a l patient b e s i d e s its qui te 
h igh c o s t a n d a l m o s t 7 0 % o f d i a g n o s t i c c u r r e t a g e 
result in a d i a g n o s i s of a ben ign cond i t i on (4). T h e 
P ipe l l e dev i ce , wh ich d o e s not requ i red suc t ion p u m p 
is l e s s e x p e n s i v e , eas i e r to u s e a n d a s s o c i a t e d with 
l ess pat ient d iscomfor t than the other t echn iques , whi le 
obta in ing a d e q u a t e t i ssue with a 9 7 . 5 % sensi t iv i ty for 
detect ing endomet r ia l n e o p l a s i a (6,7,8,12). But yet i t is 
st i l l an i n v a s i v e p r o c e d u r e a n d the q u e s t i o n " is i t 
w o r t h ? " r e m a i n s to be a n s w e r e d w h e n the resul t o f 
the s tud ies s imi lar to ours a re not a la rming . 

On the other hand vag ina l p robe u l t rasonograph ic 
t r a n s d u c e r s a r e o f h i g h e r a c c u r a c y a n d c l o s e r 
prox imi ty to s t ruc tures be ing s tud ied , so i t is c a l l e d 
" s o n o m i c r o s c o p y " (13 ) . Its p o s i t i v e a n d n e g a t i v e 
predic t ive v a l u e s , sensi t iv i ty a n d speci f i ty a re very h igh 
as i t is suppo r ted in this s tudy (1,8). T h e y c a n eas i l y 
be u s e d in per i a n d p o s t m e n o p a u s a l pat ients ins tead 
of rout ine endomet r ia l samp l i ng . Wi th this me thod we 
c a n s c r e e n the c a s e s to be b iops ied . 
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As a resu l t we c o n c l u d e that in a s y m p t o m a t i c 
p o s t m e n o p a u s a l pat ients a carefu l t ransvag ina l u l t raso
nograph ic exam ina t i on i s suff ic ient a n d sc reen ing e n 
dometr ia l b i opsy is not just i f ied. But our resu l ts ind i 
cate that in p e r i m e n o p a u s a l pat ients endomet r ia l b iop
sy h a s a va lue e v e n i f they a re as y mp tom a t i c s i n c e all 
of the hype rp l as i as w e r e de tec ted in this grup. 
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Hormon replasman tedavisi önces i 
rutin endometrial ö r n e k l e m e gerekli midir? 

7200 peri ve postmenopozal hastaya hormon rep
lasman tedavisine başlamadan önce Pipelle küret 
ile rutin endometrial örnekleme yapıldı. Postme
nopozal hastaların yaş orlamaları 50.0±1.0 ve or
talama menopoz süreleri 3.8±2.3 yıl iken perime-
nopozal hastaların ortalama yaşları 48.3±2.8 idi. 
İşlemden hemen önce transvaginal ultraso
nogram inceleme ile endometrial kalınlık ölçüldü. 
Doku miktarı ile ölçülmüş olan endometrial kalınlık 
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Histopatolojik tanılar ile ultrasonografik olarak tes
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kestirim değerleri, sensitivite ve spesifitesi sırasıyla 
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cesi rutin endometrial örneklemenin gerekmediği 
ama transvaginal pelvik ultrasonografi gibi nonin-
vazif bir işlem ile endometrial kalınlık ölçümünün 
yapılabileceği kanısına varıldı. Perimenopozal has
talarda ise endometrial patoloji yönünden asemp
tomatik bile olsalar tedavi öncesi endometrial ör
nekleme gereklidir. 
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