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Effects of Aromatase Inhibitor on Reproductive Hormone Profiles and Ovulation Induction

Sook Hyun Kim, Jeong Ah Kim, Joon Cheol Park, Jin Gon Bae, So Jin Shin, Sang Hoon Kwon,
Chi Heum Cho, Sung Do Yoon, Soon Do Cha, Jong In Kim, Jeong Ho Rhee*

Department of Obstetrics and Gynecology, School of Medicine, Keimyung University, Daegu, Korea

Obijective: To investigate the effects of aromatase inhibitor on reproductive hormone profiles and evaluate it's ovulation inducing
capability in anovulatory infertile women.

Methods: We quantified the blood levels of reproductive hormones from 30 healthy normal cycling women in natural cycle
(control) and letrozole medicated cycle (study). LH, FSH, estradiol, testosterone, DHEA-S were quantified on third, 11th, 21th day
in both cycles, and on 21th day, progesterone was added. Sixth anovulatory infertile women received either letrozole or clomiphene
citrate for ovulation induction (n=30 in each groups). We compared the clinical parameters such as ovulation rate, pregnancy rate,
the day of LH surge, number of follicles and endometrial thickness, cervical mucus amount, spinnbarkeit, mean diameter of follicles
on the day of LH surge.

Results: Letrozole had no effect on the LH, FSH, estradiol, DHEA-S secretion but there were significant increase in testosterone
level on day 11 and progesterone level on day 21 in letrozole medicated cycle compared than control cycle (0.4010.16 vs 0.28+
0.11 ng/ml, p=0.002, 18.18%=13.07 vs 8.38+7.64 ng/ml, p=0.001, respectively). In comparison between letrozole and clomiphene
groups, there were no significant difference in ovulation rate, pregnancy rate, number of mature follicle, mean diameter of follicles,
but showed earlier LH surge, thicker endometrium, more cervical mucus, and higher spinnbarkeit in letrozole group (12.12+2.46
vs 14.521+3.18 days, p=0.006, 10.48+1.23 vs 8.524+0.93 mm, p=0.000, 2.041+0.61 vs 1.571+0.59, p=0.012, 6.00£1.12 vs 4.95+
1.61 cm, p=0.003, respectively).

Conclusion: Letrozole may augment folliculogenesis and improve the endometrial condition for implantation in normal cycling
women. Ovulation efficacy of letrozole in anovulatory women was comparable to clomiphene citrate and letrozole may be more
physiological in ovulation induction. [Korean. J. Reprod. Med. 2008; 35(2): 143-153.]

Key Words: Aromatase inhibitor, Letrozole, Clomiphene citrate, Ovulation
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Table 1. Effects of letrozole on reproductive endocrine profile in normal cycling women

Hormones Natural Cycle Letrozole Medicated Cycle P value
TSH (uU/ml) 1.791+0.95 2.19+1.48 0.217
Prolactin (ng/ml) 9.58+5.51 9.631£4.99 0.907
LH (mIU/ml)

day 3 3.631+2.39 3.6912.84 0.939

day 11 6.541+3.43 7.16+4.13 0.538

day 21 7.26+7.93 7.591+12.42 0.905
FSH (mIU/ml)

day 3 5.05+1.58 5.37+1.46 0.422

day 11 541%+1.54 6.07£2.76 0.264

day 21 3.78+1.94 4.301+2.42 0.372
E, (pg/ml)

day 3 36.09+11.57 4534+18.81 0.028

day 11 82.25+70.51 89.021+60.37 0.696

day 21 82.55+133.44 72.44+106.38 0.328
Testosterone (ng/ml)

day 3 0.2410.11 0.2210.09 0.509

day 11 0.28%0.11 0.40%0.16 0.002

day 21 0.31%0.16 0.35%£0.18 0.459
DHEA-S (ug/dl)

day 3 190.16+79.66 201.59%103.50 0.640

day 11 206.32t112.51 220.22+125.19 0.658

day 21 208.59£100.85 216.391130.81 0.800
Progesterone 21 (ng/ml) 8.3817.64 18.18£13.07 0.001

Values are Mean £ SD
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Letrozole ¢ 9
83.30%, 26.67%= A=Z1|H Fof X< 70.0%,
30.0%%} Blast w) fejgk 2ol gldich A o
E b oufgr A JFE A Ao AL letrozole w2
Azujg o bl fF38k Apol= glloy A=

Mg, dAge 27

Table 2. Demographic characteristics in patients with anovulatory infertility, letrozole and clomiphene groups

Variables Groups P values
Letrozole Clomiphene
N 30 30
Age (years) 31.401+3.43 31.40£3.60 1.00
Body Weight (Kg) 56.031+6.24 54.07+3.77 0.146
Height (m) 1.631+0.03 1.6410.12 0.335
BMI (weight/height®) 21.15£2.08 20.314.06 0.186
Baseline Profiles
LH (mIU/ml) 6.5713.98 8.40+5.89 0.264
FSH mIU/ml) 4.12£1.01 448+1.23 0.223
E; (pg/ml) 56.481+26.99 64.04+33.79 0.342
Testosterone (ng/ml) 0.4910.20 0.4710.25 0.671
Values are Mean £ SD
Table 3. Characteristics of clinical variables between letrozole and clomiphene groups
Variables Groups P values
Letrozole Clomiphene
No. of follicle 1.121+0.33 1.19£0.51 0.577
Endometrial Thickness (mm) on LH surge 10.48+1.23 8.521+0.93 0.000
Cervical Mucus
Amount (1~3) 2.0410.61 1.57%£0.59 0.012
Spinnbarkeit (cm) 6.00%1.12 495%1.61 0.003
Days of LH surge 12.12+2.46 14.52£3.18 0.006
Diameter of follicle on LH surge (mm) 22.48+2.42 21.28+3.18 0.155
Ovulation Rate (%) 83.30 70.0 0.222
Pregnancy Rate (%) 26.67 30.0 0.774

Values are Mean + SD

- 147 -



LESISAAMRMS MASE2 ZH|2 et =0 T n

re
fol

uld 3 B2 o letrozole oA F7] LH
HH|Zuko] WA F T (12124246 vs 14.5213.18,
=0.006), LH #-H]F1 A 5ol A o] a2 77
7} FAYO (10484123 vs 85240.93 mm, p=
0.000), AFs 78 ¥ o] ko] BWkar AAMIo] =
el (2.04+0.61 vs 1.57+0.59, p=0.012, 6.00+1.12 vs
4.95%1.61 cm, p=0.003, respectively) (Table 3).

o

il

[

Waksl g A= cytochrome p450 Tt Ef- &
2 53HAe] 4YO = androstenedione ™} testosterone
©] hydroxylations &3l estrone?} estradiol= 713k
He ol 2EZ7 Ao FEAIS (rate limiting)
A GAE Sushy WA, APGAIE, BiRE, A,

T, AROMIE, BOMIE, 1, Y 24 Sl

:

oA A= AERo|= ¥} H|AEH 2
olt Pom FREM 1 At kst AAd
aminoglutethimide ™= H|5-0]%] XH|Zo]E oz
b2 FaldAe o] &=l ot F-AH-8-3 H| 50|
oz sl 4 Afol B2 TA7E AU
Althe] formestane T % A8 o]al F-A}-go
AHQOo T5 FAR FolHolof sk &
O = o] mgh Ao Aghdo] wkth 3 Al
ksl g A A 2= H2H Zo]= <2l anastrozole
7} letrozole, Z~E| 2] = 3¢l exemestane©] T}S
Letrozole (4, 4'-[1H-1, 2, 4-triazol-1-ylmethylene]-
bis-benzonitrile)> A E1H, 7} x o2 288 1
Y= aminoglutethimide®] 1,0008] X 1~5 mg
Sl A ANA~ERZAE 97~99%714] THAaAIZIT
TS letrozole> 77 Fo= &3] F4EE H
7 W)= 45407F (30~60A17F) A Eo]tts
Letrozole?] 28 7|32 T34 dxAdo=z
288 Zo 7 Holed T34 Vo2 E Wk

3}

—_—

2
4
5

—

)

A=y

L EREEER

[ e R

=29
gk 2ol ofa Tha el YA o m k=l
o] F2¥=H o]zle] FSH &A| 4 dS
z7Fste] FSHell dhigk Tz e] vk vt s 57t
A RAoR Holw AHA|Z 7ol gk A7l
A QtERgllo] 7] W A A= aE U
Ehdth= 3lo] 9 HRATE" e U el £4
H ot=2 418 IGF-101y tE Y&H] == S5
H] 212} (paracrine factor)E A}=3Fo] FSHE} A<

2 AN = A dAF7IE 7R oAl A
letrozoleS F¢J3}%1S Wl LH, FSHY estradiol,
DHEA-S HHolli= &0l giglov d457] 11
A AJ9] testosterone?} 214 2] progesterone 3z
A7F T8l Asdhe Al skl Testo-
sta oAl o3k o iER

719] progesterone®] Fo|5tAl A AoE H
of thd T P 7| Fem HlTth
Letrozole ] 7|0l 4] A7l progesterone &
SAZL Adsete A o dE el o5
A 7= Qe Apadtel] g =gk g AER
72l §35 eIl estrogen/progesterone H| S 4

=
ASAA B AFAe] e AT WS f
8 5 gt WP gael @ 5 9l om
eIt
o) el AAF7] 3

Cortinez &= Hlehd &< 3}
Aol A 7A7HA] letrozole 5 mge FoI6}31S wl =}
A 7)ol g o we Bt e 9745
71 79 A LHS} F=E7o] 53t estradiol©]
7 A ek vjgr A A A7) Z=7]9] estradiol
5= AA F719F Zfol7} flom A7) 57

- 148 -



N353 22, 2008
oA o mERZNC R Mk oAl o]

éi} etrozole ] oA ARt AL AR} A
St A2t 22 S Mol NIV & Ao
Ho} letrozole 91+ estrogen/progesterone H|E

ZAste] 2 Aol w2 Ao w s

o] Ao A}

+ letrozole©] HH% A Skl A S| W

2RSS dov|al AA JAdiERZ dFAE

FABt Ade Aguluh dS

& Kol Fedl ol wied &

=
S 93t X BAZA letrozolel] ZHAL AALSEH
[e)

rmmmwﬂ

Ao A letrozole®} =
q2E Hrtsh] 9
A5 o 7k A
‘/}44 , A ® 7, LH, FSH &5 X]ol| A=
2ol 7F gl ey LH T‘ﬂ%‘[‘a Al estradiol®] EF
X+ letrozole |5 oA f-o]8}A] Wokt) o] A
To] A= wjekd 29 Al A letrozole AHE
& Abge] FAG FEjol] v QJ3F glo] A
2r)33 AR G AE RS 7 UeS
ol

Letrozole©] 4 47

Fol A=
=
[e)

o]
o mA=
l]:_

o
’
2
é
_>L

2 rir

[
rf
E
E
2,
=
ﬁ
rlr
ot o2 X
odl
o
BN
>
>
et
f

O>~ g‘w ﬂlﬂ/ l’ol'
1> RORN 3

9 e

Q

[}

=

g

T

a3

5

}5S }‘11 estrad101°] %‘i JE‘rt Cortinez viﬂ Az}
9} letrozole X2 oAl LH E1]Z2 A] estradiol
IFA 7t FreJsAl Wtk Fisher 59 A7 2}
£ geld 5 U= 01 2 3EE SH L

g A7] Zelel] 71918 Zlom AtgHH
et 59 Aol A letrozole2] HH -
Bk & A5t A v, I

pEA

fo
i —E A

%

>

U -2

0x

OF - SR - PhEID - MAT

J

G2 L As dxe A E azvd A8
F719} ZFol7F YAATE e letrozole A& ol
A =z

Feulet FATE frelsiAl AL, A
Aol froletA Bkom HAMdo] 2 AL
= Mo} letrozole> F-HlEA] B oMol a2
njde] AAsh= wighiE a97F o A
¥ ool Aol o ~Em g3tE v
A|AFSEAL @It} Letrozole X] & ol A
o)l ~E=2 7 a7} YeRtA|
e & 7l o= o2 A] JAlEol A9
Z}O]* A= 6&?‘ AiE H7HE 98 °

< s o ® gk AR dEA A9t o]
of & Ao AlgHh

Mitwally 5> F=Zu|H x50 Aufjgt thdA
LTS 22 29 g 29 2R 108
A 2 letrozole?] HigHF+= EYE A7 =
4 €74 57] 38X 79714 315 letrozole 2.5 m
S TS W wiEHES 75%, UAES 25%3
o FAgudA X5 F7]9 H|&| letrozole X & T
71l A AFg o] feoletAl FAY TS A
B8k} o83t A3} letrozoles> FHITHA] &
o gkxte] wighR ey vigd B Skxjoll A wist
st it o Amnd ARgelA Es]
He P 2ER 5a9E 9T F dES AAKet
AL

PG ARSI SRl A letrozolet =13

T 3713k Bayer 5] 1ol A

= W& 2SS letrozole v A= -
ol A 2+t 65.7% vs 74.7%, 9.1% vs T4%=E quf}
Zpol7F §iar AFg et FANAME F2f 3t 2fo]
AAA T letrozole X & ol A TEL] 47} &
estradiol =7} gfr) thdAddAZT o
{;H?ﬁi H]—iﬂ:ﬂ_ﬁ_/\ ﬁﬁ }\]-EHE |
270o] A= 2 e digh
Ae STHA iR e
LSRR < R S e P
—‘!x‘ﬂz‘ﬂl_‘ A=ZwjHel Hla] vkt

Eadl 84 g JS et

Ay

frtl

=)

@

o &
Ln
o
i)

2‘_4
_,o‘)‘I

—

agQ

_1

(T HE R

%
oot
b
2 > b 1S oo rlo ]

r ’5:
oo 1o 1o

i

EE
sk o

(6]

bR R

2&—1% [

717}

o
L=e)

=
K

lo
|d
e

N

- 149 -



4 o

| ¥om=E Aol Ui
o] Atk o7t 7]l v
s B e =t o e e o e s

Zpof] Y3t letrozolee] X & &3}
9 AFolA] letrozole 1 § 90%2] FA}ol| A
iz Aol #EESAL 677 A5 o
2 25.9% 0k AsiEre] FAE AR
F710l14 2] 5.78+0.62 mmeol] H]3l letrozole
71l = 9.40+£1.25 mm= 234 7
23t A= letrozole©] A =1| ol A

oX
o 4

=

_

M o X o

e &

CICESRTEN =

Garcia-Velasco &
T2 ol EaFsh
Ao Al letrozole

Zo| A letrozoleS F7}

GRIESEEY
2ES. 71X

A= 25
171 &) v =20
estradiol F X% EF3}al ApgUjdto] gFo}X]
43S Holid ol ARn|He o rER

L EREEER

2 g3t 7]90& Ao g Wt} 11} letrozole
< estradiol®] FF A= Stole Aguidte] 7|7}
FSH = Fofeh gdshas qalde] glojAe 4
2r)gl F7F Fof o3 v frofetA =&
ZO 2 Ho} letrozole 3 23 g8
A uiErelut flalgel Fds 2
FEEEZ AEFES =Y T 2
A7 E Aoz B8
Bedaiwy & WA #golA FSH o
709} letrozole M3 Fo19] & a&88S 4
Skl FSH @5 Fof ol A hCG 7] &
¥ e O B ARsuiEte] o AR oY Al
letrozole W& 3} -§-AF5}AT)E Letrozole ™
|5 7oA FuEF-=E 93 FSH Q730
=t ©]& letrozole 7} F17}
NES 7] 98l des axss=
A Ae AlAbete g4t
H x5 AHE A
3

FA om Ja%
=
T

r

w flo <y

o
Ot
il
X
o
B

1S/
o
S,
>,

won = ﬂ‘i fa ot Jo op mo H
i
i
Lo,
K
=

=y d Azl letrozoles AFEE wl=
& | o]Fo1d 45 efjolel] thdk <t
a3k 3}, AHbA O 2 letrozoles €7
o 59 7+ FoH 5 gl Bol} o

-

o weolt}y < efo}ol] thdl letrozoled] <HA

of gt -7} A|71EA=dl (2005, ASRM %=,
Biljan et al),” letrozole XI5 5 &3+ 1505 2] o}
o]F 36,0008 ©]/e] tjzad} BlaEklS o 150
o] ololef Al 2¢]¢] tlsH FA T} 3] W 7]

-150 -



K353 M2%, 2008

[e)
H|A T} letrozole X B0l 23] A3 olo| =A<
A 7138 24 Tulandi® 59 A+ Ao

M A1 7183 A 0] letrozole ol
X 24%F 3 AR HA oA 48%ATE TRV
A=)

& SRS T letrozole X H ol A 1.2%, =0

A5 oA 3.0%A3L A 7189 SHAANE A

Zuldl ol A 1.8%, letrozole oA 02%% 23]

2 AEr3 oA o w4 o] ATelAE A

A 718 LAAEL gZnFo]u} letrozole ol A
o

st g A A A letrozole> = X F2] Al

=
247t Qo FEnHe | A~EZA &
g YERNA] oz us Al wjEfE
7} 7Ved Aor Wty X3 letrozoles I EUT|
Houp FArR=322 5ol B 1S B
¢l Aol e gt X5 Adso] BHas il §)
3 A2 vighe] o] FoA|aL gl Y FAtelA A
o] et B E A B X84
249 g% JFHIL U

A7 o] A Az B uf eksla A4
A= S Eet A Ee] A2 oA 2] 9
AAE AHAE Fo R Holm HAMA 7H FH
A AbgEo] & IEnF Lo 7 wEi=
O ME% e d T Us A= Alsdn.

=

==

10.

11.

12.

13.

-151-

N
f
I
IS
0z
(=)
Iz
M
[l
=
>
s
>
i
=
o
D
o

A 0= ¢

. Greenblatt RB, Barfield WE, Jugck EC, Ray AW. Induction of

ovulation with MRL/41: preliminary report. JAMA 1961;
178: 101-4.

. Dickey RP, Holtkamp DE. Development, pharmacology and

clinical experience with clomiphene citrate. Hum Reprod
Update 1996; 2: 408-506.

. Gonen Y, Casper RF. Sonographic determination of a possible

adverse effect of clomiphene citrate on endometrial growth.
Hum Reprod 1990; 5: 670-4.

. Opsahl MS, Robins ED, O'Connor DM, Scott RT, Fritz MA.

Characteristics of gonadotropin response, follicular development,
and endometrial growth and maturation across consecutive
cycles of clomiphene citrate treatment . Fertil Steril 1996; 66:
633-9.

. Dickey RP, Olar TT, Taylor SN, Curole DN, Harrigill K.

Relationship of biochemical pregnancy to preovulatory endo-
metrial thickness and pattern in ovulation induction patients.
Hum Reprod 1993; 8: 327-30.

. Holzer H, Casper R, Tulandi T. A new era in ovulation

induction. Fertil Steril 2006; 85: 277-84.

. Mitwally MFM, Casper RF. Aromatase inhibition improves

ovarian response to follicle-stimulating hormone in poor
responders. Fertil Steril 2002; 77: 776-80.

. Weil SJ, Vendola K, Zhou J, Adesanya OO, Wang J, Okafor J,

Bondy CA. Androgen receptor gene expression in the primate
ovary: cellular localization, regulation, and functional correla-
tions. J Clin Endocrinol Metab 1998; 83: 2479-89.

. Adashi E. Intraovarian regulation: the proposed role of insulin-

like growth factors. Ann NY Acad Sci 1993; 687: 10-2.
Giudice LC. Insulin-like growth factors and ovarian follicular
development. Endocr Rev 1992; 13: 641-69.

Yen SSC, Laughlin GA, Morales AJ. Interface between extra-
and intra-ovarian factors in polycystic ovary syndrome
(PCOS). Ann NY Acad Sci 1993; 687: 98-111.

Cortinez A, De Carvalho I, vantman D, Gabler F, Iiiguez G,
Vega M. Hormone profile and endometrial morphology in
letrozole-controlled ovarian hyperstimulation in ovulatory
infertile patients. Fertil Steril 2005; 83: 110-5.

Fisher SA, Reid RL, Van Vugt DA, Casper RF. A randomized

double-blind comparison of the effects of clomiphene citrate



LSS AAMMC HAS22 2|2t RSl s

14.

15.

16.

17.

18.

19.

and the aromatase inhibitor letrozole on ovulatory function in
normal women. Fertil Steril 2002; 78: 280-5.

Mitwally MFM, Casper RF. Use of an aromatase inhibitor for
induction of ovulation in patients with an inadequate response
to clomiphene citrate. Fetil Steril 2001; 75: 305-9.

Bayar U, Basaran M, Kiran S, Coskun A, Gezer S. Use of an
aromatase inhibitor in patients with polycystic ovary syndrome:
a prospective randomized trial. Fertil Steril 2006; 86: 1447-51.
Begum MR, Quadir E, Begum A, Begum RA, Begum M.
Role of aromatase inhibitor in ovulation induction in patients
with poor response to clomiphene citrate. J Obstet Gynaecol
Res 2006; 32: 502-6.

Garcia-Velasco JA, Moreno L, Pacheco A, Guillén A, Duque
L, Requena A, Pellicer A. The aromatase inhibitor letrozole
increases the concentration of intraovarian androgens and
improves in vitro fertilization outcome in lower responder
patients: a pilot study. Fertil Steril 2005; 84: 82-7.

Mitwally MFM, Casper RF. Aromatase inhibition reduces
gonadotrophin dose required for controlled ovarian stimulation
in women with unexplained infertility. Hum Reprod 2003;
18: 1588-97.

Mitwally MFM, Casper RF. Aromatase inhibition improves

ovarian response to follicle-stimulating hormone in poor

-152-

20.

21.

22.

23.

24.

L EREEER

[¥e)

responders. Fertil Steril 2002; 77: 776-80.

Barroso G, Menocal G, Felix H, Rojas-Ruiz JC, Arslan M,
Oehninger S. Comparison of the efficacy of the aromatase
inhibitor letrozole and clomiphene citrate as adjuvants to
recombinant follicle-stimulating hormone in controlled ovarian
hyperstimulation: a prospective, randomized, blinded clinical
trial. Fertil Steril 2006; 86: 1428-31.

Bedaiwy MA, Forman R, Mousa NA, Al Inany HG, Casper
RF. Cost-effectiveness of aromatase inhibitor co-treatment for
controlled ovarian stimulation. Hum Reprod 2006; 21: 2838
-44.

Mitwally MFM, Casper RF. Single-dose administration of an
aromatase inhibitor for ovarian stimulation. Fertil Steril 2005;
83:229-31.

Biljan MM, Hemmings R, Brassard N. The outcome of 150
babies following the treatment with letrozole or letrozole and
gonadotropins. Fertil Steril 2005; 84(Suppl), S95.

Tulandi T, Al-Fadhli R, Kabli N, Martin J, Forman R, Hitkari
J, Librach C, Greenblatt E, Casper R. Congenital malforma-
tions among 911 newborns conceived following letrozole or
clomiphene citrate for infertility treatment. Fertil Steril 2006;
85:1761-5.



H353 22, 2008 2=E - 20 HEE 2 - AlAN 2] 62

=IAEXE-=
g A ksl a Ao AATE A SRR ] el MRl E) e ool e migi s 23E 7]
98},
Ok A AAFI)E 7 oA 30MS A O ® letrozoled FolalA] &2 F7] (xR Fod 7] (A
TelA AAEER X5 S45ch 7-} AAE7] 3, 11, 2199 LH, FSH, E,, testosterone, DHEA-S9] =X &

SASAIL 2} 7] 21Ul progesterone 0] F7HEATE =9lo] leo] Fujgtow Xvkd gk} 60l Al =
20|37} letrozoles Foldh § (2 A8 2, 307) wighE, XIS, LH W05 A, A% daE 5 Al FA,
Ae7dd Aol Fih AAMY, LH ¥ 35 A b A% 58 FHste] 7 7&«1 A aE vt
=] 1} Letrozole LH, FSH, E,, DHEA-S #H|oll&= 93-S vX]A] 2%} letrozole 71 F7] 119419 testosterone
¥} 2197 €] progesterone 5 X|= ol vl frolgh s Hlth (040+0 16 vs 0.28+0.11 ng/ml, p=0.002, 18.18
+13.07 vs 8.38+7.64 ng/ml, p=0.001). Letrozole® F= 1] # i+ 7ke] wjehGe Eofo] tat ulaolA] wleks, Aals, A
o  iE A HAoA = gl el @k Afolrt gll ot A =w)El a vlaek wf letrozole ol A
%7]0] LH #H|Zdo] BRIl (12.1242.469 vs 14.52+3.18, p=0.006), LH 0] Z A|Ho)| A o] 2pgjut 77}
AR (1048+1.23 vs 8.52+0.93 mm, p=0.000), Az 743 Y o] @Wokal FAAI o] =k} (2.04£0.61 vs 1.57£0.59,
p=0.012, 6.00%1.12 vs 4.95£1.61 cm, p=0.003).

A E: Letrozole> A YAF7E 7H Aol I RS S8 AW SAA 7| Tl o Ao
A= ARngled A8k eaE vk glom oS AAQl MEfErt o]Fold 3o R AlnErh

SHEO: WSt aLqAA, dERSE, A2, v

-153 -



