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Postoperative AMH reduction is not associated
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In a prospective study, we investigated the impact of anti-
Mullerian hormone (AMH) changes following ovarian cyst sur-
gery on the probability to achieve pregnancy and live birth.
Women of reproductive age (n=60) were included before sur-
gery for benign ovarian cysts. Serum AMH concentrations were
determined pre- and postoperative at 6 and 24 months.
Information regarding pregnancy wish and attempts to conceive
were obtained by a questionnaire. At the time of inclusion, 45/60
women reported desire of children. At six months, the levels of
AMH decreased significantly in the whole group and further
reduction was observed at two years (from 2,7 mg/L to 2,0 mg/L
to 1,1 mg/L, respectively, p<0,008), with a percentage reduc-
tion of 42,9%. At two-year follow-up, 36 women reported to
have attempted to conceive and 18 achieved pregnancy (50%),
with a live birth rate of 33%. The percentage change in AMH at
two years did not differ significantly between the women who
conceived versus those who did not (p=0.117). Data reported
herein demonstrate that the AMH reduction following ovarian
cyst surgery is maintained two years after surgery; however, the
postoperative AMH decrease that follows ovarian cyst surgery
might not reduce the chances to achieve pregnancy.

Key words: AMH, cyst enucleation, live birth rate, ovarian reserve,
ovarian cyst surgery, pregnancy outcome.

revious data have indicated that serum concentrations of anti-

Mullerian hormone (AMH) decrease after ovarian surgery, even
when applying careful cyst enucleation techniques without macro-
scopic evidence of removal of ovarian tissue [1—7]. Hence, concerns
have been raised regarding the need for surgery of certain ovarian cysts
in young women, mainly due to the fear of reducing the women’s ovar-
ian reserve as a consequence of the surgical procedure and thereby
reducing fertility. In a recent systematic review, nine out of the 11
studies that were included demonstrated a significant decline of AMH
following surgery for endometriomas but also after surgery of other
ovarian cyst types [3]. At present, no study has prospectively investi-
gated the long-term impact of AMH changes in fertility outcomes.

Pregnancy rates between 4% and 22% had been reported after
surgery for endometriomas [8]. Additionally, a cumulative pregnan-
cy rate up to 40% five years following surgery for endometriomas
was reported in a RCT study [9].

The objective: was to investigate the impact of ovarian cyst surgery
on ovarian reserve, as determined by postoperative changes in serum
AMH and on reproductive outcome of women that attempted to
achieving pregnancy within a two-year postoperative follow-up period.

PATIENTS AND METHODS
Women of fertile age (18-44 years) were included in this
prospective cohort study between 14 March 2011 to 26 March 2012.
At the time of inclusion, the women were scheduled for the surgery of

152

ovarian cysts at the Department of Obstetrics and Gynecology,
Sodersjukhuset, Stockholm, Sweden. Indications for cyst surgery
included pain, a growing cyst, and fear of cancer. The complete cohort
included 112 women of which the following were excluded due to
pregnancy at inclusion (N=12), unilateral oophorectomy (N=3),
requirement of repeated surgery for new ovarian cysts during follow-
up (N=4), no attendance at follow-up (N=10) or malignancy (N=6).

Hence, the original study population entailed 77 women.
Follow-up visits were scheduled at six and 24 months post-opera-
tively. Data regarding the six-month follow-up of this cohort have
been reported previously [6]. The outcome of the 60 women who
completed a two-year follow-up is reported herein. The Regional
Ethical Review Board Committee in Stockholm, Sweden approved
the study (no 2011/107-31-4; 2013-532-34).

The women underwent ovarian cyst surgery by either lapar-
oscopy (N=>55) or laparotomy (N=5) depending on the cyst size.
The surgical technique has previously been described in detail [6].
Adhesions and/or endometriosis in the peritoneum were always
removed, and adhesion prevention was systematically used
(Hyalobarrier®, Anika Therapeutics S.r.l, Padova, Italy).

Serum AMH concentrations were determined before surgery at
six and 24 months (+two weeks) following surgery. The AMH
determinations were performed at the Department of Clinical
Chemistry, Karolinska University Hospital using an enzyme-linked
immunosorbent assay (ELISA) kit (ACTIVE AMH gen 1T ELISA,
Beckman-Coulter Inc. Webster, NY). All blood samples were cen-
trifuged within four hours. Serum samples were stored (-20 °C) for
up to 24 h and if not analyzed directly, stored in a freezer at -70 °C.
Baseline and six-month AMH samples were analyzed sequentially.
The samples from the 24-month AMH follow-up visit were frozen
and analyzed in four batches. The intra-assay and interassay coeffi-
cients of variation were 5.4% and 5.6%, respectively.

The AMH levels at six months could be categorized into three
groups; Group A included women with AMH levels <1.0 mg/L, group
B included women with AMH 1.0-3.5 mg/L and group C with AMH
levels >3.5 mg/L (range 3.7-11 mg/L) at six months postsurgery.

The women answered a questionnaire on reproductive issues
including pregnancy wish, fertility treatments, reproductive out-
comes and fertility distress at both the preoperative visit and at the
two-year postoperative follow-up. The study-specific items in the
baseline and two-year follow-up questionnaires have been validated
and used in previous studies [6, 10, 11].

STATISTICAL ANALYSIS
Baseline characteristics are presented as absolute and relative
frequencies with either means and standard deviations (SDs) or
medians with ranges, as appropriate. Independent ¢-test, Chi-
square test/Fischer’s exact test or Pearson Chi-square test were
used for comparisons.
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Table 1

Clinical characteristics of study participants at baseline.

All women,
N=60

N %

Three out of four women reported in the baseline questionnaire a desire of children
Desire for children at
time of inclusion, N=45

No desire for children at
time of inclusion, N=15

N %

p values
N %

Age at surgery mean (SD) 31.8 (6.3) 30.4 (5.9) 35.9 (5.9) 0.003*
BMI (kg/m?) 25.3 (4.4) 24.9 (4.6) 26.2 (3.5) 0.319*
Previous pregnancies 0,376 [1]
Yes 29 (48.3) 20 (44.4) 9 (60)
No 31 (51.7) 25 (55.6) 6 (40)
Previous children 0.202 [1]
Yes 19 (31.7) 12 (26.7) 7 (46.7)
No 41 (68.3) 33 (73.3) 8 (53.3)
Previous infertility 0.719 [1]
Yes 13(21.7) 9 (20) 4(26.7)
No 47 (78.3) 36 (80) 11 (73.3)
Previous infertility treatment 0.580 [1]
Yes 4 (30.1) 2(22.2) 2 (50)
No 9(69.2) 7(77.8) 2 (50)
Histopathology of cysts 0.343 [1]
Endometriotic cyst 20 (33.3) 17 (37.8) 3(20)
Nonendometriotic cyst 40 (66.6) 28 (62.2) 12 (80)
Type of surgery 0.463 [2]
Cyst enucleation 50 (83.3) 39 (86.7) 11(73.3)
Cystectomy with removal of ovarian tissue 3(5.0) 2(4.4) 1(6.7)
Fenestration or punction of cyst 7(11.7) 4(8.9) 3 (20)
*Independent t-test. [1] Chi-square test/Fischer’s exact test. [2] Pearson Chi-square test.
Percentage change over time was calculated as ((AMH baseline - g
— AMH 2 years)/AMH baseline) x100. As Shapiro-Wilk’s tests indi-
cated non-normality of distribution of AMH levels, nonparametric
tests, including Wilcoxon’s signed-rank test and Mann-Whitney U- 08
test, were used for analysis. One-way analysis of variance (ANOVA)
test, the Kruskal-Wallis test and Pearsons Chi-squared test were 2
used to compare subgroups based on desire for children at baseline, 2 =
achievement of pregnancy and absolute AMH concentration at the E
six-month follow-up visit. All statistical analyses were performed ]
using PASW  Statistics 22 software (SPSS Inc., Chicago, IL). D 0a
Statistical significance was set at a two-tailed p values of 0.05 or less. a
Survival analysis of the probability to achieve pregnancy lead-
ing to a live birth after ovarian cyst surgery. For these analysis only 0
women with desire of children and who attempted pregnancy were
considered (N=36). Vertical axis: cumulative pregnancy rate; hori-
zontal axis: months after surgery. 0.0
RESULTS OF RESEARCH AND DISCUSSION ; ; X > I
Months after surgery

Table 1 summarizes clinical characteristics of the study partici-
pants. At study inclusion, the mean age was 31.8 years (range 18—43
years) and most of the women (45/60) expressed a desire to have one
or more future children. Serum AMH concentrations decreased sig-
nificantly in the whole group from 2.7 mg/L (range 0.2-16.9 mg/L)
to 2.0 mg/L (0.2-11.0) at six months and were further reduced to
1.1 mg/L (0.2-20.7) (p=0.001 for both) with a median 43% reduc-
tion from baseline levels. There was a significant negative linear cor-
relation between baseline AMH concentration and age (r=-0.3,
p=0.002). One-third of the cysts were endometriotic, and the remain-
der nonendometriotic (Table 1); however, the degree of AMH
decline after surgery was similar and did not differ significantly
between patients with endometriotic and none-ndometriotic cysts.

During the two-year study period, 36 women attempted to con-
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ceive, 18 achieved pregnancy (50%) and 12 had a live birth (33%)
(Figure). Among the women who attempted to conceive, 34 complet-
ed all AMH determinations at two years (Table 2). Two women who
became pregnant did not complete all AMH determinations. Out of
the 34 women with complete AMH data, significant AMH reductions
were observed both in the group of women who became pregnant
(n=16) and those who did not conceive (n=18), from 3.3 mg/L to
1.0 mg/L (p=0.057), and from 3.2 mg/L to 2.0 mg/L (p=0.003),
respectively. However, the reduction in AMH over time was similar
and did not differ significantly between these two groups (p=0.112).
Reproductive behavior, pregnancy rate or live births among
women who attempted to conceive were similar and did not differ
significantly between the three AMH category groups (Table 2). In
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Table 2

Women who reported a desire for children at baseline and completed all three AMH determinations (N=42)

Group A Low Group B Normal Group C High
AMH <1.0 mg/L AMH 1.0-3.5mg/L AMH >3.5 mg/L p values
at 6 months, N=7 at 6 months, N=27 at 6 months, N=8
Age (years) Mean (SD) 35.3 (5.0) 29.2 (5.4) 29.3(7.1) 0.045*
AMH mg/L Median (min-max) baseline 0.3(0.2-3.0) 2.9 (0.7-7.2) 5.9(8.3-16.9) <0.001 [1]
6 months 0.4 (0.2-0.9) 2.1(1.0-3.4) 7.3 (3.7-11.0) <0.001 [1]
2 years 0.2 (0.2-0.7) 1.3(0.3-5.4) 6.0 (1.7-20.7) <0.001 [1]
Worry about fertility (Scale 1-10) presurgery 5.0 (1.0-8.5) 6.3 (0-10.0) 5.0 (0-8.0) 0.530 [2]
Worry about fertility at 2 years 2(0-10) 6.0 (0-10.0) 2.5(0-6.0) 0.121[2]
Women with desire of future children 3 21 5 0.194 [2]
at two-year follow-up
Infertility at two-year follow-up 2 8 0 0.213[2]
Women who attempted to conceive 4 23 7 0.211[2]
and had complete
AMH data N=34
Pregnancies among women who attempted o o o
to conceive (17/34) 2 (50%) 11 (48%) 4 (57%) 0.911 [3]
Live birth rate among women who attempted o o
to conceive (11/34) 0 8 (35%) 3 (43%) 0.312[3]

The women were informed about their AMH levels and changes at the 6-months follow-up visit and categorized into three groups
according to their AMH (Groups A, B, C). during the two-year study period, 36 women attempted to conceive, 18 achieved pregnancy
and 12 had a live birth. However, only 34 of these women completed all three AMH determinations and are included in the table.

*One-way ANOVA. The statistically significant difference was between Group A and Group B.
[1] Kruskal-Wallis test. The statistically significant difference was between Group A and the other two groups. [2] Pearson Chi-square test.
[3] Pearson Chi-square test. The p values are counted for total pregnancies (both spontaneous and ART) and life birthrates (excluded: live birth after oocyte donation).

the women with alow AMH (<1 mg/L) prior to surgery, two spon-
taneous pregnancies occurred but none of those resulted in live
births and the only live birth was achieved after oocyte donation.

This is the first prospective study that reports ovarian reserve,
pregnancy rate and live birth rates of women followed for a two-year
period after ovarian surgery. Data presented here indicate acceptable
fecundity rates among the women who attempted to conceive, with a
live birth rate of 33% during the follow up period of two years. As such,
it could be inferred that the chance of pregnancy does not seem to be
reduced, as ovarian surgery primarily impacts the number of residual
ovarian follicles and not the quality of the oocytes they contain.

Ovarian surgery for benign indications is common. The current
global trend aims towards fertility sparing surgery by cyst enucle-
ation in young women and the frequency of oophorec-tomies has
decreased [12, 13]. However, fertility-sparing surgery for ovarian
cysts has been associated with a significant reduction of female
ovarian reserve as estimated by changes in serum AMH concentra-
tion [1, 3, 4]. During the two-year follow-up of the present study,
AMH concentrations were markedly reduced in the study group by
nearly half compared to baseline levels.

A progressive decline of AMH over time in fertile healthy
women has earlier been established [14—16]. Bentzen et al reported
a 5.6% yearly decline of AMH [15] and La Marca et al reported a
median decline of 0.16 mg/L per year [ 16]. The 43% median decline
of serum AMH concentrations found in our cohort (from 2.7 mg/L
to 1.1 mg/L) is larger than that previously described in association
with aging and without ovarian surgery. In similar prospective
studies, such a sustained AMH reduction up to 12 months post-
surgery has been demonstrated [1, 3, 17], but to our knowledge, no
extended follow-up of has been presented. Our data confirm a sig-
nificant reduction at six months after ovarian cyst surgery and
demonstrates that AMH continues to further decline at 24 months.

Studies following patients after conservative ovarian cystec-
tomy have indicated that fertility is preserved with acceptable repro-
ductive outcomes [8, 9, 18, 19]. In a meta-analysis of 14 studies, the
pregnancy chance after laparoscopic surgery for endometriomas var-
ied from 30% to 67%, with a calculated weighted mean of 50% during
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a follow-up time of 36 months [20]. Our study confirms these results
with a pregnancy rate of 50% in women who attempted to conceive
during a follow-up time of 24 months. As regards to pregnancy rates
after surgery for benign nonendometriotic cysts, such data are still
lacking. Importantly, there were no significant differences in preg-
nancy rates between women with endometriotic and nonendometri-
otic cysts. Age is the best validated single predictive factor for achiev-
ing pregnancy. The women with AMH in the lowest percentile
(<1.0 mg/L) were older in the present cohort and there were no live
births among those women with the only exception of the woman
that underwent in vitro fertilization (IVF) with donor oocytes.

A limitation of our study is the lack of knowledge of additional
infertility factors, such as a male factor in the infertile couples.
Another reason for infertility might be the risk of adhesions at sur-
gery. At our clinic, it is standard procedure to use antiadhesion bar-
riers prevention of postsurgical adhesions in all women of fertile age
[21]. In a Scottish study, no difference was seen in readmissions for
adhesions after gynecological laparotomies or laparoscopies [22].

In the present study, women were not recruited at an infertility
clinic, which provides external validity for young women present-
ing with ovarian cysts and facing ovarian surgery. It could be
inferred the possibility of selection bias as some women did not
complete the two-year follow-up. However, analysis of this group
N=17) showed no significant differences in age, BMI, AMH levels
or wish for children when compared to the women who completed
the study follow-up, which lends support to the notion that the
women who completed the study follow-up are representative of
the entire study cohort.

CONCLUSIONS

Data reported herein indicate that the AMH decline that
occurs after conservative ovarian cyst surgery is prolonged up to
two years after surgery. However, our study does not support the
notion that AMH should be routinely measured after conservative
ovarian cyst surgery in women with normal to high AMH levels, as
the data do not provide proof of a substantial effect on female fertil-
ity due to the decrease in AMH following ovarian cyst surgery.
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MocneonepaunoHHoe cHmkeHue AMI He cBfiI3aHO
CO CHMXeHneM pepTUNbLHOCTU B Te4YeHne ABYX JieT
nocne onepauuv no NoBoAy KUCT AUYHUKOB

Tekla Lind, Claudia Lampic, Jan I. Olofsson,

Kenny A. Rodriguez-Wallberg

B npocrniekTHBHOM MCCIT€IOBANTI MBI HCCIIEIOBAJIH BJIFSTHIE N3MEHEHHI
KOHIIEHTPAIMK aHTUMIOJIepoBa TopmoHa (AMI) nocsie omnepanuii o
MOBOJLY KUCT SIMIHUKOB Ha BEPOSITHOCTH HACTYIICHNUsI GEPEMEHHOCTH 1
pOKIeHNsT KUBOTO peberka. JKeHIHbl PernpoyKTHBHOTO BO3pacTa
(N=60) GbL11 BKJTIOYEHBI B UCCIEI0BAHME /10 OTIEPATHBHOTO JICUEHHSI 10-
OpokauecTBeHHbIX KUCT sndHUKOB. Konienrpain AMI B cbiBOpoTKe
KPOBH OIIPeJIeJIsIN JI0 ¥ TocJie omeparmu yepes 6 n 24 mec. Undopma-
MO O JKEJIAHUHU 1 TOTBITKAX 3a0epeMeHeTD TTOIyJali ¢ TIOMOIILIO Ofl-
pocHuka. B MoMeHT BKIIoUeHNs 45/60 JKEeHIMH COOOIINIII O JKeTaHum
3abepemeHetsb. Ha mectom mecsitie Habmonerus: yposan AMI 3Haum-
TEJIbHO CHU3WJIMCH BO BCeil TpyIiie, JHajbHedilee CHIsKeHne Haboa-
JIOCh Ha TPOTsKeHuu AByX Jiet (ot 2,7 mr/m 1o 2,0 mr/au 1o 1,1 mr/i co-
orsercrBerno; p<0,008) rpu nporierHTHOM yMmenbiennn 42,9%. B mepu-
071 IBYXJIETHETO HAGJIOIeHNsT 36 JKEHIUH COOOIIIIN, YTO MBITATINCH 3a-
yath, n 18 u3 Hux gocturim Gepemennoctu (50%) ¢ posKIEHUEM KIUBOIO
pebenka y 33%. IIporenTHoe namenenue B KontenTpain AMT 3a 1sa
roJ[a CYIECTBEHHO He OTIIYAI0Ch MEXK/LY JKEHIMHAMI, KOTOpbIe 3abepe-
MeHesH, 1 TeMu, KTo He 3abepemenen (p=0,117). /lanHble, npe/icTaBieH-
Hble B HACTOSIIIIEM HCCJIEIOBAHIM, TTOKA3bIBAIOT, YTO CHIKEHIE YPOBHSI
AMTI nocse ornepanuii o MOBOLY KUCT SIMYHUKOB COXPAHSETCS depes
JIBa TOJa TI0CJIe OTePaIN; OJIHAKO JTO MOCTEONepalioHHOe CHIDKEHNe
ypoBHsi AMT He yMEHBIITAET MAHCOB KEHIIUHbBI 3a0€PEMEHETb.
Kmouesvte crosa: AMI, yucmsxmomus,, wacmoma poroeHus Hugolx
demetl, 06aPUATLHDLI PE3ePs, XUPYPLUUECKOE JeUenue KUCM SUUHUKOS,
ucx00 bepemennocmu.

MicnaonepauiitHe 3HxeHHa AMIT He noB’aA3aHe

3i BHNXKEHHAM PEePTUNBHOCTI NPOTAroM ABOX POKIB
nicna onepauii 3 npMBoAy KiCT S€E4YHUKIB

Tekla Lind, Claudia Lampic, Jan I. lofsson,
Kenny A. Rodriguez-Wallberg

Y TIpoCTIeKTUBHOMY JIOCJIi/IKEHH] MU IOCTI/PKYBAJIH BIJIB 3MiH KOH-
neHTpariii antumioieposa ropmony (AMT) nicsig onepartiii 3 puBo-
Jly KiCT SI€UHUKIB Ha MIMOBIPHiCTh HaCTAHHS BariTHOCTI i HAPO/PKEHHS
skuBoi autunu. JKinku penpopykrusoro Biky (N=60) Oy/iu BKoueHi
B JIOCJIKEHHS 10 OMEPATUBHOTO JIKYBaHHS TOOPOSAKICHUX KicT
sgeuynnkiB. Konnentpaiii AMI' y cuposarii kpoBi BusHavasm 10 i
nicss oneparii yepes 6 i 24 mic. [ndopmariiio 1po Gaxkanus i cipobu
3aBariTHITU OTPUMYBAIH 3a JOIOMOTOI0 ONUTYBAJIbLHUKA. Y MOMEHT
BKJIOYeHHS 45/60 KiHok mosigoMuam npo Gaskanns 3asaritHiti. Ha
noctomy Micsiti cnocrepeskeHHs piBHi AMI 3HauHO 3HU3UIINCS Y BCiit
TpyIi, MMOJIaJblile 3HIKEHHST CIIOCTEPIray IPOTSTOM JIBOX POKiB (Biz
2,7 mr/n o 2,0 mr/a i no 1,1 mr/a BinnosinHo; p<0,008) 3a BigcoTko-
Boro 3MenmnieHus 42,9%. Y 1epion ABOPIUHOTo crocrepeskerts 36
JKIHOK TIOBiZJOMWJIN, 1[0 HaMmarajmcsl 3aBaritHuth, i 18 3 HuX 3a-
BaritHmn (50%) 3 Hapo/pKeHHsIM K1BOi uTHHU y 33%. Bincorkosa
3MmiHa y koHIeHTpaiii AMI 3a s1Ba poku icTOTHO He Bijipi3Hsiacs Mixk
sKiHKaMu, ki 3aBariTHiaM, i TuMH, XTo He 3aBarithiB (p=0,117). /lawi,
MpeJiCTaBIeHi y 1IbOMY JIOCTI/IKEHHI, CBiZlUaTh, 10 3HUKEHHS PiBHS
AMT micJist onepattiii 3 IpUBOJLY KiCT I€UHUKIB 30€piraeThest yepes jBa
poKM micsg omneparii; ofHaK 1ie TicjsgonepaitiiiHe 3HVKEHHSI PiBHS
AMTI ne 3MeHIIy€E MAaHCiB KiHKY 3aBariTHITH.

Kniouosi cnosa: AMI, yucmexmomis, 4acmoma HapoO#eHHs HCUBUX
dimeil, osapiarvnuil peseps, Xipypziune NiKyeanHs Kicm ACUHUKIG, pe-
3YJlbmam 6azimuocmi.
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