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What is endometrial hyperplasia?

An irregular proliferation of the endometrial glands with an increase in
the gland to stroma ratio compared with proliferative endometrium’

Most common presentation is abnormal uterine bleeding eg. HMB, IMB,
PMB, irregular bleeding or unscheduled bleeding on HRT.

Normal
endometrium
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Risk factors

Increased BMI = 35

2. Anovulation associated with perimenopause or
PCOS

3. Oestrogen secreting tumours eg. Granulosa cell
tumour

4. Drug induced endometrial stimulation
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Diagnosis and surveillance

2014 WHO classification - endometrial hyperplasia with or
without atypia

*Histological examination of endometrial tissue
*Consider diagnostic hysteroscopy for endometrial sample

*TV USS may be useful in diagnosing hyperplasia in pre/post-
menopausal women

*Direct visualisation and biopsy of cavity with hysteroscopy
should be undertaken where hyperplasia has been diagnosed
within a polyp or discrete focal lesion.
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Endometrial hyperplasia without atypia

* 5% risk of cancer over 20 years
 The majority of cases resolve spontaneously
 |mportant to address reversible causes

e Treatment with progestagens has higher
regression rate than observation alone

 Treat with progestagens if failure to regress with
observation alone or if symptomatic for AUB

) Y
Cakrs Hde In cary \



:3 DELTACEHHE Derby Teaching Hospitals NHS

NHS Foundation Trust

Management — 15 line

e Continuous oral or local intrauterine
progestagens

e LNG-IUS is 1% line treatment, if declined
continuous progestagens (medroxyprogesterone
10-20mg/daily or norethisterone 10-15mg/daily

* Avoid cyclical progestagens
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Evidence

Meta-analysis of LNG-IUS versus oral progestagens

*Higher regression rates:
e 3 months-0OR 2.3 (95% Cl 1.39-3.82)
e 6 months-0OR3.16
e 12 months - OR5.73
e 24 months-OR 7.46

*Less likely to need a hysterectomy
*No difference in rates of irregular vaginal bleeding

Abu Hashim et al. LNG-IUS vs oral progestins for non-atypical endometrial hyperplasia. AJOG 2015
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e Minimum treatment duration = 6 months

* Endometrial surveillance minimum 6 month
intervals with at least 2 negative biopsies prior to
discharge

e Woman must seek further referral if AUB after
treatment

 High risk of relapse if BMI >35 or treated with
oral progestagens, recommend 6/12 biopsy for 2
yvears. If 2 negative biopsies, consider long-term
follow up with annual biopsies
S
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Management — 2" line

* Indications for hysterectomy:
— If disease progresses to atypia
— If no regression after 12 months of treatment
— If relapse after completing treatment
— |If persistent bleeding
— If treatment declined/non-compliant

* If post-menopausal consider BSO
* Preferably laparoscopic approach

* Endometrial ablation is not recommended
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Endometrial hyperplasia with atypia - management

e Atotal hysterectomy is recommended +/- BSO
 Laparoscopic approach is preferable

* No benefit from lymphadenectomy

e Endometrial ablation is not recommended

Evidence: case control study of 794 women with atypical
hyperplasia had a risk of developing cancer of 8% in 4 years, 12.4%
in 9 years and 27.5% after 19 years. 43% association with
concomitant cancer.

Trimble et al. Concurrent endometrial carcinoma in women with a biopsy diagnosis of
atypical endometrial hyperplasia. Cancer 2006.
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Management — fertility sparing

* Need pre-treatment investigations to rule out invasive cancer or
co-existing ovarian cancer (4%) eg. Histology, imaging (TVS, MRI),
tumour markers

 Review investigations at MDT and plan on-going surveillance
e 1stline treatment = LNG IUS

« 2" |ine = oral progestagens

 Consider hysterectomy once fertility no longer desired

 Routine endometrial surveillance (biopsy) every 3/12 until 2
consecutive negative samples

* |f asymptomatic, long-term follow up with biopsies every 6 -12

months until hysterectomy
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Endometrial hyperplasia & fertility

* Need evidence of disease regression with at least 1
negative biopsy before attempting to conceive

 Referral to fertility specialist to discuss options,
assessment and treatments

 Consider assisted reproduction
* Prior to treatment, regression of hyperplasia is advised
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Endometrial hyperplasia & HRT

 Systemic estrogen only HRT is not recommended in
women with a uterus

* Encourage women to report any unscheduled
bleeding

* Women with hyperplasia taking sequential HRT
should be advised to change to continuous
progesterone using LNG IUS combined HRT
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Endometrial hyperplasia & adjuvant treatment
for breast cancer

. Inform women taking tamoxifen of increased risk of endometrial hyperplasia
and cancer

Aromatase inhibitors eg. Anastrazole, letrozole are not known to increase
the risk of hyperplasia or cancer

. LNG-IUS prevents polyp formation and decreases incidence of hyperplasia in
women on tamoxifen

. LNG-IUS effect on breast cancer recurrence is uncertain - not to be
recommended

. If develop hyperplasia while on tamoxifen for breast cancer, reassess need
for tamoxifen, manage according to histology in conjunction with oncologists
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Endometrial hyperplasia & endometrial
polyps

e Complete removal of a polyp is recommended
with an endometrial biopsy to sample
background endometrium

e Subsequent management is according to
histological classification
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| Algorithm for the management of endosmetrial by perplasia |

Emndometrial by perplasia
without aty pia (EH)

!

[ Aby pical hyperplasia (AH)

v ¥

Address risk factors®
Obsarvation
LNG-IUS (first lime)
Oral progestopen (secomd line)

Fertility reguired or surgery | Total hysterectomy =+ ESO= |
contraindicated

Endometrial biopsy (EE)
to be takemn:
EH at & months
AH at 3 months

¥ ¥ ¥
¥ ¥ ¥
Review treatment Review treatment Review treatment

LMG-IUS — continue for g years®
Oral progestogen — stop after &
muonths

Total hysterectoamy = BS0® if
ompoing ALB

EH Start medical treatment if

AH Advise tofal by sterectomy £

AH Total bysterectommy + BS0®

EC Manage according to Local
camcer guidelin=

observation failed”

Advise total hy sterectomy £
BSO0® if persistence after 1=
mipnths of medical treatment

J, BSOe ¥
Arramge follow-ap {medicad Arrange follow -up
management) | Mo EC Review at & weeks and
EH EBEMI <= 35: = two consecutive discharge
negative EBs at 6-month ELC Manage according to local
imtersals, then dischargeae cancer guideline
BMl = 35 or treated with oral Motes:

progestopens: = o
conseoutive negative EBs at
&-momnth intervals, thereafter
annual EE and review®

AH = two consecutive negative
EBs at z-month intervals,
thereafter 6—1z-monthhy EB
and review®

TH

¥

Relapse”

¥

Risk fxcvors imcddudes obesiny, HAT regamens, mmoxiien therapy and ancrvularecom.
Consider ovaran onservatiaon accoading o age, menopausal somrus and | panenc
preferences. In adidition oo noregression of EH or perssience of ALIE sympooms
oo ingg pacal ar mics, a wml hysereoiomy may ke incdicaced where dhere ars
{qmﬂm amsociamed wich meeclical sreasmem, (i) concerms over compliance witkh
mreamesne ar bllow-up, or (@) pacsen: preferences e.go high kevels of anocery

Thee Elbwe-uyp sneervall shasalkd Mmmmdmgﬂmmnhmmmmmhmkﬂe
risk fEceors, associaesd] symypeoms amnd response o Erearmee e

Hegresson — onhyperplastc or noomalignane e-nd.-m:l:l-ul.l:i.:l sample or oncdagnoestic
endomeomral sampds Brom an approprismcly placesd encdomerrial sampling devioe;
PETSESTENCE — FHF FEgressaon o progressson of indaal EH sabeype afier 3 or meore monchs:;
progression — deve lopmenr of AH or BC relapse — recurrence of EH or AH afier one or
maEne negative EB resalo(s).

In gemeral, acvise conmeinuason of the ING-IUS for the durason of is Syear ose,

expecially ifl EH associaced with AL/B or ocher baseline risk acoes= and mor adverse effecrs.

| Advise total hysterectomy + BS0* | E S medecal managemeene if EH oo oreacd imsually. The decisson oo peersaas waks medical —
managemesnt should be miken afer carefl mru-dnmﬁun.:.nd.mam.lnh disoussson with f
st ——
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Any questions?
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