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APPENDIX 1. FLOWCHART
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APPENDIX 2.

Part 1a. Results of 33 patients with EIN or LG EEC treated with progesterones in order to preserve

fertility
Treated Pts Age BMI Reason GxPx MRI PA PR ER Tx
according (n=33) atDx for pre-
to analysis  Tx
protocol
NO a 33 287 F G1PO - LG + + MPAother
EEC
NO b 21 38.8 P GO Normal LG + uk MPA other
EEC (12 mo) +
LNG-IUD
NO c 33 260 F GO <50%MI LG + + MPA other
EEC
NO d 29 280 F&P  G.P1 Normal LG + + MPA
EEC 200mg/d +
LNG-IUD
NO e 30 382 F&P GO 0%MI LG uk uk MPAother
EEC
NO f 37 300 P GO Normal LG + uk MPA
EEC 200mg/d
NO g 36 332 F&P GO - LG uk uk MPA other +
EEC LNG-IUD
NO h 40 24.0 P GO >50%MI LG + + MPA
EEC 200mg/d
NO i 32 237 P GO <50%MI LG + + MPA
EEC 200mg/d
NO j 27 311 F G1P1 Normal LG + + MPA
EEC 200mg/d
NO k 38 232 F G3P0O 0% MI LG + + Prog.other
EEC
NO | 28 32.9 F&P G.P1 - EIN uk uk MPA other
YES m 33 - P GO - EIN + + MPA
200mg/d
YES n 37 28.0 P G1PO - EIN  + + Endometrium
resection
+ MPA
200mg/d
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Appendix 2. Clinical data and follow-up of Dutch cohort

Duration FR CR Time to No Fertility Duration FR CR Time to No

Course 1 after after recurrence of after Course 2 after after recurrence of
afterend Tx Hx course 1 after end Tx Hx

11 mo 5 11 - 9 1 xterm, - - - - -
mo mo 1xMC

24 mo 10 24 - 8 0 - - - - -
mo mo

8 mo 4 8 16 3 0(2xIVF/ 4 1 4 - 6
mo mo mo ICSI) mo mo mo

12mo+ 2 2 ; 5+ 1 . : ; : ;

10 mo 9 - 21 3 1TxMC 4 3 - - 2
mo mo mo mo

19 mo 16 19 7 8 0 - - - - -
mo  mo mo

17 mo 17 - 5 7 0 - - - - -
mo mo

25 mo 17 - - 6 0 - - - - -
mo

3 mo - - - 3 0 - - - - -

12 mo 5 8 3 4 0 22 19 22 43 6
mo mo mo mo ? mo mo mo

10 mo 6 - - 5 0 - - - - -
mo

8 mo 5 8 20 6 0 14 5mo 22 15 7
mo  mo mo mo mo mo

11 mo 4 7 - 6 1xAD25 - - - - -
mo  mo wk

8mo 3 8 - oo
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Part 1a. Continued

Treated Pts Age BMI Reason GxPx MRI PA PR ER Tx
according (n=33) atDx for pre-
to analysis Tx
protocol
YES o 35 20.8 F GO Normal LG + + MPA
EEC 200mg/d
YES P 37 230 F GO Normal LG + + MPA
EEC 200mg/d
YES q 39 - P GO Normal LG + MPA
EEC 200mg/d +
LNG-IUD
YES r 31 202 P GO 0%MI LG + + MPA
EEC 200mg/d
YES s 36 230 F GO - EIN - + MPA
200mg/d
YES t 36 369 F G1PO - EIN + + MPA
200mg/d
YES u 29 220 F GO 0%MI LG + + MPAother
EEC
YES v 34 277 P GO - LG + + Prog.other
EEC
YES w 37 480 uk GO - LG + + MPA
EEC 200mg/d
YES X 32 301 F&P GO Normal LG + + MPA
EEC 200mg/d +
LNG-IUD
YES y 37 256 P GO 0%MI LG + + MPA
EEC 200mg/d
YES z 27 350 P GO <50%MI LG + uk MPA
EEC 200mg/d
YES aa 35 200 F GO 0%MI LG + uk MPA
EEC 200mg/d
YES bb 31 239 P GO 0%MI LG + + MPA
EEC 200mg/d
YES cc 25 290 P GO - LG + MPA
EEC 200mg/d +
LNG-IUD
YES dd 28 239 P GO Normal LG + + MPA
EEC 200mg/d
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Appendix 2. Clinical data and follow-up of Dutch cohort

Duration FR CR Time to No Fertility Duration FR CR Time to No

Course 1 after after recurrence of after Course 2 after after recurrence of
afterend Tx Hx course 1 after end Tx Hx
9 mo 6 9 23 6 0 6 3 6 - 3+
mo mo mo mo mo mo
6 mo 3 6 - 9 2(1x - - - - -
mo mo IUFD AD
16 wk, 1
x term)
11 mo 7 11 - 5 0 - - - - -
mo mo
10 mo 4 7 - 6 - - - - - -
mo mo
7 mo 2 6 - - - - - R - _
mo mo
10 mo 7 10 - - - - - - - -
mo mo
10 mo 5 8 - - 1 x term - - - - -
mo mo
11 mo 3 - - 5 0 - - - - -
mo
6 mo 3 6 - 3 0 - - R _ -
mo mo
4 mo - - - 2 0 - - - - -
11 mo - - - 5 0 - - - - -
6 mo 3 6 13 6 0 - - - - -
mo mo mo
14 mo 10 14 8 6 0 6 3 6 12 3
mo mo mo mo mo mo mo
11 mo 4 7 11 7 0 - - - - -
mo mo mo
34 mo 5 8 5 7 0 3 - - - -
mo mo mo mo +
6 mo 3 6 6 4 0 12 4 - -
mo mo mo mo mo
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Part 1a. Continued

Treated Pts Age BMI Reason GxPx MRI PA PR ER Tx
according (n=33) atDx for pre-
to analysis Tx
protocol
YES ee 27 274 F GO Normal LG + + MPA
EEC 200mg/d
YES/no* ff 38 228 F GO 0%MI LG + + MPA other
EEC
YES/no¥* gg 31 220 P GO 0%MI LG MPA
EEC 200mg/d

Legend: Dx: diagnosis, Tx: therapy, FR: first response, CR: complete response, Hx: hysteroscopy,
FU: follow-up, LNG-IUD: levonogestrel releasing IUD, MPA: medroxyprogesterone, mo: months,
F: fertility issues, P: period issues, ER: Estrogen receptor, PR: progesterone receptor, Ml: myo-
metrial involvement, MC: miscarriage, LG ECC: low-grade endometrial cancer, EIN: endometrioid
intra-epithelial neoplasia, Hyst: hysterectomy, BSO: bilateral salpingo-oophorectomy, USO: unilat-
eral salpingo-oophorectomy, NED: no evidence of disease, IUFD: intra- uterine fetal death, term:

term delivery, GTD: Gestational Trophoblastic Disease, LTFU: lost to follow up.
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Appendix 2. Clinical data and follow-up of Dutch cohort

Duration FR CR Time to No Fertility Duration FR CR Time to No

Course 1 after after recurrence of after Course 2 after after recurrence of
afterend Tx Hx course 1 after end Tx Hx
11 mo 3 6 36 mo 9 1 x term 6 3 6 - 3
mo mo 1T xMC mo mo mo
9 mo 9 12 - 5 0 - - - - -
mo  mo
9 mo 4 7 -3mo ™ 5 1TxMC - - - - -
mo mo

Definitions: Negative pathology result: no abnormalities/hyperplasia without atypia/progesterone

effect; Responder: 2 x negative pathology result

* Recurrence in remaining ovary. Laparoscopic resection, no other signs of disease, abdomi-
nal fluid negative. Adjuvant pelvic irradiation. Stage 3 EC.

**  Advice: hysterectomy since no response after 12 months. Second opinion abroad: continued
medication and resulted in response and pregnancy, therefore temporarily LTFU.

***  Temporarily refusal for definitive therapy

***x Progression after first 3 mo. Advice: hysterectomy, temporarily refusal by patient, 4 month
delay until surgery.

# Last therapy before Hysterectomy was endometrium resection

## 3 Months before stop progesterone: EIN

¥ Mostly but no because therapy was stopped after only one negative pathology report

¥¥  Mostly but no because therapy was stopped eventhough 3 months before pathology was
reported as EIN
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Part 1b. Results of 33 patients with EIN or LG EEC treated with progesterones in order to preserve

fertility
Treated Pts Fertility = Total FU Statusat  Final treatment PA final
according (n=33) after last FU
to protocol course 2
NO a - 124 mo NED FU
NO b - 24 mo NED FU
NO c 0 (IVF-ICSI 87 mo NED FU
attempt)
NO d - 34 mo NED FU
NO e 1xMC 129 mo NED Hysterectomy no cancer
2 x Term
NO f - 75 mo NED Hysterectomy LG EEC
NO g - 33 mo NED Hysterectomy + LG EEC
BSO
NO h - 38 mo NED Hysterectomy + LG EEC
BSO
NO i - 23 mo NED Hysterectomy + LG EEC
BSO
NO j 2xMC 89 mo NED Hysterectomy +  no cancer
tubectomy
NO k - 16 mo LG EEC Hysterectomy +  no cancer?
tubectomy
NO | 0 59 mo EIN Ongoing
treatment
YES m - 19 mo Pregnant FU
AD 25
YES n - 15 mo NED FU
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Appendix 2. Clinical data and follow-up of Dutch cohort

Stage Reason GxPx Fertility Pregnancy Recurrence  Other
Hysterectomy post-Tx tx outcome after
hysterectomy
- G3P1 IVF 1 xterm, - Temp. LTFU
1TxMC
- GO - UK - FU elsewhere
- GO IVF/ICSI - - LTFU gyn, GP:
NED
- - - Pre-term - SO abroad**
delivery
AD 36.5
Completed family ~ G4P2 Ul 2 xTerm no 2 Extra
2xMC periods of
LNG-IUD
1A Inadequate GO IVF - no -
response +

recurrent disease

1A Recurrence GO none - - After 10 mo +
LNG-IUD
1A Persistant disease GO - - no Patient delay
*kk
3 Progressive GO - - no Patient delay
disease FHEK
doubt on IVF G3P1 IVF 2xMC no Course 3:
chances CR after 6
months, 7

hysteroscopies

no response G3PO - - no

- G1AD none  AD 25wk - -
25 wk
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Part 1b. Continued

Treated Pts Fertility  Total FU Statusat  Final treatment PA final
according (n=33) after last FU
to protocol course 2

YES o - 89 mo NED FU

YES p - 49 mo NED FU

YES q - 26 mo NED FU

YES r - 14 mo NED FU

YES s - 9 mo NED FU

YES t - 10 mo NED FU

YES u - 21 mo post FU

partum

YES v - 46 mo NED Hysterectomy no cancer

YES w - 33 mo NED Hysterectomy LG EEC

YES x - 23 mo NED Hysterectomy + LG EEC
BSO

YES y - 23 mo NED Hysterectomy + LG EEC
BSO

YES z - 20 mo NED Hysterectomy + LG EEC
tubectomy

YES aa 0 75 mo NED Hysterectomy +  no cancer
tubectomy

YES bb - 62 mo NED Hysterectomy + LG EEC
uso

YES cc - 40 mo EIN Ongoing
treatment

YES dd - 25 mo NED Ongoing
treatment

YES ee 1xAD32 67 mo Pregnant

AD 32
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Appendix 2. Clinical data and follow-up of Dutch cohort

Stage Reason GxPx Fertility Pregnancy Recurrence Other
Hysterectomy post-Tx tx outcome after
hysterectomy
- GO Ul - - -
- G2P2-1 IVF 1 xIUFD - -
1 xterm

- - V)] - - -
- G1P1 IVF 1 xterm - -
no response 0 - - no -

1A no more wish to 0 - - no -

preserve fertility

1A no more wish to GO - - no -
preserve fertility

1A noresponse GO - - no -
1A recurrence GO clomid - no -
recurrence GO none - no Extra periods
of LNG -IlUD
1A recurrence GO none 0 yes * -
- - - - - Repeated
dislocation
LNG-IUD
- G3P1 [UI 1 xterm, 1 - -
xMC, 1 x
AD 32 wkn
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Part 1b. Continued

Treated Pts Fertility  Total FU Statusat  Final treatment PA final
according (n=33) after last FU
to protocol course 2
YES/no* f - 53 mo NED Hysterectomy LG EEC
YES/no¥* g9 - 16 mo GTD

Legend: Dx: diagnosis, Tx: therapy, FR: first response, CR: complete response, Hx: hysteroscopy,
FU: follow-up, LNG-IUD: levonogestrel releasing IUD, MPA: medroxyprogesterone, mo: months,
F: fertility issues, P: period issues, ER: Estrogen receptor, PR: progesterone receptor, Ml: myo-
metrial involvement, MC: miscarriage, LG ECC: low-grade endometrial cancer, EIN: endometrioid
intra-epithelial neoplasia, Hyst: hysterectomy, BSO: bilateral salpingo-oophorectomy, USO: unilat-
eral salpingo-oophorectomy, NED: no evidence of disease, IUFD: intra- uterine fetal death, term:

term delivery, GTD: Gestational Trophoblastic Disease, LTFU: lost to follow up.
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Appendix 2. Clinical data and follow-up of Dutch cohort

Stage Reason GxPx  Fertility Pregnancy Recurrence Other
Hysterectomy post-Tx tx outcome after
hysterectomy
1A Hyperplasia, no GO none - no -

atypia, worries
with doctor/pt

- 1 - 1xMC -

Definitions: Negative pathology result: no abnormalities/hyperplasia without atypia/progesterone

effect;

*

Kk

*kk

Kkkk

##

¥¥

Responder: 2 x negative pathology result

Recurrence in remaining ovary. Laparoscopic resection, no other signs of disease, abdomi-
nal fluid negative. Adjuvant pelvic irradiation. Stage 3 EC.

Advice: hysterectomy since no response after 12 months. Second opinion abroad: continued
medication and resulted in response and pregnancy, therefore temporarily LTFU.
Temporarily refusal for definitive therapy

Progression after first 3 mo. Advice: hysterectomy, temporarily refusal by patient, 4 month
delay until surgery.

Last therapy before Hysterectomy was endometrium resection

3 Months before stop progesterone: EIN

Mostly but no because therapy was stopped after only one negative pathology report
Mostly but no because therapy was stopped eventhough 3 months before pathology was

reported as EIN
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Part 2. Results of 33 patients with EIN or LG EEC treated with progesterones in order to preserve

fertility
Age mean/median 33
BMI mean 28
median 27.4
Follow-up (months) mean 44.4
median 33
CR course 1 (n) 61% (20/33)
Time to CR course 1 (months) mean 8
median 7.5
Recurrence after CR course 1 (n) 65% (13/20)
Time to recurrence after stop Tx course 1 (months) mean 13.4
median (N
CR course 2 after recurrence (9 attempts) 67% (6/9)
Time to CR course 2 (months) mean 11
median 6
Recurrence after CR course 2 (n) 50% (3/6)
Time to recurrence after stop Tx course 2 (months) mean 23.3
median 15
Pregnancies 17
Term delivery 6
Pre-term delivery (AD 36.5 wk) 1
Pregnant (AD 25 + 32 wk) 2
IUFD (16 wks) 1
Miscarriage 7
Hysterectomies 15
No malignancy 5
Grade 1 10
Stage 1A 9
Stage 3 1
Recurrence after hysterectomy + USO Ovarian met. 1
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