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TAH, total abdominal hysterectomy; BSO, bilateral salpingo-oophorectomy; USO, unilateral salpingo-oophorectomy; appen, appendectomy; omen, omentectomy; CHT, chemotherapy; DOD,
died of disease; NED, no evidence of disease; RT, radiation therapy; PALNB, para-aortic lymph node biopsy; PPLND, pelvic/para-aortic lymph node dissection.
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Characteristics HR 95% CI p-value
Age

<60 Reference

61-70 1.37 0.52-3.56 0.524

71-80 3.02 1.32-6.93 0.009

> 80 4.89 2.10-11.37 0.000
Tumor size (cm)

<2 Reference

2-4 1.93 0.43-3.82 0.659

>4 | 1.07 0.31-3.65 ‘ 0913
Primary site

Trunk Reference

Upper limb and shoulder 0.80 0.38-1.71 0.571

Lower limb and hip 1.17 0.40-3.42 0.775

External genitalia 3.32 1.34-8.26 0.010
Summary stage

Localized Reference

Regional ‘ 4.29 0.96-19.14 0.056

Distant V 23.62 6.68-83.49 V 0.000
Grade

Low (well to Reference

moderately differentiated)

High (poorly differentiated 235 0.84-6.60 0.104

or undifferentiated)
Lymph node involvement

No Reference

Yes 2.63 0.61-11.28 0.19
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Characteristics

Age (years)

N (%)

<60 379 (30.6%)

61-70 329 (26.6%)

71-80 296 (23.9%)

>80 233 (18.8%)
Sex

Male s (66.5%)

Female | 415 (33.5%)
Race

White 1,073 (91.2%)

Black 48 (4.1%)

Others 56 (4.8%)

Tumor size (cm)

<2 367 (67.0%)

2-4 114 (20.8%)

>4 67 (12.2%)
Primary site

Trunk 804 (65.0%)

Upper limb and shoulder 294 (23.8%)

Lower limb and hip
External genitalia

Grade

Low (well to moderately differentiated)

94 (7.6%)

45 (3.6%)

257 (79.1%)

High (poorly differentiated or undifferentiated)

68 (20.9%)

Summary stage

Localized 876 (96.2%)

Regional 20 (2.2%)

Distant 15 (1.6%)
Lymph node involvement

Yes 10 (1.2%)

No

852 (98.8%)
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Characteristics HR 95% ClI p-value
Age

<60 Reference

61-70 1.89 1.40-2.55 0.000

71-80 3.76 V 2.83-5.00 V 0.000

> 80 8.37 6.27-11.19 0.000
Tumor size (cm)

<2 Reference

2-4 1.93 1.37-2.71 0.000

>4 ‘ 2.87 1.88-4.39 0.000
Primary site

Trunk Reference

Upper limb and shoulder 1.17 0.95-1.45 0.143

Lower limb and shoulder ‘ 0.99 V 0.69-1.40 V 0.934

External genitalia 0.95 0.60-1.50 0.816
Summary stage

Localized Reference

Regional 1.16 1.16-0.44 0.763

Distant 6.97 3.71-13.10 0.000
Grade

Low (well to Reference

moderately differentiated)

High (poorly differentiated 1.10 0.73-1.65 0.647

or undifferentiated)
Lymph node involvement

No Reference

Yes 0.58 0.205-1.65 0.310
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Variables Number of cases (%)

Age, years (median, range) 61.5 (17-88)
Menopause 22 (68)
Smokers 2 (6.2)
Parity, births (median, range) 2 (0-4)
Previous fibroids 1(3.1)
Previous pelvic radiation 0
Previous use of tamoxifen 1.(3.1)
Symptoms

Pain 0

Pelvic mass 0

Bleeding 27 (84.4)

None 5 (15.6)
FIGO stage

1 25 (78.2)

it 4 (12.5)

111 3(9.3)

v 0
Margin involvement 1(3.1)
Tumour size, mm (median, range) 30 (2-170)
Extrauterine involvement 3(9.3)

Surgical approach

Laparoscopy 4 (1255)
Laparotomy 27 (84.4)
Vaginal 1(3.1)

Surgical procedure

Hysterectomy 32 (100)
Bilateral salpingo-oophorectomy 29 (90.6)
Omentectomy 2 (6.2)
Pelvic lymphadenectomy 7 (21.8)
Para-aortic lymphadenectomy 1(3.1)
Appendectomy 1(3.1)

Involved margin after resection

No 31 (96.9)
Yes 1(3.1)
Radiotherapy 13 (40.6)

Chemotherapy 2(6.2)
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Age

Gomez-Caro A 65
(2006) (8)
Rimner A(2007) (9) 81
Fulciniti F 59
(2007) (10)
Klingen TA 79
(2009) (11)
70
54
Maounis N 73

(2010) (12)

Fukumoto K 65

(2011) (13)

Ko K (2012) (14) 47

Sato K (2012) (15) 57

Ji FF (2012) (16) 40
49

Sousaris N 55

(2013) (17)

Huang HC 70

(2013) (18)
Liam CK (2013) (19) 70

Hachisuka A 60
(2014) (20)

Dansin E, 52
(2015) (21)

Shen YW (2015) (4) 52
Lin Q (2016) (22) 51
Ninan ] (2016) (23) 67
Cserni G (2017) (24) 60
Ota T (2018) (25) 69
Enrico D (2019) (5) 29
our (2023) 52

Sex

Male

Female

Female

Female

Male
Female

Female

Female

Female
Female
Female
Female

Female

Female

Female

Male

Female

Female

Male

Female
Female
Female

Female

Female

IHC markers of breast biopsy

CK4- CK7- TTF-1-

TTF-1+ ER- PR- HER-2—

TTF-1+ ER- PR—

TTF-1+ CK7+

TTEF-1+ CK7+
TTF-1+ CK7+

TTF-1+ SP-A+ GCDFP15-
ER- mammaglobin—

TTE-1+ ER- EGFR-19 (E746-A750) mutation

TTF-1+ ER- PR— mammaglobin—

TTF1+ CK7+ SP-A+ CK20- GCDFP15- ER~ PR~ HER-2—
TTF-1+ ER- PR- HER2- GCDFP15- mammaglobin—

TTE-1+ ER- PR~ HER2- GCDFP15- mammaglobin—

TTEF-1+ napsin A+ ER- PR- HER-2—

TTE-1+ GCDFP15- ER- PR—

TTF-1+ ALK- ER- PR- HER-2—

TTEF-1- Napsin-A- SP-A- ER- PR- GCDFP15—

TTF1+ GATA3- GCDFP15- PAX8- ER- PR-HER2-

TTF-1+ Napsin A+ CK7+ ER- PR- GCDFP15-

TTF-1+ Chomogranin A+ Synaptophysin+ CD56+ ER- GCDFP15- HER~

TTEF-1+ Napsin A+ CK7+ GATA-3— GCDFP15—

TTF-1+ Napsin A+ CK7+ GATA-3— PR- HER2—- mammaglobin—

ER- PR- HER2- EGFR-21-L858R+

TTEF-1+ CK7+ Napsin A+ AEIAE3+ P63— CK20- ER- PR— GATA3-

HER2-

TTE-1+ Napsin A+ CK7+ ER- PR— HER2- Mammaglobin— GATA3—

GCDFP15- CK20-

NA, not available (not mentioned in patient’s report).

IHC

kers of lung biopsy

CK4- CK7- TTF-1-

TTE-1+

NA

NA

NA
NA

TTE-1+ CK 5/6— ER- CA-125-
thyroglobulin—

EGFR-19 (E746-A750) +

NA
NA
NA
NA

NA

EGFR-21-L858R+

TTF-1+ ALK~ Exon-20 T790M+

TTF-1- Napsin-A— SP-A— ER- PR-
GCDFP15~

Exon-19 19-Del +

TTF-1+ CK7+ Napsin A+ CK20—- CK5/6—
GCDFP15-

TTF-1+ Synaptophysin+ CD56+ EGFR-21-
L858R+

NA
TTF1+ CK7+ p63—
EGFR-21-L858R+

TTF-1+ CK7+ AE1AE3+ Napsin A+ P63—
CK20—-

TTE-1+ Napsin-A+ CK7+ CD56- CgA—
Syn—
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v 87.5%
90

80

81.9%
70
60
50
40 tumor size (mm)
30 —-— 30
>=30

20

P value=0.28

0 12 24 36 48 60
Number at risk Time (months)
Group: <30

13 11 9 7 6 6

Group: >=30
18 13 13 12 9 6
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100
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80
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Background

Age/

Sex

Medical
history

Size
()]

Imaging Operation

Following
up (months)

1(7)

2/(8)

3/(9)

4/(5)

5/(22)

6/(1)

7/(10)

8/(11)

9/(12)

10/(13)

11/(14)

12/(14)

13/(15)

14/(16)

15/(6)

16/(17)

17/(18)

18/(30)

19/(19)

20/(20)

21/
(present
case)

Nm

Arising
in fibroadenoma

Nm

RT associated

Mastectomy and
ALND with CT

BCS with RT

and CT

Arising
in fibroadenoma

55/F

59/F

60/M

72/F

51/F

46/M

46/F

81/F

37/

61/F

57/F

82/F

61/F

47/F

Nm/F

49/F

53/F

62/F

49/F

56/F

54/F

1w

M

3M

6M

2W

Nm

8M

6M

2M

M

23

25

34

22

22,

42

Nm

38

62

2.8

15

Ultrasound: the neoplasm

is found to consist of Mastectomy,
confluent nodules forming  lymphadenectomy
an overall mass
Mastectomy,
Nm 4
lymphadenectomy
Mastectomy,
Nm 24
lymphadenectomy
Nm Local excision
Ultrasound: a huge tumor
replacing almost the entire Mastectomy
breast tissue
Mammogram: a lobular
mass with partially Mastectomy
circumscribed edges in the ‘
upper inner quadrant,
measuring 22*21*16 mm
Nm Local excision
Mammogram: the lesion is
identified as a confluent
3 P Mastectomy
mass lesion measuring 4.2
*3.5*2.5 cm
Ultrasound: solid echo
mass.
MRI: ring enhancement
pattern, signal intensity/ Mastectomy

time curve: fast initial
phase, plateau
delayed phase

Mammogram: a lobular
mass with high density, Nm
obscured margin

Nm Nm

Mammogram: a 3.5-cm-
sized well-defined nodular
mass with high density at
11 o’clock position of
center breast

Local excision

Ultrasound: 3.8*2.1cm
h hoi t 3

ypoecholc mass a Local excision
o’clock position of

center breast

Mammogram: a lobulated

mass, high density, multiple

angular and poorly Nm
circumscribed margins, a

lack of encapsulation

Mammogram:
microcalcifications in the
upper outer quadrant of
the center breast and the
upper inner quadrant of
the right breast.
Ultrasound: a hypogenic
area of poorly defined

Local excision

limits and several enlarged
axillary lymph nodes

Nm No
Mammogram: 2-cm-sized

well-defined nodular mass
with high density

Local excision

Ultrasound: an oval

heterogeneous mass
g_ . Mastectomy

measuring 30 mm in the

right retropectoral area

Ultrasound: 3*2cm
hypoechoic mass at 7
o’clock position of
right breast

Local excision

Ultrasound: a 1.5
*0.9*1.0cm hypoechoic
irregular mass located in
the 5 o’clock position of
the breast with a surgical Mastectomy
scar on the skin.

Mammogram: a mass in

the inner lower quadrant of

the right breast

CT

RT

RT
and
CT

RT

Nm

RT

No

R 1);
Vimentin (+), ecurrence (1)

SMA (+), Pleuropulr.nonary
thers () metastasis and
° dead (1)
Vimentin (+),
SMA (+), S100 Alive (20)

(+), CD68 (+),
others (-)

Vimentin (+),
Recurrence and

SMA (+), .
others () alive (120)
SMA. 23’ MoA Recurrence (5);
desmin (+), mLt“"_g @)
Pl i metastasis
Vimentin (+),
SMA (+), Alive (24)
others (-)
Vimentin (+), Alive (12)

SMA (+),

fibronectin (+),
others (-)

Vimentin (+),
SMA (+),
CD34 (+),
others (-)

Recurrence (12)

Vimentin (+),
SMA (+),
Bdl-2 (+),
others (-)

Pleuropulmonary
metastasis and
alive (14)

Vimentin (+),
SMA (+),
CD34 (+),
ALK (+),
Ki67 30%,
others (-)

Alive (3)

Vimentin (+),
Actin (+),
CD34 (+),
ALK (+),
others (-)

Bone
metastasis (Nm)

A Pulmonary and

brain metastasis,
others (-)

dead (12)

SMA (+),
desmlf‘l +), Dead (15)
calponin (+),

others (-)

Vimentin (+),
SMA (+),
fibronectin (+),
calponin (+),
others (-)

Alive (24)

Vimentin (+),
SMA (+),
CD34 (+),
Ki67 30%,
others (-)

Alive (3)

Bone
metastasis (11)

SMA (+), MSA
(+), fibronectin

(+), CD99 (+), Alive (2)
calponin (+),
others (-)
R Lung

metastasis (2)

Vimentin (+),
SMA (+), Ki67
20%, others (-)

Recurrence (Nm)

Vimentin (+),
SMA (+), Ki67
43.1%,
others (-)

Vimentin (+),
SMA (+),
CD34 (+), Nm
Ki67 10%,
others (-)

CD34 (+),
SMA (+),
Ki67 30%,
CD31 (+),
ALK-D5F3
(+), P63 (+),
others (-)

Alive (3)

Nm, no mentioned; RT, radiotherapy; CT, chemotherapy; IHC, immunohistochemistry; ALND, axillary lymph nodes dissection; BCS, breast conservation surgery; F, female; M, male; Y, year; M,
month; W, week.
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ug
Carboplatin
Docetaxel
Doxorubicin
Gemcitabine
Ifosfamide

Paclitaxel

Vehicle

Vehicle

Vehicle

Vehicle

Vehicle

Vehicle

se 1

Dose 2

25 nM

10 nM

10 nM

100 nM

Dose
50 nM
50 nM
100 nM
1uM
250 uM

50 nM

Dose 4

100 nM
100 nM
1uM
10 pM
500 puM

500 nM

500 nM

10 uM
50 uM
100 uM
1mM

5uM
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Combination number Drug combination

Combo 1: (C1) 100 nM carboplatin 500 nM paclitaxel
Combo 2: (C2) 100 nM carboplatin 100 nM docetaxel
Combo 3: (C3) 100 nM carboplatin 10 UM gemcitabine
Combo 4: (C4) 100 nM carboplatin 500 uM ifosfamide
Combo 5: (C5) 500 uM ifosfamide

500 nM paclitaxel

Combo 6: (C6) 100 nM doxorubicin
500 nM paclitaxel

Combo 7: (C7) 10 uM gemcitabine
500 nM paclitaxel

Combo 8: (C8) 100 nM doxorubicin
10 UM gemcitabine

Combo 9: (C9) 100 nM doxorubicin
100 nM docetaxel
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Time interval to

diagnosis of meta-
static disease(year)

Localization

Treatment

C.Gawlik 63 1 Accepted, Isthmus Left thyroid lobectomy PAX-8(+),TTF-1(+)

etal (1) indeterminacy | + Unilateral and isthmectomy

A.Solmaz 64 15 Not accepted Unilateral total thyroidectomy CD10(+),Vimentin(+),TTF-1(-)

etal (2)

D.Macedo- 80 9 Accepted, Unilateral Hemithyroidectomy CD10(+),Vimentin(+),TTF-1(-), TG

Alves indeterminate and isthmectomy (-),chromogranin(-)

etal. (3)

1. Chiardi 76 8 Accepted, entire thyroidectomy

etal. (4) suspicious thyroid gland

J. L. Shi 56 5 resection of thyroid Rcc (+), AMACR (-),vimentin (+++),

etal. (5) metastatic renal CK (-), TPO (-), CK19 (-), galectim-
cell carcinoma 3 (+++) and CDI10 (++)

C.P.Ramirez- 62 Thyroid nodules as the Accepted, Bilateral total thyroidectomy with a CD10(+),TTF-1(-),TG(-),

Plaza first symptom indeterminate prophylactic central

etal. (6) compartment dissection

CE.Connolly = 84 Thyroid nodules as the Not accepted entire total thyroidectomy

etal. (7) first symptom thyroid gland

F.Badawi 63 14 Accepted, Bilateral total thyroidectomy CD10(+), CAIX(+),galectin-3(+),

etal. (8) indeterminate vimentin(+)

M.Yamauchi 59 Thyroid nodules as the Accepted, Unilateral left hemithyroidectomy CD10(+)

etal. (9) first symptom indeterminate

M. Di Furia 53 1 Accepted, Unilateral total thyroidectomy RCC(+),CD10(+), Vimentin(+), TTF1

etal. (10) indeterminate (-), Thyroglobulin(-)

RN.Hellums 69 10 Accepted, Unilateral hemithyroidectomy CA9(+),PAX8(+), TTF-1(+)

etal (11) diagnosed

F. Wu 55 4 Accepted, Bilateral total thyroidectomy+ post- RCC(+),CD10(+),PAX-8(+), TTF1(-),

etal. (12) indeterminate operative chemotherapy Thyroglobulin(-)

M. Kefeli 80 18 Accepted, Unilateral left hemithyroidectomy PAX-8(+),CD10(+),Vimentin(+),

etal. (13) unreported TTF1(-).TG(-),GATA-3(-)

C. Manini 42 synchronic Accepted, Unilateral total thyroidectomy PAX-8(+),CD10(+),carbonic

etal. (14) indeterminate anhydrase IX(+)

F. Medas 62 6 Not accepted Unilateral total thyroidectomy CD10(+),TTF1(-),Hector Battifora

etal. (15) mesothelial cell monoclonal antibody-

+: weakly positive, ++: moderately positive, +++: strongly positive, -: negative.

1(-),galectin-3(-)





OPS/images/fonc.2024.1395273/crossmark.jpg
©

2

i

|





OPS/images/fonc.2024.1350043/crossmark.jpg
©

2

i

|





OPS/images/fonc.2024.1350043/fonc-14-1350043-g001.jpg
CT findings indicate Ultrasound examination:

the presence of a nodular structure measuring bilateral thyroid nodules classified as
approximately 1.9*2.3 cm within the TI-RAD V, along with multiple enlarged
surgical site of the right kidney, warranting bilateral neck lymph nodes

consideration for tumor recurrence.

Unprovoked Abdominal CT scan showed Presence of a thyroid
hematuria a nodular lesion within the surgical tumor persisting for
with blood site of the right kidney with more than 5 months
clots progressive enlargement
i — 1
>
2012 regular follow-up 2013 April,2015 February,2023
evaluations at intervals of
3 months T T
eUnderwent surgical resection eUnderwent bilateral thyroidectomy
: : of the right retroperitoneal + radical right neck dissection under
Diagnosed with clear mass.

1l i f th : _— general anesthesia.
cell carcinomaof the ePathological examination  HE morphology and medical

right kidney and revealed right perirenal clear history was consistent
underwent right cell carcinoma with metastatic clear cell renal

nephrectomy. carcinoma of renal origin.
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Publication

size(cm)

Location

Signs/symptoms

Treatment

Follow-up
(months)

Danner DB, 1994 (27)

Liitiges J, 1997 (41)

Liitiges ], 1997 (41)

Biilchmann G, 2000 (31)
O'sullivan MJ, 2001 (39)
Gemechu T,2002 (20)
Movahedi-Lankarani §, 2002 (33)
Movahedi-Lankarani §, 2002 (33)
Movahedi-Lankarani §, 2002 (33)
Movahedi-Lankarani §, 2002 (33)
Movahedi-Lankarani $, 2002 (33)
Movahedi-Lankarani §, 2002 (33)
Movahedi-Lankarani §, 2002 (33)
Shorter NA, 2002 (21)

Shorter NA, 2002 (21)

‘Takeuchi M, 2003 (10)

Perek S, 2003 (30)

Schutte WP, 2006 (24)

Welsch T, 2006 (18)

Doi H, 2009 (29)

Menon BS, 2009 (2)

Jing H, 2011 (13)
Wakao J, 2011 (14)

Maxwell L, 2011 (38)

Tortorelli AP 2012 (19)
Bose P, 2012 (17)
Reilly C, 2013 (26)
Jayant K, 2013 (22)
Mao Y, 2013 (7)

Dias AR, 2013 (37)
Kim JY, 2014 (25)
Changal KH, 2014 (34)
Teixeira U, 2015 (6)
Kumar DN, 2015 (20)
Nishizawa N, 2015 (12)
Golhar A, 2017 (1)
Saif MW, 2017 (16)

Komforti MK, 2018 (15)

Yohannan B, 2020 (5)

Ahmad M, 2020 (32)

Pinheiro RN, 2020 (36)

Achufusi TG, 2021 (28)

Liu Y-C, 2022 (
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DPCT

Partial gastrectomy and DPS,CT Resection
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FNAWhipple and a hepatic metastasis
resection,CTRT.ablation

Bisopy.CT.RT

tumor resection,RT.CT Resection of
recurrent tumor and the invaded tissue,CT
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Biopsy,CT.Whipple
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Resection: Pancreatic Body/Tail, Spleen,
Omentum, Gastric Antrum/Body (Roux-en-
¥), Hepatic I1I, Gallbladder,CT;RT

FNA,Pancreatic Tumour Excision,
Cholecystectomy and Distal gastrectomy

Biopsy.CT,tumor resection and left
nephrectomy and left partial
adrenalectomy,CT,RT

Whipple and Partial transverse
colectomy,CT
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Publication = FNA Examination Results

Achufusi

TG,2021 (28) no evidence of malignancy

Yohannan B,

2020 (5) extraosseous ES of the pancreas

Komforti

MK,2018 (15) scant cellularity and rare atypical single cells

Golhar a pancreatic neuroendocrine neoplasm was suspected
A2017 (1)

Nishizawa N, PNET was suspected, a definitive diagnosis was difficult
2015 (12) because of inadequate samples

Kumar DN,

2015 (20) undifferentiated small round cell malignant tumor
Changal KH, A histopathologic possibility of round cell tumour was made
2014 (34)

Doi H, a metastatic carcinoma or poorly differentiated endocrine
2009 (29) carcinoma was suspected
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gender age primary tumor metastasis site
male NA mucinous tumor of the tunica
(old the cecum vaginalis testis
man)
male 53- colon adenocarcinoma the right
year-old epididymal tail
male 62- colon the spermatic cord
year-old mucinous adenocarcinoma
male 56- colon carcinoma epididymis
year-old
male 65- colonic testis, epididymis,
year-old mucinous adenocarcinoma | spermatic cord
male 75- colonic the tunica
year-old mucinous vaginalis testis

cystadenocarcinoma
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Study

Hughes et al. (10)

Sample Size

93
(PHP, n = 44 vs. BAC, n = 49)
(UM, n = 83; cutaneous melanoma, n = 10)

ORR (%)

36.4%; all of PR

Grade

Toxicity

85.7% Neutropenia

80% Thrombocytopenia
62.9% Anemia

17.1% Febrile neutropenia
14.3% Bilirubin elevation

Karydis et al. (16) Retrospective 51 49%; 37.5% Non-hematologic
43.1% PR 31.3% Neutropenia
5.9% CR 31.3% Thrombocytopenia
29.4% Anemia
Artzner et al. (11) Retrospective 16 60%; all of PR 14% Leukopenia
14% Thrombocytopenia
Briining et al. (17) Retrospective 19 53% PR Not specified
47% SD
Modi et al. (18) Retrospective 81 60.5%; 13.3% Anemia
51.9% PR 13.3% Neutropenia
8.6% CR 12% Thrombocytopenia
7.2% Coagulopathy
Dewald et al. (19) Retrospective 66 59% 24.8% Thrombocytopenia
7.6% Hepatic toxicity
4.1% Leukopenia
Meijer et al. (20) Phase 1T 35 72%; 84.8% Lymphocytopenia
69% PR 75.6% Leukopenia
3% CR
Tong et al. (21) Retrospective 101 59.5%; 24% Leukopenia
54.5% PR 28.4% Thrombocytopenia
5% CR 14.2% Hepatic toxicity
7.6% Anemia
Zager et al. (15) Phase 11T 144 35.2% 42.6% Serious TEAE
(FOCUS) (switched to single-arm PHP, n = 91) 14.9% Thrombocytopenia

10.9% Neutropenia
4.2% Leukopenia

BAGC, best alternative care; CR, complete response; PHP, percutaneous hepatic perfusion; PR, partial response; ORR, Overall response rate; OS, overall survival; TEAE, Treatment emergent

adverse events; UM, uveal melanoma.
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12.02.2014 10.02.2021 29.03.2021 08.06.2021 28.02.2022 10.04.2023 20.06.2023 13.09.2023
Enucleation of Hepatic Weekly paclitaxel 18 cycles of 50 cycles of 15t CS-PHP 2nd CS-PHP 3rd CS-PHP
the right eye metastases + carboplatin for nivolumab tebentafusp
5 weeks
Before 1st CS-PHP After 1st CS-PHP After 2nd CS-PHP After 3rd CS-PHP
Cc (2403.2029) (1805 2029 (08.08.2023) (06.11.2023)






OPS/images/fonc.2024.1361333/fonc-14-1361333-g002.jpg
2T .
T
L
.',. '«‘
s 0 {
‘ :
b2 ¢
,.
}.
i
Wel ')
.‘5
s
- [
1
\\






OPS/images/fonc.2024.1440246/fonc-14-1440246-g003.jpg





OPS/images/fonc.2024.1440246/fonc-14-1440246-g002.jpg
L bDHZ FUFAY

PSV 100.39cm/s
EDV  45.25cm/s
TAP  66.95cm/s
RI 0.55
PI 0.82
s/D 2.22

HR 103  bpm

PV GOU/TLUUKHZ T/ T.ommio @1.5cm

GE Healthcare
23/09/04 08:56:14

25
N
22! ‘PSV 37.32cm/s
cmis *EDV 7.79 cm/s
TAP  17.54cm/s

RI 0.79

-PI 1.68
S/D 479

HR 112  bpm

ADM

Tls 0.6 IC5-9

Gyn

B
-Frq
0, Gn
D
" A0%

2-CF
-Frq
-Gn
_LA
PRF
4Qwr
“SIP
- A0%

PV G95/7.UUKHZ/F1/ 1.0mm:U"@1.2cm PGS

100.

| ,IE

C G300.40kHzF1/FA8

L2

§9:psv  -18.10 em/s
00DV -8.73cm/s
- TAP  -12.83cm/s

RI
.PI

0.52
0.73

428D 2.07

07+
0.3
43"

3116
100~

0 v

206

200:HR 102 bpm

IRTAAR A e A e R A

&123 FA10/P100/Frq Gen.6.0cm
kHz/F1/FA8

150562

PW G50/5.00kHz/F1/ 1.0mm:-25°@3.5¢cm PG7

D0 A ol A

PW G50/2.50kHz/F1/1.5mm:-16°@1.6cm PG4

il
A

N






OPS/images/fonc.2024.1440246/fonc-14-1440246-g001.jpg
Begining of 2020 Femoston (estradiol and dydrogesterone tablet, Img/tablet) had been given orally for the “perimenopausal hot flashes”

2023/7 Stop taking medication, and rregular vaginal bleeding with vague pain in the lower abdomen appeared

Ultrasound, Pelvic MR and diagnostic curettage was performed due to the irregular vaginal bleeding,
and the results of Ultrasound, Pelvic MR suggested that uterine wall (significantly the left wall)

and the cervix were occupied, which was considered as malignant tumor.

The rsults of diagnostic curettage demonstrated that the malignant tumor was squamous-cell carcinoma.

2023/9/2-2024/9/7

A surgery of abdominal hysterectomy + bilateral salpingo-oophorectomy + pelvic lymph node dissection +

AR para-aortic lymphadenoectomy + presacral lymph node dissection + greater omentum resection was performed
Gradually return to a liquid diet and gradually transition to a semi-liquid diet;
Indwelling catheterization until bladder function is restored;
After surgery

Low molecular heparin 4000u subcutaneously once daily (starting 24 hours after surgery);
Pneumatic compression therapy of both lower extremities to prevent thrombosis;

Dietary enhancement of high protein nutrition as well as rehydration supportive therapy;
Attention to patients' mental health

Postoperative pathology suggests undifferentiated endometrial cancer (Infiltration to the outer plasma layer,

2029/9/15 involvement of the cervix, extensive positive for intravascular emboli, negative for nerve invasion;
Vaginal wall margins negative for intraparenchymal embolus; both parietal uteri negative for intraparenchymal embolus;
adnexa negative bilaterally) with reactive hyperplasia of 38 lymph nodes

Molecular pathologic examinations showed a microsatellite instability (MSI-H),

5 . ) : . .
AR and finally diagnosed as undifferentiated endometrial carcinoma staged IIIA2m-MSI-H(T3aN0MO0)

Given 2 courses of postoperative systemic adjuvant TC regimen chemotherapy

‘ Postoperative adjuvant pelvic radiotherapy: gas pedal 6MV-X-ray pelvic field extracorporeal TOMO intensity-modulated radiotherapy,
)| CTV including pelvic bilateral common iliac, external iliac, internal iliac, occlusive foramen, deep inguinal lymph node area, parahameral
‘ tissues, paravaginal tissues, and vaginal stumps, CTV extracorporeal 0.7-1.5 cm to form a PTV, Dose: PTV: D90/5040c¢Gy/180cGy/28fx

Given 3-6 courses of adjuvant TC regimen chemotherapy

Treatment has been completed and regular follow-ups have been conducted to date with no signs of relapse
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Date WBC NEU o) CRP HB P-AlbG AlbG 10

(2023)  (x10°/L) (%) (ng/mL)  (mg/L) (9/L) (mg/L) (g/1) (g/L)

35-9.5 40.0-75.0 0-0.05 0-3 115-150 180-350 40-55 65-85 Standard range
3.16 6.9 73.7 0.02 249 86.0 1913 33.1 61.5 Be hospitalized
324 6.4 74.0 0.02 21.7 81.0 1224 29.0 57.4 Day 1 after transanal

tumor resection

326 8.8 80.2 0.02 221 87.0 147.6 323 63.6 Day 3 after transanal
tumor resection

331 94 81.5 0.02 40.9 87.0 180.4 313 62.1 Day 1 after TaTME

4.01 187 88.3 0.16 54.9 80.0 110.1 27.7 55.4 Day 2 after TaTME,
complicated with
intrapulmonary infection

4.02 19.9 924 042 78.2 76.0 84.5 27.0 53.6 Day 3 after TaTME
4.04 10.4 84.8 | 0.24 61.7 ‘ 85.0 109.8 313 60.5 Day 5 after TaTME
4.06 9.2 80.7 0.13 321 89.0 135.7 296 60.7 Day 7 after TaTME
4.09 75 75.6 0.05 18.6 ‘ 88.0 143.1 302 61.0 Discharge

WBC, white blood cell; NEU, neutrophils; PCT, procalcitonin; CRP, C-reactive protein; HB, hemoglobin; TP, total protein; TaTME, transanal total mesorectal excision; P-AlbG, prealbumin;
AIbG, albumin.
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071 LT 2023 Mar.15 2023 Mar.30 Follow-up

Methylprednisolone 4mg,QD Be hospitalized TaTME and preventive
Cyclophosphamide tablets Physical examination terminal ileostomy

0.2mg, QW Laboratory examination Pathology:

Tripterygium wilfordii Imaging examination No residual cancer tissue
glycoside tablets 20mg, TID Medication adjustment lymph node metastasis (0/12)

Mar.7 Mar.23 Jul.
Fiberoptic colonoscopy Diagnostic transanal rectal Failure of closure of
examination mass resection temporary ileostomy
Pathology: Pathology:
2023 G2 rectal carcinoma 2023 Invading submucosal layer 2023

surgical margin could not be
evaluated
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~ | Connective Tissue Disease (CTD)

G1D ercompass entities that are o io Constituent components of connective tissue

diagnose and usually require

immunosuppressive therapy. Such as SLE, pSS, V- Capillary
SSc, IIM, RA and MCTD. ‘ B .
Fibres W - — Adipocyte
Several organ systems are _
effected, such as the skin, heart, " (1) — Lymphocyte
lungs, kidneys, joints, muscles Macrophage
and blood vessels. . |

Mast cell —— 74 ; A Mel 2

People with cTDs 7o clanocyle

experience fatigue,
pain, reduced mobility/
range of motion,
shortness of breath and
decreased physical
function.
(Ritschl et al. 20217)

Clinical manifestations of colon involvement in
systemic sclerosis

——— — \

MAVANRNTSIITTwy, semeTmeuNaAvaY.

Sigmoid colon

Dysmotility, telangiectasia
and diverticula
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Immunohistochem AF (pan) SALI GPC3 CK7 HNF18 CD 30 CD 117

markers (+)

Casel + + + + - - -

Case2 + + + + - + - - = - + - 70
Case3 + + + + + 70
Caset + + + = + - - = = - 50
Cases + + + + - + - + - - = 2
Cases + + + = + + = = - 80
Case7 + + + - + - + - - + - 50
Cases + e + = + 50
Case9 + + + - + + = + 50
Casel0 + + + + - + - + - - + - 60
Casell - + - - 70
Casel2 + + + - + - + - - + - %
Casel3 + + + - + - + - - - 10
Caseld + + + + + + + - = + - 60
Casel5 + + + - + -

Casel6 + + + + - + - - 60

44+, strongly positive; -, negative.
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Ultrasonic classification

Number

Position

Maximum diameter (cm)

Shape

Border

Cystic fluid

Separated

Parenchymal echo and blood flow in
the sac

RI

Calcification

Associated with ascites

Associated with hydrothorax

Associated with uterine fibroids

Associated with Endometrial polyp

Ultrasound diagnosis

Left
Right

Other

Regular
Irregular
Clear
Unclear
Clear
Unclear
No

Yes

Yes

No

Yes

No

Mild
Medium
Severe

Yes

Yes

No
Benign
Uncertain

Malignant

Cystic (n=2)

12.50% (2/16)

12.50% (2/16)

9.6~12.1
12.50% (2/16)
0

12.50% (2/16)

6.25% (1/16)

6.25% (1/16)

6.25% (1/16)
6.25% (1/16)
6.25% (1/16)

6.25% (1/16)

12.50% (2/16)

12.50% (2/16)

6.25% (1/16)
6.25% (1/16)
6.25% (1/16)
6.25% (1/16)
625% (1/16)
6.25% (1/16)

12.50% (2/16)

Cystic-solid
Mixed (n=4)

25% (4/16)
12.50% (2/16)

12.50% (2/16)

10.7~25

18.75% (3/16)

6.25% (1/16)

25% (4/16)

25% (4/16)

25% (4/16)

25% (4/16)

0

0

25.0% (4/16)

6.25% (1/16)

12.5% (2/16)

6.25% (1/16)

25% (4/16)

25% (4/16)

25% (4/16)

6.25% (1/16)

18.75% (3/16)

Solid (n=10)

62.50% (10/16)
31.25% (5/16)
12.50% (2/16)
18.75% (3/16)
69~16.9
38.45% (7/16)
43.75% (3/16)
50% (8/16)

12.50% (2/16)

12.50% (2/16)
50.0% (8/16)
12.50% (2/16)
50.0% (8/16)

0

62.50% (10/16)

0.21-0.63

62.50% (10/16)
25.0% (4/16)
12.5% (2/16)
12.50% (2/16)

12.50% (2/16)

62.50% (10/16)

6.25% (1/16)

56.25% (9/16)

62.50% (10/16)

18.75% (3/16)

43.75% (7/16)
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Parameters Yolk Sac

tumor (n = 16)

Age at surgery [years] 23 (1-72)
0-9 18.75% (3/16)
10-19 31.25% (5/16)
20-30 18.75% (3/16)
>30 31.25% (5/16)
Serum CA125 level [U/mL] <30 41.66% (5/12)
Reference range(0-30) 530 58.33% (7/12)
Serum CA-724 level [U/ml] <7 | 87.50% (7/8)
Reference range(0-7) -7 12.50% (1/8)
Serum CA-153 level [U/mL] <25 100% (8/8)
Reference range(0-25) 225 0
Serum CA-199 level [U/ml] <25 63.63% (7/11)
Reference range(0-25) 525 36.36% (4/11)
AFP level [ng/mL] <25 0
Reference range(0-25) 225 100% (16/16)
CEA level [UfmL] <10 $83.33% (10/12)
Reference range(0-10) >10 16.66% (2/12)
Premenopausal 87.50% (14/16)
Menstruation
Postmenopausal 12.50% (2/16)
Asymptomatic 12.50% (2/16)
Symptomatology
Pelvic pain 87.50% (14/16)
Transabdominal 25.0% (4/16)
tylectomy
Salpingo- 56.25% (9/16)
Sy oophorectomy
laparotomy
Total 18.75% (3/16)
abdominal
hysterectomy
FIGO by stages T designated time 81.25% (13/16)
1I designated time | 0
I 12.5% (2/16)
designated time
VI 6.25% (1/16)
designated time
pathology Simplicity 56.25% (9/16)

Mixed type 43.75% (7/16)
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Primary(breast) Metastasis

Author Treatment Time since first diagnosis (years)
Pathological types Biomarkers Biomarkers

Surgery, Chemotherapy,

Takeuchi H (18) o2 w0 s ER PR HER2: Radition therapy, 3 Stomach and Colon ERPR, HERZ:
Endocrine Therapy :
Surgery, Radiaion therapy, Boneowry, ER+, PRe
Jansen van Rensburg A (19) | 2001 74 left e ERe PR e 7 Fatrpa il i .
SheenChen SM (0) 2008 41| right i - - Simultancous ovary and omentum i, A
breast.conservng surgery and R, PR HER
Higley C 21) w0 7 g - - radiation therspy, w0 ransvers colon CDX2-, CK20-. GATA3+, E-cadherin-,
Endocrine Therapy PD-LI
stomach, small
Khan1 (22) 07 s6 | right | ringcell adenocarcinoma - - Simultancous ntestine, and B
colon
Noor A 29) oo e - nc ERePRHER: Sugery. Radltkn theripys 50 ) ERe, PRe, HER2-CK7s, CK20-CDX2-CAI99-
Endocrine Therapy signaid colon
ER-PRHERH
Bering | ¢ w0 e s ERe PR HER: Endocrine Therapy Simultancous transverse colon | GATAS+.CK7+,CDX2-.CK20--<adherin GCDFP-
s+
stomach,
Abid A 1) w3 sl 1 ER+ PR+ HER2. = Simultancous duodenum, ey
o / g GeDRP-15+
and colon
Takedomi H () w76 gt e - Chemotherspy Simultancous descending colon R B
ERs PRAHER. Pancytokerating, GATAS +, E-
AboZanomaMICS) | Wm0 7 - = - Endocrine Therapy - colon cadherin-, CDX2-,
Soxio-
Gt ER6,PRHER2+,CK7+, GATAD+, ERv, HERC+,
Tnoue H (26) w2 e gt i 15 CK20-, PR, E-cadherin-, GCDFPIS- caudal-elted
idocis Thetupy Homeobox 2
A ) e Surgery. Radistion thrapy, escending colon .
Mostta A 27) w2 s - i ER1PR Sy B descending col ERR.
Toujimura K (29) w7 s s ERuPRe = Simultancous feoceal ERePRAHER
Feng CL (29) 009 49 gt e = = 2 Colon K7, CK20-
. stomach
Kobayashi M (30) w0 m - jirs - surgery » ol CAMS21,ER+, E-cadherin-
Théraus ] (1) 008 6 | biatend inc - Surgey, Endocrine Therapy % rsnsverse colon ERPRe, HERZ:, CK7+, CK20-
. bone,
Malhotrs A (32) wy - = - = = —— -
Surgery, Chermotherapy,
Vil GuaminJC (03 | 017 58 - e ERePRYHER?- Radiation therapy, 3 somach cytokenstin-19%ER+-
Endocrine Therapy
Surgry, Chemotherspy,
s6 |l e PR Radition therapy, s senotic, stomach .
Endocrine Therapy
Gerova VA (34) 012
Surgery, Chemotherspy, PR s100n
2 E ERvPRe Radition therspy, 7 stomach ERAPRAGIT Ealiin 100 OORPLS:
o
Endocrine Therapy
Ecadberine, 31BEL2. B
. . Surgery. Radistion thrapy, CK7+, Ecadherine, MBEIZ-, ERs, GCDFP-I5
Wang G (35) o0 i « ERe, PRe, CKI9 ity 10 ascending colon pig R
- cK2oe
Surgery, Chemotherapy, o
Cho DH (39) 01 46 bistend o ERePRHER- Radition therspy, 2 i ERePRHERS,
Endocrine Therapy
N ] Surgery. Radistion thrapy, :
AgebamiNEG7) | 202 47 biatend s ERPRHER: A 4 rectum ERe, HERZ+, Pan-cytokeratn +
S Surgery, Chemotherapy; ———
Zhou XC (35) w2 st g 1 el Radition therspy. s sgmoidcolon | C0Y2 Vil T Lo €0 HERZ: ER- PR
- Endocrine Therapy s
Sagny; Chlomatitngr, colon and terminal
Andriola V (39) FOTREC Y meic - Radition therspy. 5 5 K19+, GCFDP-15+ HER2
Endocrine Therapy leum
Motos:Micd ] (1) o © gt e - Surgery, Chemotherapy s sigmoid colon ERPRHER- CK7+
endomElium, | (7, GATALIERs,PRs, desmin, CDI0- actn-
59| right e ERe PR HER- - Simultancous myometriam, SATASHER s destlor GOl
fbroid and cervix Caldesmon
S I 1 KR+ PRAHERZ- - Simultancous Colon K74 GATA-3+.ER+CK20-CDX2-
intestin, omentum,
s e - - - i N R ——
ovarian,stomach
s | e . S hematerey . e ———
Michalopolos A (12) | 2004
. Surgery, Chemotherapy, ransverse CK74.milk ft lobule proteint, CEA®.ER+, weakly
s | e e - Radiation therspy o colon positive for cytokeratin 20 and Breast 11
Surgery, Chemotherspy,
Ecadherin ER+PRe, K7+, Ecadheriny, GCDFP+, mammoglobint.ER
Schelleberg AE (1) | 2018 69 | let i oo Radition therspy. 2 rctosigmid ppes gyt
Endocrine Therapy
Matsuda 1 (4) o2 e |k e = Surgery 2 - CK74,ER+,CK20- E-cadherin-
Surgery, Chemotherapy;
Koleiat 1 (15) w0 st g e = Radiaton therapy, 13 colon ERPRHER:
Endocrine Therapy
MitnngdoM (i6) | 201 80 | lef e = Surgry, Endocrine Therapy 2 sgmoid coon =
Razzetta F (47) 2010 77| bilatersl ILC(ef.IDCIright) = = Simultaneous g et and ER4PR-
Cervi G (48) o s - nc = Surgery s rectum ER PR
Anin A (19) o e g e - Surgey, Endocrine Therapy v rectum CK 20, ERe CK74.PRe-
Lopa Deogrcias M () 2009 67 | let e ERePRr Sugery 5 rectum ERPR-CK20-CDX2-
y descending
Law WL (50) 005 49 e i B Surgery, Endocrine Therapy s pioom B
CK74GATA34,ERMOC31H,CK-20-CD X2,
colonsight

Samea B (51) 2009 6 - - - - - ot e PR-PAX-8-SOX-10-,CD4-5,chromogranin-,
< synaptophysin-, TTF-1-

Surgery, Chemotherapy,

Kim HW () o 4 | g metaplastc ER-PRHER: T e p sgnoid cdlon K20 CKS/6- ER PRHERZ-CKT+
Signorelli C (53) 005 & | right e - Surgery % itk ER# PR P53 HER2-
Surgey, Chemotherapy,
G G (59 ws | | - = EReRr Radiation theapy, u sgacid clon K7+ GATAS, ER-PRHERG-
Endocine Theeapy
Dhars 55) o sl = ERe surgery B sgnoid colon ERe.C74,CR20-
Surgey, Chemotherapy:
Madkawa H (56) w2 2| g e EReRe Radiation theapy, 16 scending colon =
Endorine Therapy
K20 CDX-2-CK7- GATA-3+, mammaglogins,
Koufopoulos NG7) | 2018 | w7 | - = = = = Golonicseosa ER PR, E-cadheri, Chiomogranin-
syaptophysn-
Surgery, Chemotherapy: ot
CichleyACEH  m | e | - e S Radistion theapy, s s ERPRYHER?: CK7+,CK20-
: wcending colon
Endoine Therapy
Surgey, Chemotherapy sgmoid colon,
Kachi A (9) s sl e - Radiation theapy, s e, ERRe
Bndocrine Therapy and ovaries.
Bachman B R(0) | 2018 73| bilterd - - Surgey, Chemotherapy: 15 clon ERePRHER-
S, Chomth GATA-3+ GCDFP-15+ER PRAHERGES, -
Jia ] (61) 2053 &7 | right Inc ER+PRHHER2- u;g:y, - ";: i 10 Appendix, colon  cadherin+p120+,CK7+,CK20- SATB-2-Villin- syn-,
adoceine Therpy e
AREFZ(62) w5 65 | biwenl e siglenegiite (e - - descnding colon -

HER2+(right)

ILC, Invasive lobular carcinoma; IDC, Invasive ductal carcinoma; DC, ductal carcinoma; L, lobular carcinoma; ER, estrogen receptor; PR, progesterone receptors HER2, human epidermal growth factor receptor-2; CK7, Cytokeratin 7: CK20, Cytokeratin 20; GATA3,
GATA 3 binding protein. CEA, Carcinoembryonic antigen; CDX2, caudal-related homeobos transcription factor 2; GCDF, Gross cysti disease fluid protein; CAMS.2, cytokeratin CAMS.2; 5-100, closely related, smal, acidic Ca2+-binding proteins; 34BE12, cytokerat
34BE12: P53, tumour suppressor gene ps3; PAX-8,a nephric cell inage transcription factor: SOX-10, SRY-related HMG-box 10; CD45, receptor-like protein tyrosine phosphatases TTF-1, Thyroid transcription factor 1; CK5/6, cytokeratin 5/6; p120, p120-catenin: SATB-
2, special AT-rich sequence-binding protein 2; syn, Synuclein; CgA, Chlorogenic acid; CD56, Neural cell adhesion molecule; SOX10, transcription factors SOX10.
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Liver metastasis detected 14 months Lost to follow-up 22 months after

5-Year Endocrine Therapy Right Hemicolectomy after right hemicolectomy right hemicolectomy
Modified Radical
Mastectomy of the Left
Breast
Colon metastasis detected 63 months Treated with capecitabine for 6 Multiple metastases detected 19
i after breast cancer surgery months months after right hemicolectomy
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Adverse Event (all grades)

Gastrointestinal

Number of events (%)

Diarrhea/Colitis 8 (35)
Hepatitis 4 (17)
Pancreatitis 1(4)
Dermatologic
Pruritus 4(17)
Dermatitis 3(13)
Vitiligo 1(4)
Hematologic
Neutropenia 1(4)
Endocrine
DM type I 1(4)
Hypothyroidism 6 (26)
Hypophysitis 3 (13)
Hypogonadism 1(4)
Adrenal insufficiency (secondary) 2(9)
Renal
AKI 2(9)
Pulmonary
Pneumonitis 3(13)
MSK/Rheum
Arthritis 209
Myalgia 1(4)
Ocular
Uveitis 1(4)
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Treatments No (%)
CNS
GK SRS 2 (10)
Pulmonary
SBRT 1(5)
Liver
SBRT 5 (25)
Y-90 Radioembolization 10 (50)
Bone
Palliative EBRT 3(15)
RT within 6 months®
Yes 13 (65)
No 7(35)

SBRT, stereotactic body radiotherapy; EBRT, external beam radiation therapy; GK SRS,
gamma knife stereotactic radiosurgery; RT, radiation therapy. “receipt of radiation therapy
within 6 months of metastatic disease diagnosis.
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Treatments No (%)

Ipilimumab/Nivolumab 13 (57)
Pembrolizumab 4 (17)
Haploidentical NK cells® 1(4)
Carboplatin/Paclitaxel 2(9)
Treatment within 6 months® 21 (91)

“sequentially administered HD IL-2 and Ipilimumab/Nivolumab.
Ptreatment on clinical trial protocol.
“receipt of first-line systemic therapy within 6 months of metastatic disease diagnosis.
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Characteristic N=25

Age at mUM diagnosis, n (%)
<60 years 9 (36)
260 years 16 (64)

Median (IQR), years V 68.9 (52.2 - 77.6)

Sex, n (%)
Male | 13 (52)
Female 12 (48)
Primary Treatment, n (%)

Plaque brachytherapy 12 (48)
Gamma knife radiosurgery 2 (8)
Proton beam Radiotherapy 3(12)

Enucleation 6 (24)
Orbital exenteration 2 (8)
Adjuvant therapy, n (%) 7
Sunitinib 2 (8)
Nivolumab 2 (8)
Time to metastasis (TTM)
Median, months 14.2
IQR 9.3 -220
Liver involvement at mUM diagnosis
Positive 23 (92)
Negative 2(8)
PD-L1 expression of metastasis
Positive 4 (16)
Negative 14 (56)
Unknown 7 (28)

mUM, metastatic uveal melanoma; IQR, interquartile range.
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Overall Survival
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75%4
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25%
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Gynecological ultrasonic
examination showed

hysteromyoma
Pain in the right hip Needle biopsy
8/10/2022 9/10/2022 7/11/2022
° ° °
° ° °
15/9/2022 8/10/2022 19/10/2022
CT revealed a huge mass in the Received chemotherapy and
left retroperitoneum and the bone radiation therapy
destruction of the right ischia

Laboratory examination showed
that tumor markers increased
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Concurrent Anterior pelvic Chemotherapy

chemoradiotherapy exenteration was and surgery were
including vaginal performed. performed.
brachytherapy was The pathological The pathological
conducted. report indicated report indicated
adenocarcinoma metastatic
arising from urachus. adenocarcinoma.
Nov. 2017 Jun. 2020 Mar. 2022 Feb. 2024
® B @ @ o o ®
Dec. 2017 Jul. 2020 May 2022
FIGO stage 11IB MRI scan MRI scan The patient is
cervical identified a tumor revealed a in a good general
adenocarcinoma of the bladder. nodule on the condition.
was diagnosed at left wall of the

a local hospital. middle rectum.
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Target

MDM2/4
inhibitors

Rationale

VP-MCC typically harbor wild-type p53 that is functionally
inactivated via small T antigen-activation of MDM2.
Inhibition of MDM2 and MDM4 removes this suppression
of p53.

Evidence

MDM2/4 inhibitors show reduced growth in mouse MCC
models.

KRT-232 or Navtemadlin, an oral inhibitor of MDM2, is
in clinical trial for immunotherapy-naive or in
combination with Avelumab for checkpoint inhibitor-
refractory MCC (NCT03787602).

Refs

(149) (265),

EZH2 inhibitors = EZH2 is a histone methyltransferase that has been shown to = Tazemetostat shows reduced growth of MCC (197, 205~
be overexpressed in MCC and can play a role in in xenografts. 208, 211,
tumorigenesis by epigenetic gene silencing. 223, 259)
However, the loss of H3K27Me3 in VN-MCC raises
questions regarding the role of EZH2, and thus the potential
efficacy of EZH2 inhibitors, in that subset of MCC.
Tyrosine kinase = Due to the role of angiogenesis in tumorigenesis, TKIs Apatinib showed clinical benefit in a case report of one (266-276)
inhibitors (TKIs)  targeting vascular endothelial growth factor receptor patient with recurrent MCC.
(VEGFR) and related kinases have been investigated as Imatinib provided benefit in two case reports.
potential therapies for MCC. The tyrosine kinase c-kit is Pazopanib showing temporary benefit in a case report of a
frequently expressed in MCC. patient with MCC.
However, MCC lacks highly recurrent tyrosine kinase 5 of 24 patients with metastatic MCC demonstrated a
amplification or mutation events that would otherwise clinical response to either pazopanib or cabozantinib (case
provide a rationale for targeted tyrosine kinase inhibitor series).
(TKI) therapy. molecular studies have not demonstrated a A clinical trial of the multi-kinase inhibitor cabozantinib
significant rate of activating mutations of the KIT gene, the in advanced MCC (NCT02036476) was halted to due
tyrosine kinase c-kit is frequently expressed in MCC. toxicities and lack of response.
A recent trial including kinase inhibitors as salvage
therapy in patients who failed first-line immunotherapy
failed to show response.
In a phase II trial, patients showed progression of disease
on imatinib.
Anti-apoptosis  Pro-survival molecules including Bcl-2 family of proteins Navitoclax, a Bcl-2 family inhibitor showed in vitro (277-282)
inhibitors  and inhibitor of apoptosis proteins (IAP) contributes to efficacy in combination with a PI3K kinase inhibitor.
tumor biology by prevention of apoptosis. It has been shown | Alpelisib induces apoptosis in vitro and in mouse models.
that inhibition of these proteins facilitate apoptosis in The novel bcl-2 antisense agent (G3139, Genasense)
MCC cells. showed decreased growth in a mouse model.
However, a phase II trial of Genasense failed to
show efficacy.

Epigenetic modifiers ~ Histone deacetylase inhibition, histone demethylase Multiple LSD1 inhibitors inhibit MCC growth in vitro and | (189, 213,
inhibition, and hypomethylating agents are an active area of | in xenograft models. 219, 222)
development for many cancers. MCC harbors numerous The hypomethylating agent decitabine inhibited virus-
epigenetic changes as detailed in the text. The sTAg activates | positive MCC cells in vitro and in xenograft models.
the lysine-specific histone demethylase (LSD1) and is Histone deacetylase inhibition combined with PD-1/PD-
required for tumorigenesis. L1 blockade did not show clinical benefit in a series of

four patients.
Antibody-drug  Antibody-drug conjugates are emerging as a method of A conjugate that combines a CD56-targeting antibody to (283-287)
conjugates | treatment for malignancies, including MCC. the cytotoxic drug, monomethyl auristatin E inhibits
CD56 is a glycoprotein expressed on neuroendocrine tumors, = growth in mouse xenograft models of MCC.
and has been shown to be expressed on MCC tumors. A Phase I clinical trial using a different (subsequently
DLL3 has also been proposed as a target for antibody- discontinued) CD56-targeting conjugate reported
drug conjugates. responses in a minority of patients with MCC.
Somatostatin analogs ~ Somatostatin analogs have demonstrated efficacy in the Somatostatin analogs have shown clinical benefit in some (288-290)
treatment of neuroendocrine tumors. Somatostatin receptors | MCC patients, although the rates of response to
are expressed in MCC. Somatostatin analogs are an active somatostatin analogs as monotherapy has been low.
area of investigation, especially those paired
with radionuclides.
JAK inhibitors  Janus kinases (JAK) are the intracellular non-receptor Case reports have validated increased MCC diagnoses in (291-294)
tyrosine kinases of the JAK-STAT pathway. A World Health | patients treated with JAK inhibitors. However, case reports
Organization (WHO) international database query identified | have also described a robust tumor response upon
a disproportionate increase in MCC diagnoses among addition of nivolumab despite continuation of ruxolitinib.
patients taking the JAK inhibitors ruxolitinib, tofactinib, Thus, it is currently unclear whether ruxolitinib is
and baricitinib. antagonistic or synergistic to anti-PD1 therapy.
Ras inhibitors ~ Ras signaling downstream of receptor tyrosine kinase activity = Farnesylthiosalicylic acid was associated with reduced (295)
may be amenable to treatment. growth in MCC xenografts.
Bromodomain ~ BET family members Brd2, Brd3, and Brd4 are expressed in JQ1 inhibits BET proteins and blocked MCC (214-
inhibitors MCC and upregulate MYC. BET protein inhibitors are being  xenograft growth. 216, 296)
actively developed for several cancers
HSP70 ~ LTAgs require heat shock protein 70 (HSP70) family The HSP70 modulator MAL3-101 inhibits tumor growth | (297)
inhibitors  members to exert their transforming activity. in vitro and in MCC xenograft models.
PI3K/Akt/  Activation of the phosphatidylinositide-3-kinase (PI3K)/ MLNO0128 suppress mTOR signaling and blocked MCC (157, 162,
mTOR inhibitors  AKT/mTOR pathway is frequently detected in MCC xenograft growth. 296, 298)
Copanlisib inhibits PI3K signaling in vitro and in a MCC
xenograft model.
ABCBS inhibition = ATP-binding cassette member B5 (ABCB5) mediates ABCBS5 blockade inhibits growth in MCC (299)
chemoresistance. ABCB5 expression was detected in MCC xenograft models.
cell lines and tumors at levels significantly higher than those
in normal skin. Carboplatin- and etoposide-resistant MCC
cell lines exhibited increased expression of ABCB5.
Serine/ threonine  Aurora kinase A is being investigated as a target in many AK-01/LY3295668 (Aurora kinase A inhibitor) and (300, 301)
kinase inhibitors  cancers. Glycogen synthase kinase (GSK3) may be required CHIR99021 (GSK3 inhibitor) block MCC growth in vitro
for viral T antigen function. and in xenograft models.
MUCI-C = MUCI-C is broadly expressed in MCCs and regulates GO-203 inhibits MUC1-C and blocks tumor growth in (302)
inhibitor  common sets of signaling pathways related to RNA vitro and in MCC xenograft model.
synthesis, processing, and transport.
Pyrvinium pamoate =~ The FDA-approved antihelminthic drug that was identified Pyrvinium pamoate inhibited tumor growth in a MCC (303)

in a computational drug screen. It was shown to inhibit Wnt
signaling, activate p53-mediated apoptosis, and disrupt
mitochondrial function.

xenograft model.
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MCPyV

T antigens

Key structural components

Associations and Functions

sTAg (ST)
Small T Antigen

LTAg (LT)
Large T antigen

LTAg (tLT)
Truncated Large
T antigen

ALTO

Alternate frame of
the LTAg open
reading frame

N-terminal DnaJ domain
LTAg stabilization domain (LSD)
PP2A binding domain

N-terminal DnaJ domain
MCPyV-unique region (MUR):

LXCXE retinoblastoma-associated protein
(RB1) binding domain

Nuclear localization signal (NLS)

Origin binding domain (OBD)
C-terminal helicase/ATPase domain

In MCPyV integrated within MCC cells, the
LTAg gene is affected by a truncating
mutation or deletion.

DnaJ domain and the LXCXE binding motif
are retained

OBD and helicase domain are eliminated
The exact mutation or deletion event
resulting in truncation is highly variable
among individual tumors.

Translated from an internal start site in the
second exon of LTAg

Possesses a distinct C-terminus

Similarity to middle T antigen

LSD is required for oncogenesis in vitro and in vivo. Regulates protein stability of oncoproteins
including LTAg (109, 117-119). LSD domain inhibits E3 ubiquitin ligases (109). Acts in complex
with MYCL and EP400 (120).

The role of the PP2A binding domain is currently unclear and possibly dispensable (117,

118, 121).

LXCXE binding motif drive proliferation via inactivation of RB and subsequent activation of E2F
cell cycle genes (2, 115, 122).

Forced LTAg expression promotes reprogramming toward a Merkel cell-like lineage via
induction of ATOH1 and SOX2 (123-125). LTAg expression is dependent upon and regulates
neuroendocrine phenotypes (126).

LXCXE (Rb binding domain) contributes to virus-driven cellular proliferation (2, 122).
Deletion of the OBD and helicase domain render the MCPyV non-replicative (2, 115, 127, 128).

ALTO likely has structural and functional similarities to the murine polyomavirus MT (129).
May target Src family kinases, leading to activation of the NF-B inflammatory signaling
pathway, possibly impacting viral replication (130).
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"Human-derived Xenograft Models

: Patient- derlved xenograft (PDX)
& Human MCC tumor fragments VP/VN
"x, VP/VN Immune compromised
MCC Human MCC cell lines Cell line xenograft (CLX)
VP/VN VP/VN VP/VN

Immune compromised or humanized

" VP-MCC GEMM

Spontaneous tumors
- Immune competent |

VP Model

Engineered to express viral proteins, lineage
reprogramming genes, and p53 deletion

v

Potential for

R5bB|CI)SS?? therapeutic testing
p53 loss?

Other drivers?

Congenic mouse

MCC celllines  cell line allograft

VP/VN
VN Model VN-MCC GEMM Immune competent

Not yet reported
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Case Year Age First symptoms Primary site of metastasis Treatme

1(4) 2009 24 Painless lump in left testicle Lungs, brain, liver, intestines Surgical+chemotherapy+Radiotherapy live
2(5) 2000 17 Testicular lumps Lungs, liver, duodenum Surgical+chemotherapy live
3(6) 2011 25 Dyspnoea, black stools, weight loss Lungs, scrotum, skin Surgical Death
4(7) 2012 24 Black stools, palpitations lungs Surgical+chemotherapy+Radiotherapy Death
5(8) 2012 24 tachycardia Lungs, kidneys, scrotum, stomach Surgical+chemotherapy live
6(5) I 2015 18 Black stools, drowsiness, dizziness Brain, lungs, lymph nodes, stomach Surgical+chemotherapy live
7(9) 2019 30 Shortness of breath, chest pain Lungs, duodenum, stomach Symptomatic supportive therapy live
803) 2020 17 shock Brain, duodenum, scrotum Surgical+chemotherapy live
9 (10) 2022 28 dark stool Lungs, liver, jejunum Surgical+chemotherapy live
10 (11) | 2022 20 Dyspnoea, black stools lungs chemotherapy live
11 (12) | 2023 27 Enlargement of the right scrotum Lungs, Bones Surgical+chemotherapy live

Death refers to death during hospitalization.
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e Treatment modification _ _
Initial  surgery maintenance therapy Secondary surgery (Fulvestrant alone) Response to treatment  Death (malignant cachexia,

(breast cancer) (oral toremifene) (hysterectomy) (improvement) multi-organ failure)

15-9-2016 10- 2018 12- 2019 8-11-2020 8-10-2021

25-8-2016 16-3-2017 29-11 -2018 28-4-2021 1732022

Adjuvant chemotherapy Disease recurrence Detection of head Progression and Follow-up  (declined

(doxorubicin, (residual  tumor mass and metastasis new  treatment further treatment)
cyclophosphamide, detected)

paclitaxel) 8 cycles

plan  (paclitaxel,
and capecitabine)

Case 1 timeline illustrates the course of treatment and disease progression from the time a patient completes surgery for breast cancer to death.

Aspiration Biopsies Scalp biopsy, diagnosis of Stable disease, continued

(breast and lymph Stage IV mucinous Start Neoadjuvant Endocrine Last chemotherapy treatment with Anastrozole,
nodes) carcinoma Therapy (OFS) session, PR Zoledronic Acid

18-12-2020
27-7-2020 50 2 366 10-8- 2020

21-7-2020 28-7-2020 3-8 -2020 10-11-2020 19-5-2022

Ultrasound-Guided Start docetaxel, Start Zoledronic Acid Laparoscopic right

Vacuum-Assisted Excision doxorubicin, and treatment salpingo-oophorectomy,
of a Right Breast Mass cyclophosphami

continue Anastrozole
de*6 cycles

Case 2 timeline illustrates the course of treatment from the patient's completion of the discovery of breast cancer to Stable disease.
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Variables Categories PES (0}
Univariate = Multivariate Multivariate Univariate = Multivariate Multivariate
P Value P Value HR(95%CI) P Value P Value HR(95%CI)
Age(y) <45 0.288 0.469
>45
FIGO stage* Stage I and 1T 0.000 0.106 0.81-8.78 0.001 0.133 0.75-8.40
Stage 11T
PLN metastasis No 0.000 0.002
Yes
Vaginal No 0.131 0.633
cuff involvement
Yes
Tumor size, cm <2 0.077 0.018
>2
Lymph vascular No 0.000 0.746 0.16-13.50 0.026 0.868 0.07-9.09
space invasion
Yes
Depth of <1/2 0.008 0.252 0.36-46.70 0.025 0.249 0.37-48.08
stromal invasion
>1/2
Metastasis in ovaries/ = No 0.559 0583
fallopian tubes
Yes
Surgery to No 0340 0392
preserve ovaries
Yes
surgical approaches | Laparotomy 0342 0,500
Laparoscopy
Adjuvant treatment No 0.941 0.835
Yes

“FIGO stage: stage by The International Federation of Gynecology and Obstetrics.
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Clinicopathological CCCCs,n(%)

characteristics

Age, median(range),y 48(10-71)
Agely)
<45 19(38.8)
>45 30(61.2)

Presenting symptoms

Vaginal bleeding 36(73.5)
Vaginal discharge 4(8.2)
Physical examination finding 8(16.3)
Accidental Found after BSO 1(2.0)
FIGO stage*

I 37(75.5)
it 6(12.2)
111 6(12.2)

PLN metastasis

No 41(83.7)
Yes 6(12.2)
NA 2(4.1)

Vaginal cuff involvement

No 47(95.9)

Yes 2(4.1)

Tumor size,cm

<« 25(51.0)
>2, <4 13(26.5)
>4 11(22.4)

Lymph vascular space invasion

No 44(89.8)

Yes 5(10.2)
Depth of stromal invasion

Less than one half 31(63.3)

More than one half 18(36.7)

Metastasis in ovaries/fallopian tubes

No 40(81.6)
Yes 2(2)
NA 7(14.3)

| Surgery to preserve fertility

No 47(95.9)

Yes 2(4.1)

Surgery to preserve ovaries
No 42(85.7)

Yes 7(14.3)

surgical approaches

Laparotomy 32(65.3)

Laparoscopy 17(36.7)

Adjuvant treatment

No 10(20.4)
Single radiotherapy 7(14.3)
Single chemotherapy | 9(18.4)
Radiotherapy and Chemotherapy | 20(40.8)
NA 3(6.1)
Recurrences

Yes 6(12.2)
No ‘ 43(87.8)

Recurrence site

Lung 1(2.0)

Vaginal cuff 1(2.0)

Multisite involvement 1(2.0)

NA 3(6.1)
Death

Yes 5(10.2)

No ‘ 44(89.8)

CCCC, cervical clear cell adenocarcinoma; BSO, Bilateral salpingo-oophorectomy; PLN,
Pelvic lymph node; NA, not available.
*We use FIGO staging system: cervical carcinoma (FIGO 2018).
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Immunohistochemical Percentage of positivity(%)

markers

Napsin A 26/35(74.3)
HNFI1B 26/27(96.3)
PAX8 36/36(100.0)
WT1 3/19(15.8)
ER ' 12/38(31.6)
PR ‘" 3/27(8.1)
P53,wide type 28/32(87.5)
Ki-67(>40%) 28/42(66.7)
CK7 30/30(100.0)
CK20 1/20(5.0)
CEA 2/13(15.4)
P16 33/40(82.5)
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HR  95%Cl p-value

Univariate analysis

History of alcohol (negative vs positive ) = 2299  0.9-5.873 0.082
Histological types 1(NEC vs NET G3) 2.163 0.724-6.458 0.167
Histological types 2(LCNEC vs NET G3) = 1.656 ‘ 0.483-5.682 0.422
Histological types 3(SCNEC vs NET G3) = 2.747 0.856-8.817 0.09
Ki-67 index (<55% vs >55%) 1.868 0.684-5.1 0.223
Rb (negative vs positive ) 0.46 0.196-1.08 0.074
P53 (wild-type form vs mutant) 3218 0.949-10.911 = 0.061
Clusterin (negative vs positive ) 0.33 0.136-0.8 0.014*
Multivariate analysis

7 Clusterin (negative vs positive ) 0.33 ‘ 0.136-0.8 0.014*

*: p < 0.05, indicating a statistically significant difference.
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P value

NET G3(%) LCNEC(%) SCNEC(%) NET G3(%) NEC(%)
(<0.05)
SSTR2
0 1(1L1) 7 (63.6) 12 (66.7) 1(1L1) 19 (65.5)
1+ 2(222) 1(9.) 3(167) 2(222) 4(13.8)
0.090 0.012*
2+ 3(33.3) 2(182) 2 (1L1) 3(333) 4(13.8)
3+ 3(33.3) 1(9.1) 1(5.6) 3(333) 2(6.9)
Rb
0 1(1L1) 3 (27.4) 12 (66.7) 1(1L1) 15 (51.7)
1+ 3(333) 0(0) 5(27.8) 3(333) 5(17.2)
0.001* 0.110
2+ 4 (44.9) 6 (54.4) 1(5.6) 4 (44.4) 7(24.1)
3+ 1(1L1) 2(182) 0(0) 1(1L1) 2(6.9)
B53
Wild-type form 5 (55.6) 1(9.1) 4(222) 5 (55.6) 5(17.2)
0.076 0.036*
Mutation 4 (44.9) 10 (90.9) 14 (77.8) 4(44.4) 24 (82.8)
Ki-67 index
<55 8(88.9) 2(18.2) 1(5.6) 7 (87.5) 3(14.3.2)
0.000026* 0.000028*
255 1(1L1) 9 (81.8) 17 (94.4) 1(12.5) 18 (85.7)
ATRX
0 1(1L1) 2(18.2) 3(16.7) 1(111) 5(17.2)
1+ 3(33.3) 1(9.1) 2(111) 3(333) 3(10.3)
0.484 0219
2+ 3(33.3) 1(9.0) 5(27.8) 3(333) 6(20.7)
3+ 2(22.2) 7 (63.6) 8 (44.4) 2(222) 15 (51.7)
Clusterin
0 0(0) 7 (63.6) 12 (66.7) 0(0) 19 (65.5)
1+ 1(11.2) 2(18.2) 2(1L1) 1(11.2) 4(13.8)
0001 0.0001*
2+ 4 (44.4) 1(9.1) 4(222) 4 (44.4) 5(17.2)
3+ 4 (44.49) 1(9.1) 0 (0) 4 (44.4) 1(3.4)
DAXX
0 5 (55.6) 4(36.4) 6(33.3) 5(55.6) 10 (34.5)
1+ 3(33.3) 4(36.4) 5(27.8) 3(333) 9 (31.1)
0.918 0.634
2+ 1(1L1) 2(18.2) 5(27.8) 1(111) 7(24.1)
3+ 0(0) 1(9.1) 2 (1L1) 0(0) 3(10.3)

*: p < 0.05, indicating a statistically significant difference.
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Metastatic

NET G3 (%) LCNEC (%) SCNEC (%)

sites
liver 2(22.2) 4 (36.4) 6 (33.3)
lungs 1(11.1) 0 (0) 3 (16.7)
itoneal
peritonea 1(111) 1(9.1) 0(0)
metastasis
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History of alcohol (negative vs positive )
Histological types 1(NEC vs NET G3)
Histological types 2(LCNEC vs NET G3)
Histological types 3(SCNEC vs NET G3)
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Variables n p-value
Menopause status
Yes 39 091
No 12
Laterality
Bilateral 37 0.18
Unilateral 14
Mesenchymal histology
Homologous 28 0.57
Heterologous 23
Stage (FIGO)
I-11 18 0.26
III-1v 33
Debulking surgery
Optimal cytoreduction 42 0.01*
Suboptimal cytoreduction 9
Adjuvant chemotherapy
Carboplatin/paclitaxel 40 0.036*
Ifosfamide-containing regimens 7

“p < 0.05.
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Characteristics Value

Debulking surgery

Optimal cytoreduction 42 (82.4%)
RO 31
R1 11
Suboptimal cytoreduction 9 (17.6%)

Adjuvant chemotherapy

Carboplatin/paclitaxel 40 (78.4%)
Ifosfamide/paclitaxel 2 (3.9%)
Ifosfamide/carboplatin 3 (5.9%)
Ifosfamide/adriamycin/paclitaxel 2 (3.9%)
Vincristine/adriamycin/dacarbazine 1 (2%)
None 3 (5.9%)
Neoadjuvant chemotherapy 5

Targeted therapy

Bevacizumab (anti-VEGF mAb) 4
hPV19 (anti-VEGF mAb) 1
Anlotinib (tyrosine kinase inhibitor) 1
Olaparib/niraparib (PARP inhibitor) 4
Trastuzumab (anti-HER2/neu) 1

Radiation 4
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Characteristics Value

Median age at diagnosis (year) 59 (33-76)

Menopause status

Yes 39 (76.5%)

No 12 (23.5%)

Tumor size (range) (cm) 8.7 (2.5-20)
Laterality

Bilateral 37 (72.5%)

Unilateral 14 (27.5%)

Epithelial histology (n; %)

Serous 42 (82.3%)
Endometrioid 1 (2%)
Clear-cell carcinoma 1 (2%)
> 1 carcinoma type 7 (13.7%)

Mesenchymal histology (n; %)

Homologous 28 (55%)
Heterologous ‘ 23 (45%)
Chondrosarcoma V 15 (29.4%)
Rhabdomyosarcoma 4 (7.8%)
> 1 sarcoma type 4 (7.8%)

Stage (FIGO)

I 10 (19.6%)
i 8 (15.7%)
III 26 (51%)
v 7 (13.7%)

Recurrence status

No recurrence 19 (37.3%)

Recurrence 32 (62.7%)

Platinum sensitivity

Platinum sensitive 17 (53.1%)

Platinum resistant 6 (18.8%)

Platinum refractory 9 (28.1%)
Median OS (range) (month) 40 (17.9-62.0)

Median PFS (range) (month) 27 (8.96-45.0)






OPS/images/fonc.2024.1427154/fonc-14-1427154-g007.jpg
1 HRD-negtive

. HRD-positive

n=7 .
63.64% signature 1A

N

signature 1A
100%





OPS/images/fonc.2024.1427154/fonc-14-1427154-g006.jpg
1.60

1.24 .2
1.20
080057 IOSZIII II
0.00

MSI status

HRDstatus.....l...l.

TP53

(muts/Mb)

TMB
o
[

PIK3CA ] | I | | I |
ARID1A | | I

CHD4 [ | [ | |

ERBB2 [ | [ |
FBXW7 [ [
PIK3R1 [ | [ |
BRIP1 [ |

PPP2R1A |

CDKN2A [ |
1 2 3 4 5 6 7 8 9 10 1N

. Missense Mutation l Truncating Mutation . Deletion

. HRD-positive . HRD-negative MSS

No alterations





OPS/images/fonc.2024.1427154/fonc-14-1427154-g005.jpg
Survival probability

Survival probability

1.0

0.8

06

0.4

0.2

0.0

p=0.08

50

50

100
Time (Months)

100
Time (Months)

150

150

200

200

- Ifosfamide-containing
~~i~ Carboplatin/Paclitaxel

i Ifosfamide-containing
~~~ Carboplatin/Paclitaxel





OPS/images/fonc.2024.1427154/fonc-14-1427154-g004.jpg
Survival probability

Survival probability

1.0

0.8

0.6

0.4

0.2

0.0

1.0

0.8

0.6

0.4

0.2

0.0

p<0.001
50 100 150 200
Time (Months)
p=0.001
50 100 150 200

Time (Months)

+ Optimal debulking
~~~ Suboptimal debulking

} Optimal debulking
<\~ Suboptimal debulking





OPS/images/fonc.2024.1415816/fonc-14-1415816-g001.jpg





