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Bénh u nguyén bao
nudi thai nghén
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Chira | (" Chira
trirng trirng ban
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Ung thw nguyén bao nuéi
Chtra trirng xam lan
U nguyén bao nudi vi tri rau bam
U nguyén bao nuéi dang biéu mé

Thai binh thwong
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Phan bd dia ly cia bénh
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Bénh ly lieu con hay gap khong
 Tan suat gidm

» Han qudc (1960-1990) 4,4-2,3/1000 thai ky

* Nhat ban (1960-1990) 4,9-1,9 /1000 thai ky

* Halan:

» +tang 0,068 /1000 ca dé/nam :1994-2001

» 0n dinh 2002-2016
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Yeéeu to nguy co’
Tubi :
< 20 tudi RR =1,5-2
>35 RR=2,5
>40 RR =5
Chung toc:
Tan suat thay doi tuy chlng tdc ngay ca trong 1
nwoc
Chau A hay gap hon chau Au
€6.anh hwéng cua diéu kién kinh té xa hoi
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Yéeu to nguy co

» Khéng bi anh huwéng boi :
 Thudc tranh thai dwérng udng
* SO lan dé

» Thudc 14

» Hoa chat

» Tubi me

» Nhiém virus
* Nhém mau
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Nguy co tai phat

Bénh ly Tai liéu tham khao

1 grossesse molaire 0,6 a 2% Rice 1989, Garett 2008

1 mole complete 1% Eagles 2015
1 mole partielle <1% Eagles 2015

2 moles consécutives 15 a 28% Berkowitz 1998
2 moles completes 25% Eagles 2015
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Phan " 6t chtra trirng hoan

toan/ban phan
» Giai phau bénh ly
* Hinh anh

» Di truyén té bao
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- T6 chirc hoc

Khéng co phoi thai

1 quan thé rau thai duy nhat:

- Kich thuwéce lon

- T chirc dém phu né

Tang sinh rau thai

- Pa 6 hoac hinh tron

- Té bao nhan khéng dién hinh nghiém trong
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Aplio 500 HFME DAN ECHO1 7.35.51

Precision APure
+

+ +

Dr PA Bolze

MHC 5SA
hCG 289 000 UIIL
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Chdra trirng ban phan

ey

UNIVERSITE - -
Université Claude Bernard' Ly ias et al. 4 Ann Pathol

Hospices Civils de Lyon
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Chtra trirng ban phan
» Té chirc hoc : g
Pai khi ¢ phéi thai di dang da chét

Hal loai gai rau

Kich thwoc [on
Kich thwéc nhod

Co sw tang sinh cua rau thai tai cho
» C6 mach mau v&i hong cau cd nhan




—am

~“7.50M P10.0 G57 C14 A1

MHP : 15 SA
hCG 271 000 UI/L
1Dist: 91lmm BDist: 29mm
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Tiéu chuan vanq?

Year

First author

n

Hydatidiform
mole

(n{%))

CHM
(n (%))

PHM
(n (%))

Ultrasound
detection of
CHM

(n/n (%))

Ultrasound
detection of
PHM (n/n (%))

Operall
ultrasound
detection rate

(V)

1999

1995

2000

2001

2005

2006

Current study

Lazarus”

Soto-Wright®
Benson”

Sebire?

Johns!?

Fowler®

21

69
24

194

51

1053

90

21 (100}

859 (82

61 (68)

21(100)  —

24 (100)

69 (100)
64(41)  91(59)
11(25) 33(75)

253 (29) 606 (71

20(33) 41 (67)

12721 (57)

49/69 (T1)
17124 (71)

37/64 (58)
10/11 (90)

2000253 (79)

19/20 (95)

16/91 (18)
16/33 (49)

178/606 (29)

8/41 (20)

CHM, complete hydatdiform mole; PHM, partial hydatdiform mole.

UNIVERSITE =
DE LYON

AN 7

Hospices Civils de Lyon

Université Claude Bernard

22
(]
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Tiéu Chuan vang
*hCG > 100000 UI/L ?

> 46% chuira trirng hoan toan(Genest 1991)
o 10% chtra tri'ng ban phan (Soto-Wright 1995)

Concentrations selon 1'8ge gestationnel (3éme IRP 75/537) :

Absence de grossesse: inférieur a 7 Ul/]

Semaines taux en Ul/1 Semaines taux en UI/1
aménorrheée
- 3 semaines : 7 a 71 10 semaines : 46 509 a 186 977
-4 2 10 a 750 12 : 27 832 a 210 612
- 2174 7138 =17 :
158 4 31 795 - 15 2 12 039 é 70 971
3 697 3 163 563 - 16 : 9040 a 56 451
: 32 065 4 149 571 = : 8175a 55868 . . .
: 63 803 4 151 410 - 18 : 80994 58176 Access Architect Centaur Elecsys Immulite CX-RIA SB6 9F10

to IRR 99/688

% Recognition relative

Norme grossesse normale laboratoire Dyomedea, février Harvey et al. 2010 J Reprod
2018 Med

Université Claude Bernard{ Ly
\. '/r

Hospices Civils de Lyon
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Tieu chuan vang
Giai phau bénh ly
Chan doan phan biét déi khi khé khan voi
Sot thai khéng phai chira trieng
ROi loan NST (T13,T18,45 XO)
Chtra ngoai da con
Loan san trung md cua rau thai
Kho khan lién quan t&i thal ky qua som
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DPiéu tri chtra trirng
Hut trieng dwdl siéu am
Rhophylac néu Rh (-)
Khong nut mach dw phong
Siéu am kiém tra sau hut
Gilra ngay thtr 7 va 14
25 % sot trirng sau hut
Hut 1an 2 néu hinh anh s6t >17mm
Khéng dwoc hut lan 3
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bieu tri chwa trung
 Cat tlr cung khi nao

 Khi khéng con nhu cau cd con

» Theo déi HCG sau md van can thiét

* Ty |&é chuyén sang UNBN thap hon ht(20-33% giam
con 3,5%-10%)
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~\

Chura Chura

trirng i# | trieng ban
\J1oantoan /@ ¥ U phan |

Ung thw nguyén bao nudi
Chtra trirng xam lan
UNBN vi tri rau bam
UNBN dang biéu mé

Thai binh thwéng
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Theo d| bao lau sau khi HCG
tré& vé am tinh

>
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1 hoa theo doi HCG

spol

1747

2008 HM*

44 24 lost of follow up** |

:I 4 pregnancies |

233 GTN**
before

ntaneous hd

hCG<0

o] 6 GTN™

v

1741 persistent
hCG<0

Université Claude Bernard{

after hCG<0

—

« 4 Chtra trirng hoan toar
« 2 Song thai
- 0 Chtra trirng ban phan

al. 2013 Gynecol Oncol

Hospices Civils de Lyon
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Assessed for eligibility
(n =22,959)

Simplification
du suivi hCG

Excluded (n =2,975)

Reclassified as noamolar abortion
(n =1,212)
Reclassified with other diagnosis
(n =127)

Received chemotherapy before
hCG normalisation
(n=1,476)

HM
(n =20,144)

PHM CHM
(n=9,586) (n =8,400)

AN N N

hCG hCG hCG hCG hCG hCG

normal
<56 days
(n=4,002)

normal
>56 days
(n=5,584)

normal
<56 days
(n=2,719)

normal
>56 days
(n=5,681)

normal
<56 days
(n=758)

normal
>56 days
(n=1,400)

|

|

I

|

I

hCG
normal
<56 days
then pGTN
(n=1)

hCG
normal
>56 days
then pGTN
(n=2)

hCG
normal
<56 days
then pGTN
(n=3)

hCG
normal
>56 days
then pGTN

(n=17)

hCG
normal
<56 days
then pGTN
(n=0)

hCG
normal
>56 days
then pGTN
(n=6)

apres hCG<(

TG apres hCG<(

Coyle et al. 2018 Gynecol Oncol

Hospices Civils de Lyon
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Theo ddi sau hut(khuyén céao
hdi san phu khoa phap)

» Chtra trlrng ban phan

* HCG hang tuan dén khi am tinh 3 lan sau dé dirng

* Chtra trirng hoan toan

» HCG hang tuan dén khi am tinh sau dé 1 lan/thang
trong 6 thang sau do duwng
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Tranh thai trong khi theo doi
HCG

* Tranh thai hiéu qua :tranh coé thai lai

» Khéng c6 chong chi dinh thudc tranh thai két hop vi
kKhOng cO nguy co trén bénh u nguyén bao nudi sau
chtra trieng

» C6 thé dat vong
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Tiéu chuan FIGO : Chan doan UNBN sau
chura trirng
Tang hCG HCG khoéng giam

|—UI;’L|

1000000

100000

I
0 J1 J7 J14 J21

Université Claude Bernar"
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Cac loai UNBN

» Chira trirng xam 1an(75%)
* Choriocarcinome(25%)
» UNBN tai vi tri rau bam (hiém)

* UNBN dang biéu mé(hiém)
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ot oo o e

rtoisie Dr ALLIAS F,
Pathologie,
Hopi

UNIVERSITE
DE LYON

\

\

hira tribng Xam lan

s

Université Claude Bernar M i

T T

\.

T T

Hospices Civils de Lyon
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A e B T R )

5

4

a courtoisie du Pr DEVOUASSOUX M,
gthologie, Hopital de la Croix Rousse, Lyon

UNIVERSITE
DELYON

Université Claude Bernard

Hospices Civils de Lyon
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T0 chwre hoc khong can thiéet trw
* 2 loai hiém :

* UNBN tai vi tri rau bam

* 95% nhirng trvdng hop de thwdng

» Tham nhap mach mau tai ché & t& cung,it di can

» HCG thap : khoang 100U/

» UNBN dang biéu mé : Hiém hon niva
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i -,;..,.i..‘r,'minnlﬁn‘.1nllm‘ml\nn‘nnlm\"
22 3%

Avec la courtoisie du Pr DEVOUASSOUX M, ;
Service de Pathologie, Hopital de la Croix Rousse, Lyon

N - Is l’.‘\\q‘\
Université Claude Bemark/

Hospices Civils de Lyon
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Xét nghiém hinh anh

» Siéu am tiéu khung va Doppler tieu khung hodc chup
MRI tieu khung

» Chup cat 1&p 16ng nguwc hoac chup phim phdi néu
nghi ngo nhan di can

» Chup cat I&p 6 bung tiéu khung

* MRI nao
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Giai doan theo FIGO

Sw phat trién caa khéi u

Bénh khu tru & t&r cung

Bénh phat trién ra ngoai t&r cung nhwng khu tri & bd phan sinh duc (phan
phu, am dao, day chang réng)

Bénh di can 1&n phdi +/- cé thé xuat hién & bd phan sinh duc hodc khéng

Di can noi khac (hach lympho trong TSI)

Université Claude B
niversite Llaude bernard ! |

Hospices Civils de Lyon
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Céc yéu té tién lwong

diém FIGO 2000

Lwu v: Bang diém nay khéng dung duwoc cho TSI va TTE (Khdi u khédng nhay cdm véi héa chat va

ti 1&8 HCG thap

Tubi

Dang bénh ly

Thoi gian xuét hién khoi
u twr khi két thuc chira
trirng/say thai/thai du
thang !

Nong do hCG? trwdic khi
diéu trj 2

Kich thwec khéi u to
nhat(cm)

Vi tri di can
S6 lwong di cand

Thét bai ctia hoa liéu
phap truwéc do

<40 ans > 40 ans
Chtra trirng Say thai Thai da thang
<4 4-7 7-13
<103 103 - 104 104-10°
3-5 >5
Phoi Lach — Than Ong tiéu héa
0 1-4 5-8

Pon héa tri liéu

>13

> 10°

Nao - Gan
> 8

Da héda tri liéu

LIntervalle entre la date de terminaison.de la grossesse précédente et la date desdébut de traitement de la tumeurtrophoblastique

2 hCG totale

3 Pour les localisations pulmonaires, seuls celles visible a la radiographie pulmonaire sont dénombrées
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Piéu tri khéi UNBN

Don hoa tri liéu
(méthotrexate — folinic

80% 20%

‘

Thanh cong Khang MTX <’

Actinomycine
D

Thanh cong

That bai
25%

Da hoéa tri liéu
(EMA-CO)

10-30% -90%

Pa hoa tri liéu Thanh coéng

BEP, TP/TE, liéu cao,
ghép...
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nguy co’ cao

Ty lé ttr vong chung sau 5 nam: 2%

* Ty lé ttr vong cua UNBN nguy co’ cao: 12%

* Ty lé ttr vong cua UNBN nguy co’ cwe cao : 38%
« Nguy co chét s&m (trong vong 4 tuan)
« 75% c6 nguy co’ chét s&m néu cé s6 diem 213

 Piem FIGO 213 diéu tri trong trung tam chuyén biét

al. 2016 Am J Obstet Gyneca
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Centre de reférence
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=4y Ngtional Hospital of Obs

biet
Puwoc sang lap dau tién & Lyon
Label INCa don vi cac khdi u hiém
Sang lap mang lwdi cac chuyén gia dé tham van
Label INCa trung tdm chuyén gia khdi u nguyén bao
nuol
Label INCa trung tdm tham van UNBN
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Nguon goc cac bénh nhan dang ky & cac
trung tam chuyén biét

27NN1

b pofiznis




BENH VIEN PHU SAN TRUNG UONG
National Hospital of Obstetrics and Gynecology
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A

Biéu d6 HCG ]

DECLARATION
+/- AVIS

Relecture si pas
déja demandee

Envoi formulaires
d’enregistrement

Avis dans les 24h

SRAVN]

Hoat dong

cua trung

tam

Dr L DEVISME
Dr S.PATRIER
Dunkirk
PrPMARCORELLES PR co.e
< nge Reims
.Paris *
e o oo DrB.GASSER
Martes &
. Dien
[Pottiers o
Dr FPELLUARD o I Pr M.DEVOUASSOUX
e ClennontF emand Df FALLIAS

Dr JAZIZA

Dr ACRIERA

e
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Gia tri cua cac trung tam
» Han ché nao hut vo ich

» Chan doan sai b&nh nguyén bao nudi

* Han ché cat t&r cung v ich

» Piéu tri s&m bénh UNBN that sw

» Phac d6 hoa chat diéu tri phu hop

 Gia quyét nhirng ca khé
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Gia tri cua cac trung tam chuyén biét

Hoéa liéu phap cé thich dang khong ?

Tableau 3
Traitement de premegre higne des tumeurs tmplmblaﬁtiqu

Methotrexate Hysterecto-  Abstention  Total
mie solee

Université Claude Bernar‘\‘ ‘ et al. 2007 Gynecol Obstet Fe
NN
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National Hospital of Obstetrics and Gynecology

Thay doi chat lwong chan doan

* Phu hop gilra chan doan ban dau va chan doan cuia

tham van :
* MHC :96 %
* MHP :64 %

e Loai trtr chan doan chira trirng :7%
» Khang dinh lai chan doan chira trieng hoan toan

trong 28%
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CENTRE DE REFERENCE DES MALADIES TROPHOBLASTIQUES - LYON

Centre Hospitalier Lyon Sud — Batiment 3 B — 2°™ étage
165 Chemin du Grand Revoyet - 69495 Pierre Bénite
Contact : Tél. 04.78.86.66.78 Fax. : 04.78.86.65.54

E-Mail : francois.golfier@chu-lyon.fr / jerome.massardier@chu-lyon.fr / pierre-adrien.bolze@chu-lyon.fr

Madame VAG née en 1963

Courbe d'évolution des hCG
Curetage le 28/09/2017

10 000 000 +{
v

» hCG en augmentation sur 3 dosages consecutifs
hebdomadaires sur au moins 2 semaines

JO-J7-J14

1 000 000 -
968004

100 000 -

180161

10 000 -
1 000
100

10

23/09/17
0710117
211017
0411117
18/11/17
0212117
16/12/117
301217
13/01/18
27/01/18
10/02/18
24/02/18
10/03/18
24/03/18
07/04/18
21/04/18
05/05/18
19/05/18
02/06/18
16/06/18
30/06/18

Dates des prélé

Université Claude Bernard {{

Hospices Civils de Lyon
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Résultats des dosages

Madame BER née en1984

Centre Hospitalier Lyon Sud — Batiment 3 B —

Curetage le 20/09/17

10 000 000

v

2°™ étage
165 Chemin du Grand Revoyet - 69495 Pierre Bénite

Contact : Tél. 04.78.86.66.78 Fax. : 04.78.86.65.54

Courbe d'évolution des hCG

CENTRE DE REFERENCE DES MALADIES TROPHOBLASTIQUES - LYON

E-Mail : francois.golfier@chu-lyon.fr / jerome.massardier@chu-lyon.fr / pierre-adrien.bolze@chu-lyon.fr

651652

100 000 -

10 000

1 000

100 ~

10 ~

L

[

5958

16937¢

1000 000 4/11"”

30926y

28819
7015

78788

47749631
. u_fj 27

57319

#7395

4334p

4322

hCG en plateau sur 4 dosages consécutifs

hebdomadaires sur au moins 3 semaines

J0-J7-J14-J21

02/09/17

16/09/17
30/09/17

14/10/117
281017

111117
251117

09/12/17

231217 A
06/01/18
20/01/18 A
03/02/18 A
17/02/18 1
03/03/18 A
17/03/18 1
31/03/18 A
14/04/18 1
28/04/18 A
12/05/18 1
26/05/18 A
09/06/18 A
23/06/18 A
07/07/18 -
21/07/18 -
04/08/18 -

des prélevements

o
o
—*
@
7

18/08/18 -

01/09/18

15/09/18

29/09/18

13/10/18

27/10/18

10/11/18

24111118

08/12/18
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Européen
e EOTTD: hitp://eottd.org

« Congres annuel (2018 London

International
« |ISSTD: http://isstd.org

« Congres international tous les 2 ans (2019 Toronto)

« Congres « éducationnel » tous les ans (2018 Pékin)
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§ National Hospital of Obstetrics and Gynecology

P6i m&i chan doan va diéu tri
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Poi moi

» Phan loai kiéu gen
» Cat tlr cung cho TTG nguy co thap
» Thir nghiém lam sang cua diéu tri mién dich
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Phan loai kidu gen phan tir

Gai rau binh thwong
lwé'ng boi, tr cha me
CO p57 = Co s hién dién cua gen me

p57* biparental diploid

p57 protein

p57° biparental diploid
villous stromal cells

Decidua 135 255

D351358 D75820

ﬁ!’&%‘}f"‘ P .ﬁlJ R -L Lé..
Université ClaudeM
v Hui et al. 2017 Annu Rev Pathol Mech Dis

AN

Hospices Civils de Lyon
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National Hospital of Obstetrics and Gynecology

Phan loai gen phan tw
Chura trieng hoan toan
Lwdng bdi, nguon goc bo

Khéng xuat hién p57
= Khdng c6 gen me

X » | RNA p57 protein
CH, .. CH;
CH, 2R cn,
CH, CH,

p57

Decidua

Amelogenin D75820

bl

M

Paternal
Chr11
(2 coples)
UNIVERSITE ‘ L = =)

‘ Université Claude Bernard [{{(6@))

Hui et al. 2017 Annu Rev Pathol Mech Dis Hospices Civils de Lyon
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n loai gen phan tw
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Phan loai gen phan tw cac kh

FIGURE
Maternal hCG follow-up
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Postpartum hCG serum levels in the mother monitored weekly after diagnosis of choriocarcinoma /
in her infant. The hCG is expressed in international units per liter.

CC, gestational choriocarcinoma; hCG, human chorionic gonadotropin.
Bolze. Transplacental choriocarcinoma transmission. Am | Obstet Gynecol 2013.
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Hiéu qua : 82,4% (95% CI 71.8 -90.3)
-khéng c6 di can trwdc phau thuat

Yéu to tién lwong that bai :

Piém FIGO 5-6 OR 9.861(95%CI 1.60-64.96)

Ung thw nguyén bao nudi OR 14,295(95CI11.78-
138.13)

Chi ap dung cho bénh nhan khéng cé nhu cau sinh
dé va trong tudi quan hé
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Ciblage molécules
co-inhibitrices b rias ——> aniCTLA
> ————> anti PD-1, anti PD-L1
—> anti TIM-3

—> anti LAG-3
.~ ——> anti HEVM, anti BTLA (preéclinique)

——> anti TIGIT (préclinique)

——> anti VISTA

Peptide

Pardoll, Nature, 2012
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n cua PD-L1trong TTG

U dang biéu mo

Gynecol Cancer

Veras et aI 2017 Int J Gynecol Pathol

Hospices Civils de Lyon
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& Bon hoa tri liéu Pa héa tri liéu

(méthotrexate) (EMA-CO)

\

TrophimmBiE =5 =7y SN ET =S
‘ ELUM . doses, greffe...
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Thw nghiém da trung tam pha li
Avelumab (anti PD-L1) cho TTG khang héa chat

e Muc dich: Panh gia
e Hiéu qua
e Mtrc db chiu dwng

e Translationnel:
e Tiéu chuan tién lwong hiéu qua?
e Co ché tac ddong?
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anh cong avelumqb cho TTG nguy co’
ap
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L

That bai avelumab cho TTG nguy co’ thap

W

Courbe d'évolution des hCG

| Curetage le 09/12/16 et le 27/12/16
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Cacbancanluwuy

 Chira trirng khdng phai khoi u

o X ly UNBN : chu y dén kha nang sinh san

* SOng sau 5 ndm cda TTG : 98%

e Thanh 1ap trung tdm chuyén biét :tién lwong tot hon
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Chtrc nang cua NLRP77?

€.-39-1769_2129+228del

RESEARCH ARTICLE

Absence of Maternal Methylation in y %%';‘;?;7/

p

Biparental Hydatidiform Moles from Women
with NLRP7 Maternal-Effect Mutations
Reveals Widespread Placenta-Specific
Imprinting

Marta Sanchez-Delgado’, Alejandro Martin-Trujillo*, Chiharu Tayama?Z, Enrique Vidal®,
Manel Esteller®*5, Isabel Iglesias-Platas®, Nandita Deo’, Olivia Barney®, Ken Maclean®,
Kenichiro Hata®, Kazuhiko Nakabayashi?, Rosemary Fisher'®'!, David Monk'*

DNA methylation (%)
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TTG nguy co thap phac d6 MTX

+acide folinic

* MTX 1mg/kg tiém bap J1-J3-35-J7

» Acide folic 10 mg dwéng udng J2-4-6-8
» Khoang cach gilra cac dot: 14 ngay

» Sau khi HCG am tinh diéu tri thém 2 dot
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Hiéu qua va muc db chiu dwng
cua phac d6 MTX

» N=465 TTG nguy co thap diéu tri béi MTX

* Ty |é thanh céng sau 8 ngay 77,5%

» Ty lé thanh cdng hoan toan 99%
* Ngb doc mirc d6 3-4 =4,2%(dd6 4 =1,4%)
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Hiéu qua va mirc d§ chiu dung ciia phac do
MTX

993 TTG nguy co thap

N=465 TTG nguy co’ thap khadi v&i MTX don thuan
e Ty |é tai phat sau 5 nam : 5,7 %

e Yéu to nguy co tai phat :

bé thwong HR=8,7

S6 dot MTX 5-8 HR=6,7

S6 dot MTX >=9 HR=8,10
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Etoposide
Methotrexate 100 mg/m?
Actinomycine D 0,5 mg

J2 Etoposide 100 mg/m?
Actinomycine D 0,5 mg
Acide folinique 15 mg 2 fois/j

CO:
J8 Vincristine 1mg/m?2
Cyclophosphamide 600mg/m?

Espace entre les J1: 14 jours (2e EMA J15, J16)
Deux cures de consolidation apres 18 hCG né
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Hiéu qua vé‘n muc do chiu dwng
cua phac d6 EMA-CO

e 272 bénh nhan

* Ty |é thanh cbéng : 78% thuyén giam hoan toan
 anh hwéng huyét hoc

* Rung toc

* ViEm niém mac,doc than

* VO kinh ¢6 thé phuc hoi
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TTG nguy co cao véi diem FIGO > 13
Diéu tri voi EP lieu thap

Etoposide 100 mg/m?
Cisplatine 20 mg/m?

Etoposide 100 mg/m?
Cisplatine 20 mg/m?

2 t61 3 chu ky theo tinh trang [am sang
Tiép d6, duing EMA-CO « manh », hoic EP-EMA

Ali!angis 2013
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TTG nguy co cao sau truwong hop that bai EMA-CO hoic sau EP:

Phac do EP-EMA

99

Etoposide 150 mg/m?
Cisplatine 150 mg/m?
Etoposide 100 mg/m?
Méthotrexate 300 mg/m?
Actinomycine D 0,5mgDT
Acide folinique 100 mg

Etoposide 100 mg/m?
Actinomycine D 0,5mg DT

Thoi gian giita cac dot diéu tri: 14 ngay (2¢™ EMA J15, J16)

[t nhét hai dot diéu tri sau khi 16 hCG am tinh




