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Hau qua cua ung thw vu

g IIS g 250 — Female
Siegel et al., CA Cancer ] Clin 2014 225

Ndm 2014 ¢6 810.000 ca ung thw mdc méi'~
+Ung thu vii: 29% (235.000)
* 15% phu nit trong do tuoi sinh san
Hang ndm cé 35.250 phu niv d6 tudi 30-
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7000 ca ung thw vii mac maoi.

Hang nam trén phu nit < 35 tuoi



Ung thw vu o Viét Nam:
So sdnh trong khu vwec chdu A

Age-standardized rate per 100,000 women
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Ung thw vi ¢ Viét Nam
Hau qua it nghiém trong nhwng so6 lwong tang
2012:11.060 ca m&i (64.7% <50 tudi)
-Gidm kha nang sinh san 7.3...1.8 trong 50 tuoi
-Con dau sau 25 tudi
-Béo phi 5...12% & do tudi 35
-Chién dich phat hién ung thw

Incidence rate
(per 100,000 women per year)

Trieu et al. Cancer Biol Med 2015.
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Ung thw va & Viét Nam
“Tang & ddHa noi: 29.7/100.000
*HCM: 19.4/100.000
tudi 25-45
Béo phi- Thuoc la- Ruou:
Tang hon 3 lan
b6t bién BRCA: twong tw



Gdnh ndng toan cdau cua bénh ung thw co tir cung trong

ndm 2008 Arbyn et al.Annals of Oncology 2011
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Ung thu c6 ti cung & Viét Nam
29 triéu phu nit > 15 tudi
Hang nam
6000 ca ung thu mai
Nguyén nhan gay ung thw thir 2 trén phu
Nit 15-44 tuoi

B Mortality
O Incidence

World age-standardised rates of incidence of and mortality from cervical cancer (per 100 000 women-years)



Nnirng phu ntv song sot do ung thw vu va bo pnan sinn
duc & chau Au 1997 - 2007

EUROCARE 5 study European Journal of Cancer 2015

reast Ep omen} Cervix uteri

Ung thu' vu (phu nur Ung thw co twr cung

European age-specific and age-standardised European age-spetific and age-standardised
observed (obs, %) and relative (rel, %) survival observed (obs, %) and relative (rel, %) survival
Age Number 1-year 3-year 5-year Age Number 1-year 3-year 5-year
group of cases group of cases
15-44 126,211 obs 981 913 856 15-44 39,114 obs 542 836 803

rel 982 916 86.1 rel 943 839 806

huw than tir cungCorpus uteri Qvary and uterine adnexa
Ung thu B’uongucru’ng va t'cung

European age-specific and age-standardised

observed (obs, %) and relative (rel, %) survival European age-specific and age-standardised

observed (obs, %) and relative (rel, %) survival

Age Number 1-year 3-year 5-year

group of cases Age Number 1-year 3-year 5-year
group of cases
o 0241 obs %65 912 663 15-44 14,549 obs 909 782 705

rel 966 915 894 rel 91.0 784 709



Mong muén co thai sau khi mac ung thw

>  Tang do tudi mang thai dau tién > 30 tudi

Pison et al., Bull Cancer.2010

Nhitng ngudi con song sot quan ngai vé kha nang sinh san trong
twong lai cia ho hon la dan s6 chung (phu hop véi do tudi va kha

> nang mang thai).

Ruddy et al., breast 2007

jl> Hoa tri it doc hai hon (230%) cho phép bao ton kha nang sinh san
tot hon.

Partridge et al., ] Clin Oncol 2004

@ ndng sinh san sau khi mac ung thw vii: @n tam




Mang thai sau khi mac ung thw vii

Dan s6 chung: khong c6 nguy co tai phat hoac tir vong

Largillier et al., Cancer.2009

Dan s6 chung: cung tac dung bao vé

Rajkumar et al., PNAS 2001

Coll Study et al., Lancet 2002
Sankila et al., Cancer.2009

Pagani et al.,Breast Cancer RT 2011

*Bénh nhan bi dot bién BRCA: c6 nguy co phat trién thanh ung thw

*Tac dung bao vé

'Khéng c6 tic dl_mg bao Vé Coll Study et al., Lancet 2002
Andrieu et al., ] Natl Cancer 12006

Jernstrom et al., Lancet 1999

Cullinane et al,, I ] Cancer 2005

Kotsopoulos et al., Cancer 2008
Milne et al., Breasr Cancer RT 2010



Ung thw vu: phu nir cé6 nguy co’ vo sinh

- Number of follicles

= == Proportion of poor quality oocytes

Suy giam chu ky sinh san -
Sau 35 tU61 cf)grttllm?/l Declining

S 1051 (rregular)
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Chan doan ung thw ¢ o P I = 1100
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Broekmans et al., Endocrine Reviews 2009

ASCO guidelines
Tamox for 10 yrs
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Poc tinh cua diéu tri doi véi hé sinh duc

Xor mé budng trirng Hai mach mau

S 2

Vascular toxicity

Anthracyclins
Platinum compounds?
Bevacizumab?

Direct ovarian toxicity
Alkylating agems

Platinum comp
Anthracyciins

Cellular effects
’ Cytoskeleton Oxidative stress

étf & &

Anthracycline  Anthracyclins
Platinum Platinum compounds

’ Alkylating agents

Chét rung té bao cua cdc nang Hoat dong ctia nang trirng “dét chdy
trirng non va nang trirng nguyén
th ljy Oktay et al., Cancer Treat Rev 2012

Blumenfeld et al., Best Pract Res Clin Obstet Gynaecol. 2012



Chirc nang buong trirng sau khi diéu tri ung thw

D tudi Loai ung thw
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Kha nang sinh san cuia nhirng bénh nhin song sot
Sau khi mac ung thw vi

Ty Ié mang thai tw nhién

» 8% trén bénh nhan < 30 tudi

Blakely et al., Cancer 2004

» 6% trén bénh nhan < 40 tudi

Oven Ustaalioglu et al., J BUON 2011

» 3% trén bénh nhan < 45 tudi

Mueller et al., Cancer 2004

» (3%)/173 ty |& sinh trén 5725 phu nir < 45 tudi

Kroman et al., Lancet 1997



Hooc mon phu thuoc ung thw sinh duc

Vé mat ly thuyét: dung doi véi ung thw vii va ndéi mac tir cung

Vé mat thwc tién: anh hwdng cta kich thich buéng trirng trén ty 1é mac bénh u



Nguy co’ cia do ac tinh & nir gidi sau khi diéu tri kha nan
Nghién ctru thuin tip véi 25 nam theo doi
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Kessous et al. ] Canc Res Clin Oncol 2016

Table 2 Incidence of malignancies during the follow-up period in
patients with and without a history of fertility treatment

—
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0 2000 4000 6000 8000 10000
Study Duration in Days

IVF OI No treatment  p value

(n=1149) (n=3214) (n=101,668)

(%) (%) (%)
Ovary (n =58) 0.26 0.03 0.05 0.009
Uterine (n = 61) 0.30 0.12 0.05 0.004
Cervix (n = 239) 0.3 0.2 0.2 0.868
Breast (n = 528) 0.4 0.5 0.5 0.926
Total 1.7 1.0 1.0 0.057

Phwong phap diéu tri IVF nhwng khong Kich thich buong trirng (khong phong noin) la
nhirng yéu to nguy co’ doc 1ap daoi véi sw phat trién ciia ung thw buéng trirng va tir cung



Cac trwong hop dac biéet

Cua PCOS

Cac yéu to nguy co’

*Tang dong hoat dong cuia cic receptor steroid trong ndi mac tir cung
*Hyper-expression de LH en cas d’adéno-carcinome utérin
*Tang thé hién LH trong trieong hop ung thw biéu moé

tuyén cia ti cung.
Chittenden et al. RBM 2009

Review PCOS & Gynecalogical Cancer
Compatison: 11 Gynecologic Cancer

ung thw vu

Qutcome; 01 Breast Cancer

Study PCOS Non PCOS OR (random) Weight OR (random)

or sub-category i nihl 95% Cl % 95% CI
Baron 2001 22/36 4548/3235 - 32.13 1.64 [0.84, 3.21)
Gammon 1991 23/67 4674 /3287 —— 26.98 0.52 [0.21, 0.86)
Talamini 1987 14430 2555/5127 30.82 0.88 [0.43, 1.81]
Total (35% Cl) 133 23709 100.00 0.28 [0.44, 1.77]
Total everts: 53 (PCOS), 11777 (Non PCOS)

Test for heterogenety: Chiz=735,df=2(P=003), F=728%

Test for overall etfect: Z - 0.35 (P - 0.77)

n1 02 ns 1
Mon PCOS  PCOS

Review: PLOS & Gynecclogleal Cancet

Campatison 01 Gynecologic Cancer

Ung thw
Culcune 02 Endomelria! Cancer A=
Nol.mac

OR (randoim) Weight OR (randam)
or sub-cetegory niN " 95% Cl % 95% Cl
Escobeda 1991 10430 422/3593 —8— 44.03 3.76 [1.75, 8.08]
latrakiz 2006 3/3 78/178 —f % 9.37 8.96 [0.46, 176.06]
Mivwa 2000 575 10/18 3.08 8.30 [0.43, 184.86]
Pillay 2006 11718 1287211 . 37.53 1.02 (0.38, 2.73)
Total (35% CI) 56 4000 remiiee— 100_00 2.70 [1.00, 7.29]

Total events: 29 (PCOS), 538 (Non PCOS)
Test for heterogeneity: Chi* =565, df =3(F=0.13), F = 46 9%
Test for overall etfect Z=1.96 (P = 0.03)

01 02 0s 1 2

Non PCOS  PCOS

Két luan

o[t nghién cttu
*Khoéng dong
Nhat mirc do nhiéu

Nguy co ung thw néi mac cé thé do
Thiéu P

Khang dinh b&i mot nghién ctru rong r:
Pan Mach (Gottschau Phu San Oncol 2(



Chién lworc phat hién ung thw nao & phu nir <40 tuodi

Lap chién lwoc Bao ton Kha nang sinh san trwéc diéu tri
*Tac dong doc tinh ctia hda tri Ién tuyén sinh duc
*Tac dong xa tri lén tir cung : Blrc xa tir cung (giam kha nang dau thai)
 Gtri “ Khan cap" bénh nhan téi trung tam
Bao ton kha nang Sinh san
Poi ngii da nganh
Cac bac si Sinh san: Thong tin - lwa chon ki thuat tuy theo dw trir buong trixng

Cac nha sinh hoc sinh san: thong tin vé sw dong lanh cta giao tt, cic phoi va mo budng trirng
*Bac si tam ly



Ky thuat Bao ton kha nang Sinh san
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Chién lwoc doi véi ung thw va

|

Diagnostic de cancer du sein }

[ Reunion de Concertation

Chan doan
ung thw vu

Hop tham van

1

En situation
adjuvante

Délai suffisant pour la
simulation ovarienne
(~12])?

hénd NON

FSH exogéne
+/- Letrozole

Cryopréservation
ovocytaire et/ou

Trir lanh noan
bao va/hoac

Pluridisciplinaire da nghanh
Indication d’ une Chi dinh hoa
chimiothérapie | tri
Co oul non | Kho
En situation
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Théi gian du | & %1 banh Indi;r;\tian
L ’ . ay mau oen 1 di
dé kich thich Prélevement phlém 9 Chi dinh S
buong tr{rng cortex ovarien . ) Tamoxifen (5 (5 ans)
(~12 ngay) budng trirng nam)
Thao luan P
Trwdng thanh ) Délai de |
F[ Maturation in ipea, &-& dung PF —[ conception J‘-@}" Khéng
Lo g 2-3 ans g
nghiém ‘
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e wm o e
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Thu héi trirng

Trwong thanh: FIV

Chwa trwong thanh: MIV Recrutement
Cyclique/Chon tuan hoan

Recrutement initial

Pré-ovulatoire

/] Secondalre

1g thanh trong
ong nghiém

Trwéng thanh ciia nang trigs

Primordial



FIV doi v&i Bao ton kha nang sinh san

Piéu tri “kinh dién”
SerumE2 U U

Quan ly

FSH ngoai lai /

—>

/(oém 10 ngay
\g 8

D

Nang trirng Nang trirng trwdc Khi phong noan

2 cau hoi
Chung ta c6 phai doi bat dau ctia chu ky kich thich budng trixng?
Ching ta c6 thé st dung cac quy trinh gy tang oestrogen?



Giao thirc doéi vin GnRH kinh dién

GnRH antagonistes_a.Z_ 5 /d

il
@

hCG

FSH Exogene/FSH ngoai lai

ARRRRRNY

1 2 3 4 5 6 7 8 9 10 11 12

Regles

Bat dau Kkich thich giai doan nang trirng sé’m
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Tinh nhz_lg cam cua cac giao thirc doi vain GnRH
iao thirc « bat dau ngau nhién »
Nguyén tac: nhiéu lan séng phat trién nang

3 wave cycle : Baerwald et al; Hum Reprod U 2012
OV : ? oV

: ’ - ' » s
] AR v : ) S A - 12
i Y : : \ E
: o r Y o ot T - B, ,?' A - ]O
1467 Vi A b\ \
1# * - : ",\ - ’ ’ S 8
1 (e C S C I
: | YOou CA Ta S ' =6
’W | 3= TTRE T | I l> I‘I I s 1 ! I | ] ] ! .I =2 I? m =N | | ! T O N

Bat ddu kich thich buéng trivng trong giai doan hoang thé

Sau khi tiéu thé vang bd&i doi van GnRH
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Giao thirc doi van GnRH kinh dién

GnRH antagoniste 0.25 mg/d

Number of oocytes collected after initiation of
ovarian stimulation in the follicular (n = 28) versus the
luteal (n =12) phase.

Oocytes (n)

25

RALL

1 42 23)
20

FSH Exogene/FSH ngoai lai hCG

15

]
PITTITTisII0 + O &=

------- = average
0
Follicular phase Luteal phase

Pic Sp Ontane de LH von Wolff. Luteal phase stimulation. Fertil Steril 2009.

Pinh LH tw nhién
Kich thich buong trirng giai doan hoang thé



Kiém soat qua kich buong trirng

Nhirng nguy co’ cua viéc tiép xiic vdi estrogen

Ty 1€ E2 cao: nguy co pho phat trién va pho bién cta cac té bao ung thu?
Khoéng cé bang chirng cho thiy tiép xic ngan véi E2 1a ¢6 hai

Tuy nhién nén c6 sw dong thuin deé tranh cac giao thirc truyén thong cia COH

Goiy
Chu ky tw nhién: Thu thap noan bao yéu

Tamoxifen:
(Estrogen chat doi khang canh tranh)

Letrozole: “Uc ché canh tranh cia cac enzyme aromatase phirc tap”



" Tamoxifen MG Glao thl'l’C Tamoxifen

Chemo

therapy

Sk

menstruation

76 (1¢75) cycles : 76 (cac chu ky dau)

v * 48ER (+): Tamox 20 mg/]

28 ER(-):sans Tamox

B — Khong c6 su khac biét vé
- s0 lwong noan bao va phoi

Number of oocytes collected

Ty 1€ E2 tang hon néu dung Tamox (+)
Nhwng khac biét doi véi tai phat /
ty 1é tir vong sau 3-10 nam

Embryos stored

Meirow et al., Fertil Steril 2014



Kich thich v&i chat we ché Aromatase

GnRH antagonistes

e ———— e ——— P ———
- - - - - -

*SH Exogene/FSH ngoai lak hCG

A

Letrozole 5 mg

Regles
1 2 3 4 5 6 7 8 9 10 11 12

Bat dau giai doan nang trirng
Oktay et al,, ]. Clin. Oncol. 2005




Két qua cua FIV trong trwo'ng hop ung thw va

Author Number® Breast cancer patients® (%) Oocytes (M2 oocytes)” 2PN
Cancer Control Cancer Control
Comparable oocyte yield
Knopman et al. [36] 26 10 (38 %) 14 12 NA NA
Michaan et al. [20] 22 12 (55 %) 8.8 8.8 54 5
Quintero et al. [37] 50 28 (56 %) 11.5 (9.6) 13 (9.7) 6.8 7.4
Robertson et al. [21] 38 16 (42 %) 12 (9) 14 (11) 6 7
Johnson et al. [19] 50 29 (58 %) 12.4 (9) 11.7 (8.9) 54 6
Cardozo et al. [22] 63 41 (65 %) 12.4 10.9 6.6 7.1
Inferior oocyte yield
Klock et al. [38] 28 11 (39 %) 10 13.9 6.62 8.25
Domingo et al. [39] 208 142 (69 %) 10.5 (7.8) 12.4 (9.5) NA NA
» Thu noan bao thap hon Domingo et al., FS 2012
Friedler etal, FS 2012
» Thu noan bao twong duwong
Chung etal, FS 2013

Khong co sw dong thuan

Garcia-Velasco etal, FS 2013



Két qua cua FIV trong trwo'ng hop dot bién BRCA

Shapira etal, JARG 2015

BRCA(+) [n=20] BRCA(-) [n=36] P
Mean age 32.40+3.86 33.94+548 0.22
Stimulation days 10.54+2.37 9.92+1.56 0.23
Long GnRH-agonist protocol 52.94 % 61.76 % 0.56
GnRH-antagonist protocol 47.06 % 38.24 % 0.56
Max E2 (pmol/L) 6255+4875 6306+4150 0.97
Oocytes collected 11.50+6.63 11.69+7.23 0.92
Zygotes 8.4+6.39 7.19+5.21 0.57
Fertilization rate 70.6 % 59.66 % 0.11

SO noan bao va ty 1é thu thai tuy thu6c vao tinh trang ciia BRCA

Két qua so sanh



Thanh cong cua chuyén phoi dong lanh (ung thw va)

Women with breast cancer stage < 3 who underwent ovarian
stimulation and cryopreserved embryos for fertility preservation

(N =131)

Have not yet returned

Age a cryo-p
Embryons ¢

(n =98)

Returned to undergo 40 FETs :
Délai: 5.25 ans e 33)g déc

e 65.3 +/- 14.3 mois 45.3 +/- 17.4 mois

Underwent FET to self (18 FETs) Underwent FET to gestational carrier (22 FETs)
(n=18) (n=15)
Underwent FET once Underwent FET twice
(n=8) (n=7)
| I
9 deliveries 6 deliveries 3 deliveries
I | I
11 children born 10 children born 4 children born

reservation: 36.6 +/- 4 ans
ryo-preservés: 6.5 +/- 4.9

ux de survie a la
pngélation: 84.4 %

Oktay et al., J. Clin. Oncol. 2015



Trwong thanh cua noan bao trong ong
nghiém

Choc hut

— —
Prophase I: GV Métaphase I: GVBD Métaphase II:
expulsion 1€ GP
Khong co6 thoi han bong lanh noan bao hoac
Khéng c6 gonadotrophin phoi (sau bom tinh trung

trwc ti€p vao bao twong



Trir lanh mo6 buéng trirng

Nguyén tac

Lay sau d6 dong lanh
vo buong trirng
hodc toan bo buong trirng

Ghép mo budng
trirng

Khoang 40 tre ra doi



Két luan

1. Ung thw va va co ti¥ cung thwong gap & dan so tré

2.6nh nhan cé tién st ung thw cé lién quan t&i kha nang sinh san cia ho trong
twong lai va dwoc yéu cau bao ton kha nang sinh san

3. Mang thai c6 vé khong c6 nguy co doi védi tredng hop cé tién st ung thw

4, Do doc tinh doi véi gonaldo sau hoa tri, phai yéu cdu bao ton buong

trirng & phu nit dwéi 40 tudi.

5. FIV & bénh nhan cé tién st ung thw con dang trong giai doan thi
nghiém va can dwoc thwe hién trong khuon kho ctia cac giao thirc da xem
xét va duoc thong qua

6. FIV v&i dong lanh nodn bao va/hodc phoi cé hiéu qua. Cac chat t&rc ché
aromatase hira hen giam viéc tang oestrogen.

7. Bénh nhan bi dot bién BRCA yéu cau phan tich cu theé.



