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Muc tieu

» Céc van dé vé IVF & b&nh nhan hdi chirng
budng trirng da nang

» Xac dinh ti Ié thanh céng cua IVF

* Quy trinh IVF nham dat dwoc ti Ié thanh
cong toi wu




Cac van dé IVF & bénh nhan
PCOS

» Chat lwong nang noan

« Su tiép nhan clha ndi mac tl cung

» Céc bién chirng cia IVF
* Da thai
« Hoi chirng qua kich bubng trirng




Chat lwong nang noan




PCOS va chat lwong nang
noan

Size (mm)  Follicles (n) Oocyte breakdown

according to maturity Emb positive Emb negative

A B A B A B
<10 6 4 2 0 0 4 2
10 8 1 7 0 0 1 7
11 3 - 3 - 0 - 3
12 6 3 3 1 0 2 3
13 7 3 4 2 0 1 4
14 9 8 1 8 0 0 1
15 13 10 3 10 0 0 3
16 10 8 2 6 0 0 2
17-22 50 36 14 36 0 0 14
=22 7 5 2 1 0 4 2

Class A = follicles which contained meiotically competent oocyte (MCO); class B = follicles with
meiotically incompetent cocyte (MIO); Emb positive = oocytes giving rise to embryo development; Emb
negative = oocytes which failed in embryo development.



Nghién ctru phan tich da bién két qua IVF qui

wdc & phu nir PCOS

WMD for number oocytes per ovum pick up 1

WMD for number of oocytes fertilised

OR for chance of cancellation

OR. for chance of lrve birth per started cycle

OR. for chance of miscarriage per started cycle
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So sanh chat lwgng nang nodn va
két qua ICSI
» Nghién ctu hoéi ctru
« Ba nhom co yéu to vé sinh nam
— 50 chu ky chi c6 hinh &nh budng trirng da
nang vé mat hinh thai hoc
— PCOS 51 chu ky c6 hdi chirng budng trirng
da nang
— 104 chu ky lam nhom chung

Arch Gynecol Obstet 2008; 277:239-244




Table 4 The embryological data anc pregnancy outcome of the PCOS, POD-only, and conirol goups

Két qua

Y ariable PCOS PCC-only Cinirol P ralue
Mo of 2 prenucleated oocytes Thxdl B9+ L0 Tix B M3
Two pronucleated’metaphase [Toocyes 63212229 al9L 171 714407 M3
Miv of top orade embryos onday 3 10435 13+ 30 dir+25 M
Dy of embryo transfer 33209 32xid 208 M3
Moo, of embryos transfemed 20202 20x02 |9 £ 0.09 M3
MNiovaf cycles with blastocyst transfer /%) | 6.2 12 |47 M3
Moo, of cycles with embro freezing (%) 41.3 563 44.9 M3
Mool moderate/zevers OHSS () 2 1 .Y &
Clinical preznancy/embryo transfer (%) 50 52 ikl M
[mplantation rate { %) 3 Al 27 M3
Multiple pregnancy rate (%) |3 19 21 M3
Miscarriage rate (%) |5.4 14 =fL05

O



Sy tiép nhan ndi mac t& cung




Sy tiép nhan ndi mac t& cung

« HOXA-10
— La gien thiét yéu cho s phat trién va s tiep
nhan sw lam t0 cua phoi
— Uc ché bdi testosterone

— Endometrial Bx tiw PCOS
e Lwong HOXA-10 mARN bi giam

J Clin Endocrinol Metab 2003; 88: 238—243.




. o.Bién ching cua diéu tri IVF

» HOi chirng qua kich budng trirng




« Chat lwvong nang noan
e Tilé thu tinh

» Chat lwvong phoi

e Tilé dau thai

« Tilé thai sOng

* Da thai
« HOi chirng qua kich budng trirng




Tan suat da thai & bénh nhan
PCOS

Table 7: Multiple pregnancies

Order Total IUTY ART++

Twins 46 31 15

Triplets 3 = 1

Quadrplets 2 2 -

Quintuplets 1 1

Septuplets 1 1

Nonuplets 1

Total 36 40 16
(71.13%) (28.57%)

P «<0.001, Statsstically significant, 9] - Intrauterine msemination, +1 - AE&iEZEUW
technigue



Tan suat cta hoi chirng qué kich
bubng trirng @ bénh nhan PCOS

Table 6; Complications of ovulation induction in intrauterine insemination/assisted reproductive technique

Therapy Total OHSS Ovarian cyst Multiple pregnancy
CCt % 14 15 j
Letrozole i 1 ] .
(ClLletroz +GT i 13 13 B

4| i If 10 10
GaRHa*™+ GT 0] 30 12 !

Total (1946 cvcles) ’ . 08 (349) 30(287)

Il :
- b w \ '
§ - Clomiphene cirate, | - Gonadatraphin, ™ - Gonadoiraphin-releasing Bt TRTET eSS df8 (N percenfages



Ti |é thanh cdng

« Két qua tot
« |t bién chirng




QUI TRINH IVF

Phac d6 kich thich budng trirng H#d tr¢ hoang thé
Trudc khi dung thuoc Gay rung Chuyén Dinh lugng B3-
-Metformin frung pho! e

-Thaizolidinediones

-Phau thuat

Dot diém budng
trirng




Piéu trj tién dung thudc

Cochrane review 2009
 Metformin

- Khdng c6 bang chirng cai thién ti 1& sinh song hay i
|& co thai trong ho tro sinh san
- Gidm tan suat hoi chirng qua kich qua trirng




Review: Metommin treatment before and dunrg IVF o IC5] in women with polyoystic ovary syndrome

Compansort | Metformin versus placebo or no treatment

Outcome | Live birth rate (per worman)

Study or Metformin Cidds Ratio ‘Weight Qdds Ratic
: M M-H, Random,25% Cl M-H,Random35% Cl
| 'Without assisted hatchirg procedure
Kiotrod 2004 [1/32 |23 —i— 5% 0R3[030, 232 ]
Tang 2006 &89 17152 —i— 124% D29 Q10,081 ]
Subtotal (95% CI) 81 &3 ——— 64,9 T 0.49 [0.17, 1.38 |

Total events: |7 (Paceba), 29 (Metformin)
Heteropeneity: Tau® = 029, Chi* = 204, df = | (P=015) F =51%
Test for overall eflect 2= 135 (P=012)

0l @2 05 19 20 &0 100
Fawours metiormin Fawours placebe




Corrpansore | Metformin versus placeba or no treatment

Cutcome | Live birth rate (per woran)

Study c:r Metfamrin ks Ratio Weight O Rt
n N M-HRardom 5% MHRandom355% C

1 'With assisted hatching procedure
Onalan 2005 |4/55 0753 L 351 % | 76[ 072, 43]
i

* Subtotal (95% CI) 55 53 W% L76[072 434]
Totl vente 6 Phcebo, 10 (Metfornir

Hetercgenaty: not applicable
Testfor werall effect Z = 123 (P = 022)

00z 05 10 20 30 100
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Reviear  Metormmin treatment before and dunmg IWF or K251 In women with polvoystic overy syndrome

Companszre | Metformin veraus placeke or no tregtment

Ouncome 4 Inciderce of (2OHSS

Study or subgroup Metformin lacsbeo Zdds Ratio Weight Odds Ratic
' nH M-H,Rardcem, 353 Cl M-H.Random93% Cl
| Longp GnRH azonist
K} 173z 4431 B BT R 03300z 107 ]
Onalan 2 ALL 457 — 1B % CI[A0s, 132]
Tang 200 2045 1 v52 e — I7.8% Cola [ 04, Ba]
 Misnowa 2003 EEE ZEST —— 471 % 017 [ Q07 n4s ]
Subtotal (95% CI) 202 207 - Q2.0 % 024 [0.12, 0.47 ]
Total events: 12 {Metformin), 44 (Flacebo)
Heterogeneity: Tau® = G Chi? = 245, df = 3 (P = 0.48); 7 =00%
Test for overall eflect £ = 409 (P = Q0C3044)
2 Short protoool GnRH antagonist
Cacldi 2006 1723 320 e O CAG[ Q03 L15]
Subtotal (95% CI) 20 20 T ———— B.0 %% 0.30 [ 0,03, 3.15 ]
Tetal events | (Metfarrrin), 3 (Placsbe)
Heterogeneity: not appliable
Tast for cverall effzee = [0 (F=031)
- 100D G 0. 24 [ 0.12, 0.47 ]

Total (95% CI) 222 227
Tetal events 13 (Metfarmin), 47 (Flaceba)

Heteropeneity: Tau® = Ok Chi? = 249, df = 4 (P = Q.65); I =00%
Test for overall effzer Z= 47| (F = QO0CO0IE)
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Fiay Mebominand Gonalopins n POCE
Comarson. 02 etomin vesLsfaceboor o gt (VF)

Oume (f Ovaan Hypeinueton Synciome (OH6S) e

Sy et Qorte OR fied) it (R e
racaegy N i 40 % %0
reckroask 2003 0/ 0/8 Hot astimabls
Vignia 2003 &/ /58 —— 58,62 0.14 [0.55, 0.3]
Kot 2004 1/31 i3 - 5,05 0.23 0.0, 2.2]
Chdan 2003 733 4/ —— 8.20 0,77 [0.14, 3.13]
Tan) 2005 382 10/43 ——— 23.53 0.16 [0.03, 0.75]
Tota §5%0) il Al s 100.00 0.2 [0.12, 0.41]
Tota evente 12 Metcenln), ¢ Contel

Ted orhetemngnalty it 345, df = 3 P 0,33, P11

Ted‘oroverdl efedt: 2= 4,30 (P < 0.00000)

R
s etomin  Favouscrt

Human Reproduction Vol.1l, No.6 pp. 13587-1399%, 2006



Piéu trj tién dung thudc

* Piloglitazone
» Nghién ctu ngau nhién co kiém soat, N=60
« PCOS c6 dé khang Clomiphene citrate
 Phac d6 dung khang van GnRH-a (flexible)
« Nhdém chirng-ding thudc tranh thai trong 4 tuan

« Nhém chirng-diing pioglitazone 30 mg méi ngay
trong 4 tuan

Fertil steril 2009, article in pres




Két qua

Results of ovarian stimulation.
Treatment group Control group P
Mo. of patients 30 30
Mo. of cycles 30 30
Total rfFSH dose (IU) 22236 + 3515 23141 + 3185 NS
Days of rFSH administration 100 + 1.5 103 +1.7 NS
On the day of hCG injection
3shn —H 934 +£ 205 97.8 + 2B8.1 NS
EiErurn E& II'DI:IJ"le 16942 4 451.5 2214.1 +61B.5 < 01
No. of fdlrcles{}‘rd mm) 86+ 31 121 £ 48 < .01
Ng. of follicles (11-13 me 45+ 1.3 6.1+23 <.
Endometral hickness (mm) 102 4+ 1.4 104 +1.7 NS

Nota: All resuts are mean = standard daviation. NS, not statistically significant; rFSH, recombinant follicle-stimul ating hor-

MTore.
2 Studant's t-test.

Kem Piog s gome and IVF | POOS womes. Ferd] Serd X008




Két qua

In vitro fertilization outcomes.

Treatment group Control group P
No. of cycles 30 30
MNo. of oocytes retrieved 10.0 + 4.1 136 + 5.8 < 01
MNo. of MIl oocytes B9 + 31 112 + 4.2 02
Mo. of cocytes fertilized B.7+24 98 + 29 MNS®
MNo. of grade |, Il embryos 62+ 2.2 6.7 + 2.8 NS"
MNo. of embryos transferred 29+ 02 28 + 02 NS®
MNo. of embryos frozen 3.7+15 4.0 4+ 2.0 NS
Clinical pregnancy rate/cycle 36.7% (11/30) 30.0% (9/30) NS
Miscarriage rate 9.1% (1/11) 22.2% (2/9) MNSE
hMultiple pregnancy rate 18.2% (2/11) 11.1% (1/9) MNS®
=ftvered pregnancy rate 33.3% (10/30) 23.3% (7/30) MNSE
vere OHSS incidence 3.3% (1/30) 10.0% (3/30) NS
Naotes: M, metaphasea |l; NS, not statistically significant; OHSS, ovarian hyperstimulation syndrome.
A Student's t-test.
® Chi-square test or Fisher's exact test.
Kim Piog nazome and BF m POOS womm. Ferdl Seerd X008,




Phau thuat dot diém buéng
trirng

« Co ché
« Gidm nong dd androgen
« Khéng co6 bang chirng

Human reproduction vol23,No.3 p462-477, 206@N




Phac do kich thich budng trirng

« Phac do toi wu van con ban luan
. Phac db dai

Human reproduction vol23,No.3 p462-477,2j S rre \




Comparison between IVF cycles in the GnRH agonist and GnRH antagonist groups.

Agonist Antagonist P values

Number of cycles 50 102

Patient age (years) 30439 309 +46 8

BMI (kg/m) 274449 219453 15

Length of stimulation (days) 11429 102424 05

Number of gonadotrapin 350+£168 28B8+£153 <03

ampoules used

Peak E; levels on day of hCG 1,600 + 872 1736 4 1,048 s

administration (pg/mL}

Progesterone levels on day of 06403 07408 8

hCG administration ng/mL)

Number of oocytes retrigved 118472 1.7 +87 8

Fertilization rate (%) 5545 58 4 61 s

Number of embryos 22408 22407 8
m 36.0% (18/50) 10.6% (20402 <04




Phac do kich thich budng tring

« Phac do toi wu van con ban luan
« Phac do6 dai
 rFSH : lam gidm tan suat qua kich budng trirng

Human reproduction vol23,No.3 p462-477,2008




Chat khang van GnRH-a

 GnRH antagonist

— RCT 2006
« N=87
« Lam giam lwong estradiol Itvu hanh trong mau ma
khéng gay anh huong lén sw trrong thanh nang
noan

Robert LG.et al. Human Reproduction 21;11:2830-2837




TableIV. Cycle outcomes

LL MDE
Ganrel Control P (anirelix Control Iy
treatment (i = 13) (n=13) treatment (n =72’ (n=T0)
High-grade embryos 4et4l 1111) 0.083 13183 12116 <0.001
Number of embryos transferred
Day 3 embryo transfer &n} 21103(9) (13) 0.030 14T07(3) (n=68) <0.001
Day 3 tmplantation rate 631 481 NS 2173 261 NS
Day 3 blestocyst transfer (1) 20(4) 010y 0.030 1910213 20(n=1) <0.001
Day 3 implantation sate’ 15 — — 500 100.0 NS
(rverall implantation rited 66.4 481 NS 310 281 NS
Overall pregnancy rate (1) 84.4(11) 69.2(9) NS 38340 6843 43) NS
Ongoing pregnancy rate () 69.2(9) 613 (8) NS 45.6(33) 43.730) NS
Severe OH3S (%) 1(17) L(T.T) NS (14 0(0) NS
Cancellations (%) 0 0 NS 123 4(54) N




Thudc gay rung trirng

» Liéu thap hCG

» hCG tai td hop

o LH tai td hop

« Dong van GnRH




Thudc gay rung trirng

» Khi gidm liéu hCG
« 2,000 IU : ti & choc hut trirng thap
- 5,000 VS. 10,000 IU : két qua twong dwong

« Xem xét dung liéu 5,000 IU : gidm tan suat qua
kich budng trirng




Thudc gay rung trirng

« hCG tai td hop (250 ug)

- Két qua twong duong véi lieu 10,000 IU hCG tiv
nwoc tieu

(Driscoll et al.,2000 ; Chang et al.,2001).




Thudc gay rung trirng

e LH tai tb hop (30,000 1U)
» Lam gidm dang ké tan suat hoi chirng qua kich
budng trirng
 Khéng thiét thwec vé mat thwe hanh




-—

YVaginal
Micronized 400—600 mg

Or 80 mg crinone

l

Both more
convaniant

T\ |

Ho6 tro hoang thé

Luteal phase support

T

Progesterone
e __________+
IM 50 mg Progeasterone Oral
plus E2
B00 mg
chlormadinone every 3 days
aceatate
Rizk of allergic erratic
reaction absorption
Lower Risk of OHSS
implantation
rate

Rather similar ongoing pregnancy rate




Dung progesterone ngoai sinh trong ho
tro hoang thé

» Giam nguy co héi chirng qua kich buéng
trirng
« Pworng dung va liéu dung:
- VVién 50 mg dang dau, tiém bap moi ngay
« Vién 100 mg dat &m dao moi ngay
 Dang gel 8%, dat &m dao moi ngay




Thudc gay rung trérng

« Pong van GnRH (500 ug leuprolide
acetate sc.)
« Gay phong thich LH ndi sinh
« Chi nén dung trong chu ky dung doi van GnRH-a




Cac phwong thirc ngan ngwa
kKhac

» Theo d&i xét nghiém noi tiet va sw phat
trien nang noan

+ Hay chu ky

» Coasting

o Tri¥ lanh tat ca phoi

* Albumin

 Pong van dopamine




Practical guidelines.

* Start at
o Serum EZ2 =4 .500 pg/mL
= When L production =150 pgffollicle
16—18 mm
2 =15 and =30 mature follicles
e Measure E. on a daily basis, do not skip any
day to avoid suddon, unoxpocted drops
e Give hCG (5,000 IU) or GnHEH agonist (0.2 maq)
when E; level falls to ==3,500 pa‘mL
® Abandone if
o E2 level rises to =6,500 pg/mL*2
o =30 mature follicles
o Coasting takes =4 days

= Criteria for cancellation must be individualized; thesa
E. valuas are only orientative, but cccasionally pa-
tients with significantly lower E- levels might nead 1o
be cancelled, taking into account the clinical pictura.

Carcia-Velasco, Coasting & prevenr OHSS, Fernl Sreril 20006,




Coasting

« Giam , nhung khéng cham dt han tinh
trang tran ngap té bao hat

« Lam gidm so lwong receptor LH/hCG trén
bé mat té bao hat

« Lam giam s hoat hda cac chat kich thich
van mach




Coasting

« Co ché
! Chtrc nang té bao hat

}

) E,, \) cac chat trung gian hoa hoc hoac cac chat
tién chat gay tang sw van chuy én dich ngoai
long mach

}
Tri sO ¢o gia tri khi quyét dinh tiém hCG : E,
< 3,500 pg/ml




Tri¥ lanh tat cd phoi

« { d6 tram trong
e J tan suat




Trir lanh tat ca phoi

e Cochrane Review (2008

» Trir lanh phdi dé ngan ngiva héi chivng qua kich qua kich
budng trirng: Khéng co bang chirng thuyét phuc




Dung albumin dwong tinh mach

» Cochrane review(2002)

Meta-analysis

- Giam dang ké tinh trang qua kich budng trieng thé
nang khi chuyén albumin nguoi

« Odds ratio la 0.28 ( 95% khoang tin cay: 0.11,
0.73)




Dung albumin duwong tinh mach

* Large RCT 2003
— N= 976
— Chuyén albumin, so sanh vé&i gia dwoc

— Két qua : chua thay dwoc lgi ich khi dung
albumin de ngan ngwra hoi chirng qua kich
budng trirng




Pong van dopamine

 N=69

« Diéu kién Cb2 la thubc dam bgo an toan st dung

. Béng vén dopamine c6 thé ngan ngira hi chimng
qua kich buong trirng & bénh nhan dang duorc diéu
tri bang cac ki thuét hé tro sinh san

Alvarez C.et al J Clin Endocrinol Metab 2007 ;92:2931-7.




VEGF-A.
VEGF-A. s
VEGF-A.,.
lH'-E:E';I:'.-"Eﬁni:' ?EGF'-A-TI"F

VEGF-B s VEGF -Ags.
PLGF-1,2

YEGFR1 NRP-1 GFR2 VEGFR3 MNRP-2
{F‘I:L 1) {F?E 1/KDR) (Flt-4)
T —
Vasculogenesis Lymphangiogenesis
Angiogenesis

 Téac dung clia ddng van dopamine trén sw khir phot




Vai két luan vé dieu tri IVF cho bénh
~nhan PCOS

* Dung phac dé dai: ti Ié co thai cao hon

» rFSH: C6 thé ngan ngira hdi chirng qua kich
budng trirng

« hCG liéu 5000 IU: thich hgp dé gay rung trirng

* Metformin: kpéng lam ti |é co thai tang thém,
nhwng co the ngan ngwa hoi chirng qua kich
budng trirng

» Dong van dopamine: cé thé ngan nglra hoi
chirng qua kich budng trieng







