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PAT VAN PE

Chuyén phi trir & mot trong nhitng ki thuat hd trg sinh san (HTSS)
dang dugc ap dung rong réi vi hidu qua cao vé ca ti 18 thanh cong ciing
nhu tinh kinh té. Ky thuat nay ngay nay dwoc ap dung rong réi trong cac
trung tdm IVF trén toan thé gigi. Tai Viét Nam, trit lanh phoi duoc trién
khai thanh cong tor nam 2002. Tai Bénh vién Phu san Trung wong
(BVPSTW), su thanh cong caa chuyén phdi trix duge danh dau boi su ra
doi cua hai em bé song sinh vao nam 2004 vai ty 1€ co thai la khoang
30% mdi nam. Tuy nhién, tinh dén nay van chua c6 nhiéu nghién ciu dé
cap dén hiéu qua va cac yéu té anh huong dén chuyén phoi trir tai
BVPSTW. Diéu nay la vd cung can thiét dé dua ra cac kién nghi phu
hop, dé nang cao téi da hiéu qua caa chuyén phdi trit. Vi vay, ching toi
tién hanh nghién ctu: “Pdnh gid higu qud chuyén phoi tri dong cho
bénh nhan thu tinh éng nghiém tai BVPSTW giai doan 2012-2014” véi
ba muc tiéu:

1. Nghién citu ddc diém 1am sang bénh nhan chuyén phoi triz déng
duot thuc hién tai BVPSTW giai doan 2012-2014

2. Ddnh gia két qua cia chuyén phoi trir déng

3. Phan tich mét sé yéu t6 lién quan dén két qua chuyén phdi trir dong

NHUNG PONG GOP MG1 CUA LUAN AN
1. Luan &n téng hop kha day du cac dic diém 1am sang va lab trong qué
trinh chuyén phéi trix lanh tai BVPSTW trong 3 nim 2012-2014.
2. Pua ra dugc ty 1¢ thanh cong trong chuyén phoi trir lanh tai BVPSTW
trén mot sé luong chu ky chuyen phoi lén
3. Tong két tuong dbi toan dién vé cac yéu td cong gop ca lam sang va
lab anh huéng dén thanh cdng trong chuyén phdi trir tai BVPSTW.

CAU TRUC CUA LUAN AN

Luan 4n gdm 127 trang, 4 chuong, 33 bang, 16 biéu do, 174 tai liéu
tham khao véi 20 tai liéu tiéng Viét 154 tai liéu nudc ngoai.

Phan dit van dé: 02 trang; chuong 1: tong quan tai liéu 40 trang;
chuong 2: d6i tuong va phuong phap nghién ciru 13 trang; chuong 3 két
qua nghién ciru 34 trang; chuong 4 ban luan 35 trang; két luan 1 trang;
khuyén nghi 01 trang; danh muc bai bao lién quan; tai liéu tham khao;
phu lyc.
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CHUONG 1: TONG QUAN TAI LIEU

1.1. Trir lanh phdi

Trir lanh 12 ki thuat nham luu trit cac té bao, cac mo trong diéu kien
nhiét do 4m sau, thuong la -196C. Tai nhiét do nay, cac hoat dong
chuyén hda, tong hop cua té bao s& bi ngung tré hoan toan.

Nguyén tic cua trir dong phoi 1a 1am giam nhiét d6 caa méi truong
chira phoi xuéng nhiét do rat thap, thuong 1a 77K (do Kelvin) hoic -
196°C (nito 1ong). Phoi bi anh huong bei ba dang t6n thuong chinh xay
ra & nhitng khoang nhiét do khac nhau trong suét qué trinh dong va ra:
pha huy nhing giot lipid trong bao twong va cac cau trac vi 6ng (bao
gom thoi vo sic), su hinh thanh tinh thé da noi bao va ngoai bao, sy dit
gy mang trong suét hay mang bao tuong. Cac bién phap dé han ché ton
thuong cho phdi va lam ting ty 1¢ sdng ciia phoi sau rd dong la st dung
chat bao vé dong lanh (cryoprotectant agents - CPA) va diéu khién téc do
dong lanh — ra déng.

* Chi dinh

- Trir déng nhitng phdi tét con du

- Chu ki KTBT bing phac d6 antagonist c6 truéng thanh nodn bang
agonist.

- Tranh céc chu ki c6 hoi ching qua kich budng trang (QKBT).

- Niém mac tir cung khong thuan lgi cho viéc chuyén phoi

- IVM.

- Xin phoi.

- V6i nhitng phuy nir chwa c6 diéu kién mang thai

- Chén doan di truyén tién lam t6.

- Thanh Iap ngan hang phoi.

Trong mét thoi gian kha dai, du cd nhitng han ché vé mit hiéu qua
nhung ha nhiét d6 chadm da duoc xem la mot phuong phap dong lanh
trong IVF trén ngudi. Ngay nay, thuy tinh hoa da dugc trién khai thuong
qui tai nhiéu trung tdm IVF Ién trén thé gisi va ngay cang c6 nhiéu bang
chang cho thay thay tinh hda c6 hiéu qua hon ha nhiét do cham trong tri
lanh nodn, tinh trung, hay phdi ¢ cac giai doan khac nhau.

1.2. PANH GIA CHAT LUQNG PHOI

1.2.1. Qua trinh phat trién caa phoi

1.2.2. Panh gia chat lrgng phoi bang hinh thai
* Phdi ngay hai:

Tai cac trung tam hd tro sinh san tai Viét Nam, phoi dugc danh gia
theo tiéu chuan dong thuan Alpha 2010.
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- Phoi d6 I: Cac phdi bao déu - s lugng tir 2 ¢én 6, it manh v&, bao
tuong sang

- Phoi do 11: Sé phéi bao 1¢, hinh dang khong déu, mau sang bao
tuong hoi sdm, ty 1¢ manh v& < 15%

- Phoi do 111: Kich thudc phoi bao khéng déu nhau, ty 16 manh v& >
20%, khong chia, phoi bao da nhan
* Phéi ngay 3

Dua vao tiéu chuan: so lugng phdi bao, d6 dong déu cua phoi bao va
ti € manh vo

- Loai 1: phdi 8 té bao, < 10% manh v&, cac phoi bao lién két rat tot,
khong c6 phéi bao nao da nhan.

- Loai 2: phéi 8 té bao, 10 - 20% manh v& cac mdi lién két yéu,
khdng c6 phoi bao nao da nhan.

- Loai 3: phéi 6, 7 hoac 8 té bao, 20% manh v& hoic cac phdi bao
khong déu nhau, khong ¢ phoi bao nao da nhan.

- Loai 4: hon 8 té bao, hoic 4 - 6 té bao hoic 8 té bao véi trén 20%
manh v& hoic cac phoi bao khong déu nhau hoic c6 phoi bao da nhan.

* Phoi giai doan nén
* Phoi nang
1.2.3. Panh gia chit lwgng phoi sau trir déng

- Phéi giai doan tién nhan (2PN): phdi sdng sau ra dong khi phdi con
giit dugc mau sic vang sang va hinh anh hai tién nhan rd, c6 kha ning
hoa nhan va phan chia thanh 2 hay nhiéu hon 2 t& bao sau 24 gio nudi
céy tiép theo.

- Phoi giai doan phan chia: phdi séng sau ra dong khi c6 tir 50% s6
phoi bao con nguyén ven tré 18n, kha ning phan chia tiép tuc ciia phoi
sau 24 gid nudi cay.

- Phdi nang: phoi nang dugc dénh gia 1a song khi kich thudc khoang
phoi nang (Blastocoel) phinh to tr¢ lai nhu trudce khi trit lanh khoang 1
gio sau ra dong. _

1.3. CHUAN BI NIEM MAC TU CUNG TRONG CHUYEN PHOI TRU
PONG

Sy chip nhan cuia NMTC la diéu kién can dé tiép nhan phoi bam
dinh va lam t6. Khéng phai bt ctr thoi diém nao trong giai doanh phat
trién cia NMTC phéi ciing c6 thé bam dinh va phat trién, ngoai trir mot
giai doan ngan goi 1a “cira s6 1am té cua phéi”. Trong chuyén phoi trix
dong, viéc theo ddi su phat trién caa NMTC c6 mot vai trd quan trong
dbi voi sy thanh cdng cua ki thuat.

C6 3 phuong phap chinh: chu ki tw nhién, s dung noi tiét ngoai
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sinh, va kich thich budng trimg. Trong d6 phac db st dung noi tiét co sir
dung két hop estradiol va progesterone dé chuan bi NMTC, cach nay
thudng thuan tién cho ca bénh nhan va bac si do khong can phai the doi
thudong xuyén va chi phi cling khong cao.

Hai ki thuat siéu 4m dé danh gia sy chap nhan NMTC la danh gia
dang xuat hién cia NMTC va sy tudi mau caa NMTC bang siéu am
Doppler mau. Panh gia dang xuit hién cia NMTC bang hai yéu té: do
day va dang caia NMTC.

Do day NMTC: duoc dinh nghia 1a khoang cach xa nhét giira ving
can am giira co tir cung va NMTC do trén mat phang vudng goc truc doc
gitra trung tdm cua tir cung. Do day NMTC 12 yéu t tién doan su thanh
cong cho chu ki IVF. NMTC < 7mm duoc xem |a dau hiéu dang tin cay
dé tién doan kha nang khong 1am t6 cua phoi.

Dang NMTC: dugc dinh nghia 1a méi lién quan vé do can am cua
NMTC va co tir cung lan can va dugc do trén mit cat doc than tir cung
cua siéu am. Ngay nay, dé don gian nguoi ta phan biét hai dang NMTC:
dang phan lop (multilayered hay triple line appearance) va dang khong
phan I6n (non — multilayer).

1.4. CAC KY THUAT HO TRQ TRONG CHU TRINH CHUYEN
PHOI TRU PONG

1.4.1. Hb trg phoi thoat mang.

1.4.2. Ki thuit chin dosn di truyén tién 1am t6

1.5. QUA TRINH CHUYEN PHOI TRU PONG

- Chuan bi hd so bénh 4n va hoi chan

- Chuén bj NMTC

- Ra dong phai - tién hanh d4nh gia chat luong phdi, chon lya phoi chuyén

- Tién hanh chuyen phéi vao thoi diém cu thé.

- Hd tro hoang thé.

- Xét nghiém mau BhCG thyc hién sau 14 ngay chuyén phoi.

1.6. CAC YEU TO ANH HUONG PEN Ki THUAT CHUYEN
PHOI PONG
1.6.1. C4c yéu té trén 1am sang

-Tudi cua ngudi vo

- Phac d6 KTBT, liéu FSH sir dung

- Phéc d6 chuén bi niém mac ti cung

- Do day va hinh thai niém mac tir cung

- S6 ngay E2 trong phac db nhan tao.



1.6.2. C4c yéu té Labo
- Chét lugng phéi trudc trix lanh.
- S6 phéi chuyén.
- Thoi gian dong phoi.
- Kha ning phan chia tiép ctia phoi sau ra dong.
- Chat luorng phéi trudc chuyén

1.6.3. Cac yéu té trong kyj thugt chuyén phoi
- K1 thuét chuyén phoi
-Thé tich chuyén phdi N
- Muc d6 chuyen phoi kho hay de
- B sach cua catheter: mau va chat nhay

CHUONG 2: POI TUQGNG VA PHUONG PHAP NGHIEN CUU
2.1. Pia diém nghién ciu: Trung tim HTSS Qudc gia- Bénh vién PSTW
2.2. Thai gian nghién cau: 3 nam 2012-2014
2.3. Péi twong nghién ciru

* Tidu chuén lya chon déi tuong:

- Bénh nhan diéu tri IVF/ICSI tai Trung tdm Hb trg Sinh san-BV
PSTW tir 2012-2014 ¢6 phéi trix lanh

- Pay du céc thong tin day du theo phiéu diéu tra

* Tjéu chuan loai trur:

- Bénh nhan xin phéi hoac IVF/xin trang; PGD/PGS

- Bénh nhan ¢6 ton thuong ving tir cung nhu u xo tir cung, polip
BTC, dinh BTC

- Khong du thong tin
2.4. Phuwong phap nghién ciru
2.4.1. Thiét ké nghién ciru: mo ta cit ngang
2.4.2. Cémau:

Chuing t0i chon p=0,355 theo ty 1¢ ¢6 thai 1am sang tong két cac chu
ky chuyén phdi trix lanh tai Han Quéc nam 2011 (do Han Québc 1a nuée chau
A, ¢6 xu huéng chuyén phdi déng lanh twong dbi giéng Viét Nam)

n>1962 x U2 = 351

Ching t6i thu thap duoc 1208 bénh nhan véi 1251 chu ky chuyén

phdi phu hop véi myc tiéu nghién cau.



2.4.3. M6 hinh nghién cizu

Chuan bi hé so

Thu thip théng tin theo phiéu diéu tra

Chusn bi niém mac tir cung

Ra déng, danh gia chat lugng phai
Phan tich cac y&ii t& anh thir émg d&n FET

Chuyén phéi déng

Theo déi B-hCG, tuii &i, tim thai

2.4.4. Cdac dinh nghia dwoc dung trong nghién ciu
2.4.5. C4c bién sé nghién ciru
2.4.5.1. Bdc diém cia déi twong nghién cizu:

- Tubi nguoi vo; Loai vo sinh; Nguyén nhéan vo sinh; Thoi gian vo sinh;
S4 1an chuyén phéi; Nong do FSH co ban; Phac d6 KTBT duoc st dung.
2.4.5.2. Pdc diém cua chu ky chuyén phdi triz dong

- S6 ngay dung E2, lieu E2, Nong do E2 ngay phdi hop P4; Do day
NMTC ngay dung P4; Hinh anh NMTC ngay dung P4; Chét lugng phdi
trudce trir lanh; Chat lwong phoi sau ra dong; S luong phdi chuyén; Ky
thuat chuyén phdi dé/kho; Do sach rua catheter chuyén phdi; Ty ¢ phoi
song; Ty I¢ 1am to; Ty Ié B-hCG; Ty l¢ thai 1am sang; Ty 1é chira ngoai tir
cung; Ty Ié da thai.
2.4.5.3. Cac phuong phdp va vt liéu nghién ciu
2.4.6. Kj thudt thu thdp théng tin va cdc buéc tién hanh

- Thu thap thong tin bénh nhan theo phiéu diéu tra

- Chuan bi niém mac tir cung theo mot trong ba phac d6 di néu ¢
Chuong Mot.

- Theo ddi sy phat trién cua do day NMTC va hinh thdi NMTC bing
si€u am dau do am dao va xét nghiém E2 tur ngay 7 cua chu ki, sau do
kiém tra lai mdi 2 dén 3 ngdy tuy theo d6 day va hinh thai ctia niém mac.
Khi niém mac trén 8mm va c6 dang 3 14 dién hinh 12 thoi diém 1y tuéng
dé chuyén phoi.

-Ra phOI tuy thudc vao ngay dong phdi ma co thé ra  phoi truéc hoac
ngay tai ngay chuyén phéi. Sé phdi chuyén tly theo chit lugng phoi va
cac yéu té tién lugng trén bénh nhan.
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- Hb tro giai doan hoang thé. St dung phdi hop progesterone
(Urogestan 200mg, 2 dén 4 vién/ngay) dit am dao va Estradol udng
(Progynova 2mg, 4 dén 6 vién/ngay).

- Xac dinh ¢6 thai: Xét nghiém phCG sau 14 ngay sau chuyén phoi.
B hCG duong tinh khi ¢6 gia tri>25mIU/ml.

Siéu &m thay tdi thai, phoi va tim thai duoc xac dinh c6 thai 1am sang.
2.4.6. Sai sé va khéng ché sai sé
2.5. Xir ly s6 liéu

- Thu thap theo phiéu diéu tra, xtr ly s6 liéu theo SPSS 16.0.
- V& biéu d6 bang phan mém Excel 2010.
2.6. Véan dé dao dirc trong nghién ciu
- Pé tai dugc hoi dong khoa hoc va hoi dong y duc théng qua.
- Thong tin ca nhan dugc bao dam gitr bi mat.

CHUONG 3: KET QUA NGHIEN CUU

Trong 3 nam, chung t6i thu thap dwoc 1208 bénh nhan cé chuyén
phdi trit dong tai bénh vién PSTW véi 1251 chu ky chuyén phéi pha hop
Véi tiéu chuan nghién cuu.
3.1. Pic diém ciaia nhém bénh nhan dwge diéu tri bang phéi trir lanh
3.1.1. Tudi

Sy phan bd cac nhdém tudi qua timg nam dugc thé hién trong bang 3.1.

Bing 3.1. Phan bé bénh nhan theo nhom tudi

Nim 2012 | Nam 2013 | Nam 2014 T
(n=315) (n=404) (n=493) g

T“‘k’)ii;rh““g 31,44+464 | 3201501 | 32,17+4,96 | 31,93+4.90
<3Ltudi | 47,3% (149) | 42,3% (173) | 39,3% (192) | 42,4%
31-35 tudi | 34,9% (110) | 34,2% (138) | 36,7% (180) |  354%
>35tudi | 17,8% (56) | 23.5% (95) | 23.9% (117) | 22.2%

3.1.2. Phan bé vé thai gian vo sinh: o ‘
_ Thoi gian v6 sinh trung binh la 4,65+2,91 (ndm). It nhat 1a 1 ndm, nhieu
nhat 1a 15 nam. 58,9% bénh nhan co thoi gian vo sinh dudi 5 nam. 6,8% sb

bénh nhan chuyén phéi trix lanh ¢6 thoi gian vo sinh trén 10 nim.

3.1.3. Phéan loai vo sinh ) .
Cac bénh nhan vé sinh nguyén phat chiém ti 1€ 55,8% nhiéu hon vo
sinh thir phat.




3.1.4. Nguyén nhan v6 sinh

800

]

47,8%

S8 cap vo chéng
g

g

18,0% 7,5% 2.57%

Do vg Do chiing Do ¢d hai Khong rd nguyén nhan
Nguyén nhén vé sinh

Biéu db 3.1. Nguyén nhan gay vo sinh

u Tac vbi trimg.
=RLPN

LNMTC
m Nguyén nhan khac

Biéu d6 3.2. Nguyén nhan vo sinh do ve

3.1.5. Phwong phap thu tinh

Chu yéu cac bénh nhan st dung phuong phap IVF/ICSI chiém 93,1%
3.1.6. Lan chuyén phéi déng lanh

83,7% bénh nhan chuyén phoi trir dong 1an 1; 9,9% chuyén lan 2;
6,4% chuyén lan 3
3.1.7. Nong d@9 FSH co ban (bFSH)

- Nong d6 bFSH trung binh 6,26 +1,71 (mUI/mL), gié tri nho nhat
2,4 mUI/mL; gia tri I6n nhat 14,7 mUl/mL

- 1117 bénh nhan c6 bFSH du6i 8 mUI/mL chiém 92,5%; bFSH tir 8-
10 mUI/mL c6 45 ngudi (3,7%); bFSH >10 mUI/mL c6 46 ngudi (3,8%).
3.1.8. Phac do kich thich buéng trimg dwgc sir dung

- Céc bénh nhan chu yéu sir dung phac d6 GnRH agonist dai chiém
63,1%, phac d6 GnRH antagonist chiém 22,4% va phac do agonist ngan
chiém it nhat Ia 14,6%.
3.1.9. Chét lwgng phdi truéc trir déng cia cac phac dé kich thich

budng tring

- Ty 1¢ phoi trit dong do 111, do 11 va dé | ciia ba phéc db twong

duong nhau su khac biét khong c6 y nghia thdng ké véi p >0,05.



9

3.2. KET QUA CUA QUA TRINH CHUYEN PHOI TRU PONG
3.2.1. Nong d9 E2 trong chu ky chuyén phéi trir dong

Nong d6 E2 trung binh 1434,72 + 506,51 (pg/ml). Thap nhat 1a 505
pg/ml, cao nhat 2698 pg/ml.

S6 ngay sur dung E2 trung binh 13,26 + 1,50 (ngay). Thap nhat 1a 8
ngay, cao nhat 1 19 ngay.
3.2.2. Pic diém niém mac tir cung trong chu ky chuyén phéi trir dong

Bang 3.9-3.10. Pic diém niém mac tir cung khi chuyén phoi
Hinh thai Sé T¥ 18 Chiéu day S6 Ty 16
NMTC luwong * NMTC lwong
Bala 983 78,6% Duéi 8 mm 80 6,4%
Trung gian 194 15,5% Tw8-14 mm | 1125 89,9%
Ting Am 74 5,9% Trén 14 mm 46 3,7%
Tong 1251 | 100% Tong 1251 | 100%

- Nong d6 E2 khdng anh huong dén do day NMTC trong chu ky
chuyen phoi trir dong (p>0,05).
3.2.3. Ket qua ra dong phoi:

- Tong $0 phoi ra dong 1a 4043 phdi, trung binh 3,23 +1,05 (phdi/chu
ky). Tong sb phoi thoai hoa la 345, trung binh 0,30 + O 70 (ph0|/chu ky).
Tong sb phdi song la 3698 phoi, trung binh 2,96 * 0,9 (phoi/chu ky).

- Chat lugng phoi khi dong: Phoi do 11 chiém 28,3%; do 1l chiém
35,0%; d6 | chiém 36,7%. ) )

- Sau r: Phoi do 111 chiém 25,4%; d6 11 chiém 32,8%; d6 | chiém 41,8%.
3.2.4. S6 phéi dwoc chuyén trong mét chu ky

39,6%

500

200 27,7%
ﬁ' 300
>
2
5
w0 200
3

4 9%
100 ¢ 1 8%
o

56 lurgng phdi chuyén

s & 67,9%
o 65,7%
350
g™
om0 w1-2phdi
=
€ 3,4% 30,5% m34phdi
By
8 s Trén 4 phéi
100
o 2,0% 2,0% 16%
0
2014

012 2013

Biéu dé 3.8-3.9. Sé lwong phdi trit dong dwec chuyén trong 1 chu ky
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3.2.5. Két qua sau chuyén phdi trir dong
Bang 3.12. Ket qua sau chuyén phoi trir dong

S6 chu ky Ty 18 (%)

B-hCG (+) 533 42,6
Thai 1dam sang 488 39,0
Thai tién trién 434 34,7
Da thai 81 16,6

Téng s6 chu ky FET 1251 100
S6 phéi chuyén Ty lé

Ty 18 1am t6 595 16,1
Tong so6 phdi chuyén 3698 100

3.2.7. S6 hrgng thai trong chu ky chuyén phai trir lanh

Trong 488 chu ky c6 thai, cha yéu 1a cac truong hop c6 1 thai chiém
83,4%. Trudong hop sinh d6i c6 52 trudong hop chiém 10,7%. Nhiing
truong hop c6 tir 3 thai tré 18n ¢ 29 trudng hop chiém 5,9%.
3.2.8. Tién trién caa cac chu ky ¢ thai 1am sang

Trong 488 chu ky co thai 1am sang ¢ 7 truong hop bi chira ngoai tir
chiém 1, 4%, 45 truong hop thai bi thodi trién chiém 9,2%. Ty I¢ thai tién
trién trong sb truong hop ¢6 thai 1am sang chiém dén 89,4%.

3.3. ANH HUONG CUA MQT SO YEU TO LEN KET QUA
CHUYEN PHOI TRU PONG

3.3.1. Anh hwéng cia tudi ngudi vo téi két qua chuyén phoi
Bang 3.13. Lién quan giira tudi va két qua chuyén phoi

. S6 | S6 chuky | Thailam sang
i e’ TR
Duéi 31 tudi (1) | 512 525 238 | 453
30 dén 35 tudi (2) | 428 448 179 | 40,0 |Pe2>0.05
Trén 35 tudi (3) | 268 278 71| 255 | Peo 000
Téng 1208 | 1251 | 488 | 39,0 | P@d =

3.3.2. Loai vo sinh, thai gian vo sinh va két qua chuyén phoi
- Ty 1€ c0 thai cua v sinh tht phat la 40,3% va vo sinh nguyén
phat 1a 38,0%, su khac biét khong co y nghia thong keé.
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Bang 3.15. Thoi gian vo sinh va ty I€ co thai 1am sang

. . Thai 1am sang
So So chuky | theo chu ky
Thoi gian vo sinh bénh chuyén p
nhan phoi n Ty 1¢ %
Duéi 5 nam (1) 711 737 306 | 41,5
5 dén 10 nam (2) 415 427 158 | 37,0 p<1-2><<%%%
Trén 10 nim (3) 82 87 24 | 216 | P
% P-3>0,05
Téng 1208 1251 | 488 | 39,0

3.3.3. Nguyén nhan v sinh va ty I¢ thai Iam sang

Bang 3.16. Méi lién quan giira nguyén nhan vo sinh va ty 1é c6 thai 1dm sang

. . Sé . . Thai [am sang
Nguyén nhén bénh S0 chu ky theo chu ky D
VS ha chuyén phéi
nhan n | Tyle%
Do vg (1) 577 602 218 36,2
Do ch("ing ) 230 238 113 475 Pa-2<0,0001
Do cé hai (3) 90 92 28 30,4 Pa-3 >0,05
KRNN (4) 311 319 129 40,4 P(-3<0,05
Tong 1208 1251 488 39,0

3.3.4. Phac d6 kich thich budng trieng
Ty 1é c6 thai 1am sang cua cac nhom phéac do kich thich: GnRH agonist dai
(37,5%), GnRH agonist ngin (40,7%), GnRH antagonist (42,3%) khéac biét
khong c6 ¥ nghia thong ké vai p > 0,05.

3.3.5. Phuong phap thu tinh
Ty 1é c6 thai 1am sang cua nhém IVF cb dién 1a 41,0 %; nhém IVF/ICSI
38,9%, su khac biét khong c6 y nghia thong ké véi p >0,05.
3.3.6. Chi s6 bFSH va két qua chuyén phoi
Bang 3.19. Méi lién quan giira gia tri bFSH va thai 1am sang

Gi4 tri ) ) Thai 1am sang
bFSH So bf:!nh So c}m ky theo chu ky p
nhan chuyén phéi
(UIL) n Ty 1é %
<10 1162 1204 479 39,8
>10 46 47 9 19,1 p<0,001
Téng 1208 1251 488 39,0
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3.3.7. S6 ngay sir dung E2 va két qua chuyén phoi

Ty 1€ co thai gitta cac nhom phén theo ngay st dung E2 la khac biét
khong cé ¥ nghia thong ké vai p >0,05.

Ty & c6 thai 1am sang ciia nhém bénh nhan c6 néng do E2 tir 1500
pg/ml cao hon nhom cé ndng d6 E2 dudi 1500 pg/ml (37,8% va 41,1%).
Tuy nhién, su khac biét khong c6 y nghia thong ké véi p >0,05.

3.3.8. Pic diém phdi chuyén va két qua chuyén phoi
3.3.8.1. Sé lwgng phoi chuyén va két qua chuyén phoi
Bang 3.22. Méi lién quan giira s6 lweng phoi chuyén va két qua
chuyén phéi

S6 lwgng S0 | Thai lam sang theo chu ky Da thai
ne Z chu
phoi chuyén X n % p n % p
ky
1-2 phoi (1) | 386 | 76 | 19,7 6 | 7.8
<0,0001 2<0,0001
3-4 phoi (2) | 842 | 399 | 47,4 | P02 72 | 180 | P02
Pa-3) <0,0001 p(1.3)<0,05
>5phai(3) | 23 | 13 | 565 3 |231
2 p(2—3)>0:05 p(2_3)>0,05
Tong 1251 | 488 | 39,0 81 | 16,6

3.3.8.2. Chdt Iwgng phoi chuyén va két qud chuyén phoi

Béing 3.23. Moi lién quan giira chat lwgng phdi chuyén
va két qua chuyén phoi

CL phoi Thai Iam sang theo chu ky
Po 111 P I Po 111 + Po 11
SL phoi n Ty lé¢ % n Tylé¢ % n Ty 1é %
<2 416 37,5 283 32,0 183 28,4
>2 72 50,7 205 55,7 305 50,2
p <0,01 <0,0001 <0,0001

3.3.9. Pic diém NMTC va két qua chuyén phoi
3.3.9.1. bg day NMTC va ty I¢ thai 1am sang
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Bang 3.24. P day cia NMTC va két qua chuyén phoi

P day NMTC | S& chu ky Thai lam sépg theo
(mm) chuyén chu ky p
phoi n Ty le %
<8mm (1) 80 16 200 |5 00001
8-14 mm (2) 1125 459 40,8 (1-2) 0,05
> 14 mm (3) 46 13 28,3 Pa-3 =%
Téng 1251 488 39,0 P(2-3)<0.05

3.3.9.2. Hinh thai NMTC va ty I¢ thai 1am sang
Bang 3.25. Hinh thai NMTC va két qua chuyén phoi

< .| Thailéam sang
. . So chu ky theo chu ky
Hinh thai NMTC chuyén p
phoi n Ty & %
Ba la (1) 983 415 | 422
Trung gian (2) 194 56 28,9 | P(1-2)<0,0001
Ting 4m dong P2-3) >0,05
nhit (3) 4 17| 80 | b g<0,0001
Téng 1251 488 | 39,0

3.3.10. Pdc diém khi chuyén phoi va két qud co thai
3.3.10.1. Mie dé kho dé cua chuyén phoi va ty Ié thai 1am sang
Bang 3.26. Mire d9 chuyén phoi dé hay kho va két qua chuyén phoi

Mikc d§ chuyén phéi 50 c;h " kym Thal lam s2ng p
chuyén phoi n Ty 18 %
Dé 746 380 50,9
Kho 505 108 21,4 p< 0,0001
Tong 1251 488 39,0

3.3.10.2. Pdc diém catheter chuyén phéi va ty I¢ thai 1am sang

- Nhom bénh nhan chuyén phoi catheter sach c6 xu hudng cao hon
nhom c6 nhay va mau (38,7% véi 38,6% va 38,6%), tuy nhién sy khac
biét khong c6 ¥ nghia thong ké vai p>0,05.
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3.3.11. Phan tich c4c yéu t6 c6 4nh hwéng dén ty 1¢ c6 thai 1am sang
3.3.11.1. Phdn tich cdac dac diém lam sang dnh huong den ty 1¢ c6 thai

Iam sang
Phan tich timg dac diém 1am sang bién doc lap anh huong dén ty 18
thai 1am sang, két qua thay rang:
- Tudi trén 35 giam kha ning c6 thai di 54,3%, 95CI=[0,339-0,616],
p <0,0001.
- Thoi gian v sinh trén 5 nam giam kha nang co6 thai di 23,8%,
95CI=[0,605-0,964], p<0,05.
- bFSH >10mUl/mL giam kha nang c6 thai di 64,2%, 95CI=
[0,172-0,748], p<0,05.
- Loai vd sinh khong anh huéng dén kha ning c6 thai

3.3.11.2. Phdn tich don bién cac yéu té khi chuyén phdi anh huéng dén

két qua co thai 1am sang

- Hinh thai NMTC dang 3 14 va d6 day 8-14 mm tién lugng tét cho kha
nang co thai.

- S6 lugng phdi chuyén trén 2 phdi lam ting ty & 6 thai 1én 43,4%,
95CI=[0282-0,668].

- Trong cac yéu té trong quéa trinh chuyén phéi thi nhitng ca chuyén
phdi kho kha ning c6 thai thdp hon nhitng ca chuyén d& 26,2% voi
95%cCI [0,203-0,339].

- P sach catheter khdng anh huéng dén kha ning co thai p>0,05.

3.3.11.3. Phan tich héi quy da bién cac yéu té anh hwéng dén ty 1é c6

thai 1am sang.
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Bang 3.30. Phan tich hdi quy cac yéu té anh hwéng dén ty 18 co thai

lam sang
Cac chi tiéu Ty 18 ¢6 thai | OR 959%ClI p
(%)
Tubi
< 35 tubi 42,9
> 35 tudi 25,5 0,427 | 0,305-0,596 | <0,0001
Thoi gian VS
<5 nam 41,6
>5 nim 35,5 0,815 | 0,624-1,063 | 0,131
bFSH
<10 mUI/mL 39,8
>10 mUL/mL 19,1 0,360 | 0,162-0,796 | <0,05
Hinh thai NMTC
Bala 42,2
Khac 27,2 0,492 | 0,354-0,682 | <0,0001
Do day NMTC
8-14mm 40,8
Khéac 23,0 0,435 | 0,271-0,699 | <0,05
S6 lwgng phoi
<2 phéi 19,7
> 2 phoi 47,6 3,189 | 2,337-4,351 | <0,0001
Chit lwong phéi (dd
111, dé IT)
<2 phoi 28,4
>2 phéi 50,2 2,100 | 1,613-2,735 | <0,0001
Chuyén phéi
Dé 50,9
Khé 21,4 0,282 | 0,214-0,372 | <0,0001

CHUONG 4. BAN LUAN

4.1. PAC PIEM CUA NHOM BENH NHAN PUQC PIEU TRI
BANG QUA TRINH CHUYEN PHOI TRU PONG

Trong nghién ctu cia ching t6i c6 1208 bénh nhan dugc chuyén

phdi trir dong tai bénh vién PSTW trong 3 ndm tir 2012 dén 2014 voi

1251 chu ky chuyén phéi. Sé lwong chu ky chuyén phoi trir dong cé xu
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huéng gia ting hang nim. Di twong trong nhém nghién ctu c¢6 do tudi
trung binh 31,93 + 4,90. D6 tudi trung binh cua cac bénh nhan duoc
chuyén phéi c6 xu hudng ting nhe theo cac nam nhung khac biét khong
c6 y nghia théng ké&. Nhitng bénh nhan tir 35 tré xudng chiém da sb.
Nhu vay hau hét cac bénh nhan dugc chuyén phoi trong do tudi sinh
san (Bang 3.1). C thé thay do tudi trung binh cua bénh nhan trong cac
nghién ciu rat khac nhau tuy tirng muc tiéu nghién cau, tiy trung tam
va qudc gia khac nhau (Hoi Ng. va cs. 2010, Veleva Z. va cs. 2013,
Feichtinger M. va cs. 2016, Santos-Ribeiro S. va cs. 2016). Do tinh
trang phu nir két hdn muon hon dang dién ra pho bién ¢ Viét Nam noi
riéng va toan thé giéi noi chung dan dén do tudi trung binh ciing nhu ty
I& nhitng phu nir trén 35 tudi diéu tri vo sinh c6 xu hudng ting.

Thoi gian vo sinh trung binh caa nhom nghién cau la 4,65+2,91
(nam). S6 lwgng bénh nhan trong nhdm c6 thoi gian vo sinh dudi 5
nam va tr 5-10 ndm c6 xu hudng gia tdng theo nam.. Trong khi do,
bénh nhan cd thoi gian vo sinh trén 10 nam co ty 1€ ngay cang it di.
C6 I8 do trinh do hiéu biét cia ngudi dan ngay cang duoc nang cao
dan dén céc cap vo chdng co van dé lién quan dén sinh san di diéu tri
sém hon.

Théng ké v& loai vo sinh ching t6i c6 674 bénh nhan bi vo sinh
nguyén phat chiém 55,8%, 534 bénh nhan bj vo sinh thir phét chiém 44,2%.
Nguyén nhan cha yéu 1a do nguoi vo véi 47,8%. Dic biét néu tinh riéng
nguyén nhan do voi tring ¢ ngudi vo trong tdng s6 bénh nhéan ciing chiém
dén 37,8 % tong sd bénh nhan va 79,2% néu chi tinh riéng nguyén nhan do
vo. Trong khi d6 cac nguyén clru cta cac tac gia khac, nguyén nhéan vo sinh
chi yéu do chdng hodc do ca hai v chong (Veleva Z. va cs. 2013).

Céc bénh nhan trong nghién citu chu yéu 1a nhitng ngudi trong  1an
chuyén phoi dau tién. Cac bénh nhan chang tdi nghién ciru chi yéu dugc
st dung phuong phap thu tinh 12 IVF/ICSI chiém dén 93,1%. Chi c6 83
truong hop st dung phuong phap IVF ¢ dién (chi chiém 6,9%). C6 thé
thdy xu hudng hién nay ¢ Viét Nam néi chung va ¢ Trung tam hd trg
sinh san Quéc gia - Bénh vién PSTW noi riéng 1a sir dung phuong phap
ICSI. O Chau Au, xu huéng st dung ky thuat ICSI ciing dan thay thé cho
IVF ¢6 dién nhung IVF c6 dién van duoc thuc hién kha pho bién.

Nong d6 FSH co ban cua bénh nhan trung binh 13 6,26+1,71
(mUI/mL), cha yéu nam trong gigi han binh thuong véi 96,2% bénh
nhan. Chi c6 46 nguoi c6 nong dd FSH co ban trén 10 mUI/mL

Ca ba phac do kich thich budng triing GnRH agonist dai, GnRH agonist
ngan va GnRH antagonist déu duoc sir dung. Trong sé d6 phac dé GnRH
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agonist dai dwoc sir dung nhiéu nhat vai 63,1%, phac d6 antagonist chiém
22,4%, phéc db agonist ngén it duoc sir dung nhét véi 14,6%.

Cac dbi tuong déu dugc chuan bi niém mac tir cung bang chu ky ¢ sir
dung hormon. Sé ngay sir dung E2 trung binh 1a 13,26 +1,50 (ngay). Trong
do6 sb ngay sir dung E2 tir 12 dén 14 chiém hon 75%. Vi nong do hormon
ngay chuyén phéi trung binh la 1434,72+506,51 (pg/ml). Trong nghién cuu
cua Park C. va cs (2016), ndng do E2 cao diém vao chu ky chuyén phdi trir
dong 1a 2975+ 1112 (pg/ml) cao hon so véi nghién ciru chdng toi.

Bang viéc chudn bi niém mac tir cung co sir dung hormone, hiéu qua dat
duoc rat tot. Niém mac tir cung trong ngay chuyén phéi trir lanh day 8-14
mm chiém dén 89,9%, chi c6 6,4% niém mac mong <8mm. Va hinh théi
dang ba l4 chiém 78,6% (Bang 3.9-3.10). Niém mac tir cung chinh Ia noi
lam t6 cua phdi, viéc dam bao chat lugng niém mac trong qué trinh chuyén
phéi trir lanh 12 yéu tb rat duoc coi trong trong qua trinh chuyén phdi trix
lanh. Va day van luon dugc coi uu diém trong qua trinh chuyén phoi trix lanh
do trong chu ky kich thich budng trimg, niém mac tir cung dudi tac dong cua
thudc kich trimg thudng khong dugc chuan bi tét dic biét 1a voi phac do
kich thich bang GnRH antagonist (Bahceci M. va cs. 2009). Ching toi
khong thay c6 méi lién quan giita chi sé E2 véi dac diém NMTC trong chu
ky chuan bi NMTC bang ngi tiét.

4.2. KET QUA CHUYEN PHOI TRU PONG
4.2.1. Chit lrgng phéi sau ri dong

Tong s6 phoi duogc rd dong 1a 4043 phdi, trung binh 1a 3,23 + 1,05
(phdi/chu ky). Trong d6 c6 63,3% la phoi do 111 va do Il. Cac phac do
kich thich khac nhau khong lam anh hudng dén chat luong phoi (o day
chidng t6i chi danh gia nhitng phéi da dugc dong) vai  p>0,05. Nhu
chung ta d biét, hién nay co6 hai phuong phap dong phéi chinh duoc ap
dung trén 1am sang la dong cham va thay tinh hoa. Hién nay thuy tinh
hoa dang dan chiém wu thé do hiéu qua bao quan phéi cia phuong phap
nay mang lai (Rezazadeh V. va cs. (2009), Giovanna F. va cs. (2014),
Rienzi L. va cs. (2016)). Nghién ctu ctua chung t6i, phoi dugc dong-rd
theo phuong phap thuy tinh hda, ty 16 phdi séng sau rd dong 1a 91,5%.
Day 1a mot ty 18 sdng cao, khiang dinh duoc tinh wu viét cua phuong phap
dong phoi thuy tinh hoa cling nhu kha nang thuc hién ky thuat dong phoi
tai bénh vién phu san Trung uong rat tét.

Dong thai vai viec phdi bi thodi hoa, chat lwong phéi trong qua trinh
dong-rd cling giam. Chat luong phdi trudc ra cua nghién cau phan b
nhu sau: 28,3% phoi d6 111, 35,0% phoi do 11, 36,7% phoi do 1. Sau khi
rd dong va nudi thém, ty I& phoi d TIT va do 11 giam 25,4% va 32,8%. Do
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cac phoi sau rd dong dung phan chia hoic ly giai phdi bao va cé nhiéu
manh v& trong qué trinh tiép tuc phat trién lam cho ty 1¢ phéi do I tang
(Biéu d6 3.6). Hién nay van con nhiing tranh c&i vé viéc bao quan lanh
phodi & giai doan sém hay mudn. Nhung kha ning song caa phdi cang cao
& giai doan muon c6 1& do phdi & giai doan sau c6 nhiéu t& bao hon nén
khi 1 vai té bao bi li giai sau rd van khong anh huong dén kha ning song
ctia phdi. Pong thoi phoi & giai doan phdi nang chang to tiém nang phat
trién tét va doc lap vé sau (Pavone M. va cs. 2011).
4.2.2. S6 lwong phdi ra déng chuyén trong 1 chu ky

Trong nhdm nghién ciu caa ching tdi, sé lwong phdi chuyén sau
ri doéng trong mdi chu ky tir 1 dén 5 phdi, trung binh la 2,96+0,9
(phéi/chu ky) va nhiéu nhat 1a nhitng truong hop chuyén 3 phdi va 4
phdi va 27,7% chiém 39,6% (Bicu do 3.8). Nguyén nhan chu yéu do
muon ty 1¢ c6 thai 1am sang tot thi sé luong phoi chuyén phai téng.
Thuc té trong nghién ctru chung toi ciing thay sé luong phoi chuyén
3-4 phdi ty 1¢ co thai 1am sang cao hon c6 y nghia thong ké Voi
chuyén 1-2 phdi. Vé tuong lai 1au dai khi nudi cay phdi ngay 5 di vao
thuong quy, thi viéc giam sé lwgng phéi chuyén mdi chu ky la can
thiét dé giam ti lé da thai. Diéu ndy phu hop voi xu thé chuyén phai
trén thé gisi (Ferrareti A. va cs. 2013, Kupka M. va cs. 2014)
4.2.3. Ty I¢ co6 thai 1am sang

Véi 1251 chu ky chuyén phéi déng lanh c6 533 chu ky bénh nhan
B-hCG (+) chiém 42,6%. Trong dé c6 488 chu ky c6 thai 1am sang
chiém 39,0% (Bang 3.12). Ty Ié c6 thai 1am sang trong chuyén phoi
trir lanh theo théng ké cua cac Trung tdm HG tro sinh san trén thé gigi
cling rat khac nhau va rd rang sb luong phéi chuyén cang nhiéu thi thi
1€ c6 thai cang cao (Valeva Z. va cs. 2013, Chambers G. va cs. 2016,
Lee G.H. va cs. 2015). Nhung c¢6 mét sy thong nhat 12 hau hét cac
nghién ctru déu chi ra rang ty 1& c6 thai trong chu ky chuyén phoi trix
d6ng cao hon so véi chu ky chuyén phéi tuoi.
4.2.4. Pa thai va chuyén phdi trir lanh

Da thai trong TTON c6 ty I¢ cao hon trong ty nhién. Trong nghién
ctru cua ching tdi, ¢6 81 chu ky bénh nhén da thai chiém 16,6% sb chu
ky thai 1am sang. Trong d6, chu yéu 1a cac trudng hop song thai chiém
64,2% da thai hay 10,7% s6 ca c6 thai 1am sang. Pa thai c6 lién quan dén
mot loat cac hau qua tiéu cuc cho ca me va thai nhi. Ty 1€ da thai duoc
ching minh 1a ¢6 lién quan dén sé lugng phdi chuyén ciing nhu chat
luong phoi chuyén (Ashrafi M. va cs. 2015, Sunderam S. va cs. 2015).
Do d6, can can nhic ki sb lugng va chét luong phoi chuyén dé giam
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thiéu ty I¢ da thai dac biét 1a tir ba thai trg 1én cho cac bénh nhan TTON.
4.2.5. Chira ngoai tir cung va chuyén phéi trir lanh

Céc truong hop chura ngoai tir cung trong IVF thuong ket hop voi
cac nguyén nhan vo sinh do voi trang, chuyén phoi tuoi va sd lugng phoi
chuyén nhiéu (Samara N. va cs. 2016, Muller V. va cs. 2016). Bdng thoi,
mot s6 nghién ciru da chi ra rang trong chuyén phéi twoi dudi tac dung
cua thudc kich trang s& 1am suy giam chic nang cua voi tar cung cing
vGi niém mac tir cung khong dam bao cho sy 1am t6 caa phoi va dudi
su thay do6i cua noi tiét s& lam tang nguy co chira ngoai tir cungg. Nong
d6 estradiol cao trong suét chu ky kich trang c6 thé dan dén viéc ting
nhu dong tir cung khi chuyén phéi tuoi dan dén phoi bi di chuyén
nguoc lai VoI tir cung gy chtra ngoai tir cung. C6 thé ndi, phu nir co
van dé vé voi tir cung phai dbi mat véi nguy co chira ngoai tir cung gap
do6i trong chu ky chuyén phoi twoi IVF. Vi nghién ciu cua ching toi,
ty 18 nay 1a 1,3% tuong tu két qua cua Decleer W. va cs. (2014). Trong
mét chu ky chuyén phoi trir dong, voi tir cung khéng chiu tac dung gay
suy giam chirc nang cua thube kich tring dan dén giam ty Ié chira ngoai
tr cung so voi chu ky chuyén twoi. Piéu nay goi y chung toi dén loi ich
chuyén phoi trir lanh trong diéu kién nguyén nhan vé sinh do voi ¢ Viét
Nam con rat 16n.
4.3. CAC YEU TO ANH HUONG PEN HIEU QUA CHUYEN
PHOI TRU PONG
4.3.1. Tudi ciia nguoi vo

D3 ¢6 nhiéu nghién ciu chi ra rang phu nix cang I6n tudi thi cho ty Ié
thanh cong trong IVF cang giam. Trong nghién ciru cua ching téi thay
rang ty 1& co thai 1am sang & nhom tir 35 tudi tré xudng cao hon so véi
nhitng bénh nhan c6 tudi trén 35 tudi (42,9% va 26,5%, p <0,0001)
(Bang 4.2). Két qua nay tuong tu vai Samer A. va cs. (1997), Li R. va
cs. (2008), Yeung W. va cs. (2009), Robert va cs. (2016), Hung H. va cs
(2016). Ty I¢ co thai sau chuyén phdi ¢ phu nix trén 35 tudi giam do
budng tring cua ho dap ung kém vai thube kich tring dan den viéc s6
luong trimg it, chat luong trang kém, chat luong phoi khong t6t. Dong
thoi & nhitng phu nit 16n tudi, dap wng cua budng trimg véi thude chuan
bi niém mac tir cung ciing giam lam chét luong niém mac tir cung dén
phéi khdng thuc su tot
4.3.2. Loai va nguyén nhan v6 sinh va theoi gian vé sinh

Chdng toi nhan thay khong c6 su khéc biét vé ti 1& c6 thai 1am sang
gitra 2 nhom voé sinh nguyén phat va vo sinh thir phat. Tuy nhién, lai cd
mébi lién hé gitra cac nguyén nhan vo sinh va ty Ié c6 thai 1am sang. Doi
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VGi nhu:ng treong hop nguyén nhan duoc xac dinh la do nguoi chéng ty
I& c6 thai 1am sang sau chuyén phdi trir lanh Ia tét nhat dat 47,5% so
vé6i vo sinh do vo (36,2%) va do ca hai (30,4%) (Bang 3.16). Diéu nay
c6 thé ly giai do nhitng truong hop vo sinh nam da phan do khong co
tinh tring trong tinh dich hoac tinh tring rat it khong dam bao thu tinh
trong diéu kién ty nhién thi viéc sir dung mau tinh trang hién hay lam
ky thuat ICSI thuong cho ty Ié thu tinh cao, chét lugng phéi tét. Dong
thoi, ngudi vo khoe manh sé& tao diéu kién tot cho sy lam t6 cia phoi.

Trong nghién cau ching t6i con nhan thay, véi nhitng cap vo chong
c6 thoi gian vo sinh cang dai thi kha ning c6 thai khi chuyén phoi trir
lanh cling giam di (Bang 3.15) twong ty Hou Z. va cs. (2013) Chung t6i
nghi ¢6 2 ly do din dén diéu nay: Thr nhat thoi gian vo sinh cang lau thi
ddng nghia v6i ngudi phu nit cang 16n tudi, thir hai thong thudng nhirng
ca c0 thoi gian vo sinh kéo dai thuong c6 nguyén nhan phuac tap gay kho
thanh cong hon trong IVF.
4.3.3. Phac do kich thich buéng trirng

Trong nghién cau cua ching toi, trén 1208 bénh nhan chuyén phoi
trir dong khong tach biét bénh nhan dap wng budng trang kém. Ty Ié co
thai 1am sang giita ba nhdm GnRH agonist dai, GnRH agonist ngan va
GnRH antagonist lan luot 1 37,5%; 40,7% va 42,3%, su khéc biét khong
6 y nghia thong ké giira 3 nhom (Bang 3.17). Céc phac do kich thich
budng trang c6 anh hudng thé nao dén két qua cua thy tinh 6ng nghlem
hién nay van con rat nhiéu quan diém va tranh ci (Pandian Z. va cs.
2010, Sunkara S. va cs. 2014)
4.3.4. FSH co ban lién quan dén ty 18 c6 thai

Tudi cao va ting néng d6 bFSH 1a yéu té tién luong xau giam kha
nang sinh san. Trong nghién ctiru chung t6i chia FSH co ban lam 2 nhom:
<10mUI/I va >10mUI/L. Ty ¢ c6 thai 1am sang 2 nhém lan luot Ia:
39,8% va 19,1%, p<0,0001. FSH co ban cao lam giam kha nang c6 thai
0,358 lan (p<0,0001, 95CI= [0,153- 0,566]). Két qua tuong tw Toner J.
va cs. (1991), Pruksananonda K. va cs. (1996), Kdous M. va cs. (2016).
4.3.5. Pic diém ngay sir dung va nong dd E2 trong chuin bi NMTC

Nhiéu nghién ctu danh gia tac dong cua cac chu ky chuan bi niém
mac Ién két qua cd thai. Tuy nhién, cac nghién ctu cho két qua rat khac
nhau (Morozov V. va cs. 2007, Levron J. va cs. 2014, Yu Z. va cs. 2015,
Xiao Z. va cs. 2012). Céc y kién hién nay van con tranh céi trong cac
nghién ctru don doc. Nhung khdng thé phu nhan wu diém phuong phép st
dung nai tiét ngoai sinh thuan tién cho bénh nhan va béc sy do khong phai
theo ddi thuong xuyén va chi phi chap nhan dugc. Trong nghién ctu cua
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ching t6i, cac bénh nhan dugc chuan bi niém mac bang chu ky nhan tao do
tinh tién loi cua phuong phap.

Thong thuong, nong do estradiol huyét thanh phan anh su dép tng
ctia bénh nhan véi kich thich budng tring. Trong nghién ctu nay, ching
t6i ciing chia bénh nhan 1am 3 nhém c6 ndng d6 E2 khac nhau giéng tac
gia Foroozanfard F. va cs (2016). Két qua cho thay: ty & c6 thai Iam sang
cling c6 xu hudng ting theo néng do E2, tuy nhién su khac biét khéng co
y nghia thong ké (Bang 3.21). Dong thoi, sé ngay sir dung E2 ciing
khéng anh huong dén ty I co thai (Bang 3.22). Thuc té, cac bénh nhan
trong chu ky chuyén phoi trix lanh ¢6 s dung hormone chuan bi niém
mac thi s6 ngay E2 ciing nhu nong d6 E2 ciing da duoc danh gia la
khéng anh huong dén ty I¢ ¢ thai 1am sang.

4.3.6. Dic diém ciia niém mac tir cung lién quan dén ty 18 c6 thai lam sang

Trong thy tinh 6ng nghiém, do day cua ndi mac tr cung duoc theo
doi chat nham tang hiéu qua cho qua trinh chuyén phéi trir dong.. Chling
t6i thay rang nhom c6 do day tir cung tir 8 dén 14 mm cho ty 1 c6 thai tot
nhét 40,8%. Su khac biét ty 18 c6 thai giira nhém c6 niém mac tir cung 8-
14 mm v6i nhom du6i 8mm va nhom trén 14 mm c6 y nghia thong ké
vei p < 0,05 (Bang 3.24). Két qua nay pha hop VGi rat nhiéu nghién cau
truge d6 vé lien quan gitta d6 day NMTC va kha ning 1am t6 cua phoi
(Lan V. va cs. 2003, Hgi Ng. va cs. 2010, Fang R. va cs. 2016, Bu Z. va
cs. 2016). Trong khi d6 ndi mac tir cung mong la yéu té tién lwong cho ty
& c6 thai thip V& sau.

V& hinh thai ciia niém mac tir cung ching toi ciing c6 nhan dinh
nhiing truong hgp co hinh thai dang hat ca phé (ba 1) ty 1€ co thai 1am sang
cao nhét 1a 42,2%. Hinh th&i niém mac dang ba 14 cao hon c6 y nghia thong
ké so voi nhdm niém mac tir cung ¢6 dang trung gian va dang ting am dong
nhat (p<0,05). Ty 1 c6 thai 1am sang giita nhom siéu &m niém mac tir cung
gitra dang trung gian va dang ting 4m dong nhét 1a twong dwong nhau (Bang
3.25). Hinh thai NMTC ¢4 gid tri tién luong kha ning 1am t6 cua phdi. Két
qua tuong tu Serafini P. va cs. (1994), Ng E.H. va cs. (2006).

4.3.7. Dic diém phoi chuyén va ty Ié c6 thai 1am sang
4.3.7.1. Anh hwéng sé lwong phoi chuyén dén ty 1é c6 thai 1am sang

Trong nghién cau cia chdng tdi, chi c6 5,0% s6 chu ky chuyén 1 phéi c6
thai 1am sang. Nhiing truong hop chuyén 1 phdi cha yéu do bénh nhan chi c6 1
phdi hoic sau khi ra déng s6 luong phdi song khi chuyén chi con 1 phoi va
nhimg phoi nay thuong chat lugng khéng tét. Ty 1é cé thai 1am sang ciia nhiing
truong hop chuyén 1 phdi trong nghién ctu ching toi chi 1a 3,2%. Khi chia



22

nhém theo s lugng phdi chuyén: 1-2 phéi, 3-4 phoi ching toi thay: ty I¢ co thai
tang theo sd luwgng phoi chuyén ( Bang 3.22). Két qua twong tu véi Yeung W. va
cs. 2009, Wen Z. va cs. 2013.

Tuy nhién viéc chuyén nhiéu phdi s& dan dén ty Ié da thai tang. Pay duoc
coi 1a bién chimng thuong xuyén cua linh vuc hd tro sinh san. Ching toi thay
rang chuyén cang nhiéu phdi thi ty 1¢ da thai cang tang: chuyén 1-2 phdi ty 1¢ da
thai/ thai 1am sang 1a 7,8%, chuyén 3-4 phdi ty 1¢ da thai 1a 18,0% va chuyén
trén 4 phoi ty 1¢ 1a 23,1%. Su khéc biét cd ¥ nghia thong ké véi p <0,05. Két qua
twong tr Luz M. va cs. 2016, Hernandez-Nieto A. va cs. 2016). Do do, can can
nhac s6 lugng phoi chuyén dua vao tudi, nguyén nhan, tién st ciing nhu chat
luong phdi dé vira dam bao kha niang co thai vira khdng bi da thai. Mot s6 nudc
nhu My, Han Qudc cac khuyén céo vé sb lugng phdi chuyén duge dua ra nham
can bang giira 2 yéu t6 nay (Han J. va cs. 2015, Luz M. va cs. 2016)
4.3.7.2. Anh hwong cuia chdt lwong phoi chuyén

Trong nhém bénh nhan nghién ciru, ching toi nhan thiy nhiing chu ky co it
nhat 2 phdi tir d6 Il tro 18n cho ty 1 ¢6 thai 1am sang la 50,2% cao hon ¢6
nghia théng ké véi nhom c6 it hon 2 phoi tir d6 111 va do 11 1a 28,4% véi p <0,05
(Bang 3.23). Két qua nay chirng minh vai trd cua chat lugng phéi anh huong
thuc sy 1én thanh cong caa chuyén phéi trir lanh. Diéu ndy hoan toan phi hop
véi nhirng két luan cua cac tac gia khac (Luz C. va cs. (2016), Hernandez-Nieto
C.vacs. (2016), Veleva Z. va cs. (2013))

4.3.8. Anh hwéng cia qué trmh chuyén phoi Ién ty 1€ thai lam sang

Chuyén phai 1a budc cudi cung quyét dinh thanh cong trong mot chu ky
IVF. Mot ca chuyén phoi duoc xem 1a khé khi phai sir dung dung cu kep ¢6 tir
cung/nong cé tir cung hodc trén catheter c6 nhiéu méau. Céc nghién ctru da chirng
minh rang chuyén phéi kho 1a yéu t6 doc lap lién quan dén ty 1é c6 thai sau
IVF/ICSI, can can trong véi cac yéu té lién quan dén chuyén phoi dé lam ting
thanh cong trong hd tro sinh san (Mansour R. va cs. 1999, Salha H. va cs. 2001,
Tomas C. vacs. 2002). . o

Su c6 mat cua chat nhay hay mau trén catheter la pho bién ¢ ca
nhitng truong hop chuyén phdi dé va kho nhung thuong gap ¢ nhiing ca
chuyén phoi kho hon. Trong nghién ctiu cua ching toi ty & c6 thai 1am
sang cua nhitng ca chuyén phéi khé thdp hon rd rét so véi nhiing ca
chuyén phdi dé& (50,9% va 21,4%, p <0,0001) (Bang 3.26). Tuy nhién,
khong c6 su khac biét vé ty I¢ cd thai gitra cac nhém chuyén phdi catheter
sach vai nhitng ca ¢6 nhay hay c6 mau (39,4%; 38,8% va 38,4%, p >0,05)
(Bang 3.27). Két qua nay tuong dwong véi nhiéu tac gia Listijono R. va
cs. 2013, Plowden C. va cs. 2016). Tuy van con c¢6 nhiing y kién khéc
nhau trong dénh gia cac yéu t6 1am sang trong qua trinh chuyén phoi
nhung ta c6 thé d& dang nhan thiy sy thdng nhat vé két qua nhiing ca
chuyén phoi kho c6 gié tri tién lugng xau dén két qua co thai. Su hién
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dién cua mau/ chat nhay trén catheter c6 anh huong Ién ty I¢ thanh cong
cua IVF hay khdng van con nhiéu tranh ci nhung khong thé pha nhan
rang tat ca cac nghién ciru déu chi ra catheter c6 nhay/mau trong mot ca
chuyén phdi kh6 1a dau hiéu anh huong xau dén sy thanh céng cua
chuyén phéi.

Tir két qua cua nghién ciu ching tdi nhan thay rang trong cac yéu tb
1am sang ban dau: Tudi va nong &6 FSH co ban ¢ anh hudng nhiéu nhat
dén ty Ié co thai trong chuyén phdi trir lanh (Bang 3.28). Véi cac yéu to
trong thoi diém chuyén phai trit lanh c6 thé thiy do day niém mac ti
cung qué day hoac mong ciing nhu hinh thai niém mac t& cung khong
dep lam giam kha ning c6 thai 1am sang. Trong khi d6, chat luong phoi
t6t, s& lwong phdi nhiéu 1a yéu t5 quan trong lam ting kha ning co thai
Iam sang trén bénh nhan chuyén phéi trit lanh. Bong thoi mot ca chuyén
phdi kho s& 1a yéu t6 tién doan kha nang khong c6 thai.Sau khi danh gia
ting yéu t lién quan dén qua trinh chuyén phéi trir lanh. Ching toi tong
hop va phan tich da bién cac yéu té dé danh gia mic do tac dong tong
hop cua cac yéu té 1én ty Ié co thai. Trong d6, yéu té anh huong manh
m& nhat Ién két qua cia chuyén phoi trit lanh 1 s6 luong va chét luong
phoi Chuyen cling nhu tudi, ndng do6 FSH va su Chuan bi NMTC ngay
chuyén phdi. Cac yéu t6 trong qua trinh chuyén phdi van anh huong dén
kha ning c6 thai nhung it hon. Diéu nay tuong tu V6i nhiéu tac gia
nghién ctu truéc d6 (Veleva Z. va cs. 2013, Alrayyes va cs. 1997,
Pandian Z. va cs. 2013, Bu va cs. 2013).

KET LUAN

1. Pic diém trong chu ky chuyén phai trir dong tai BVPSTW (2012-2014)

- Tudi trung binh: 31,96+4,90; Thoi gian v sinh trung binh:
4,65+£2,91 (nam)

- V6 sinh nguyén phat la 55,8%, nguyén nhan vd sinh chu yéu do vo
Véi ty 18 do voi chiém 79,2%.

- bFSH trung binh: 6,26 £ 1,71 (mUI/mL)

- 89,9% bénh nhan c¢6 d6 day NMTC 8-14 mm; 78,6% c0 hinh théi
NMTC dang 3 la
2. Két qua qua trinh chuyén phoi trir dong

- Ty 1é phoi séng: 91,5%

- Sb phéi chuyén trung binh: 2,96 + 0,9 (phéi/chu ky); Ty 18 lam t6
cua phoi la 16,1%
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- Ty Ié thai 1am sang : 39,0%; ty 1¢ thai tién trién: 34,7%; ty 1& da
thai/thai 1am sang: 16,6%
3. Cac yéu t6 anh hwong dén quéa trinh chuyén phoi trir dong

.- Tudi trén 35, bFSH >10mUI/mL va chuyen phdi khé anh huong

xau dén ty 1€ c6 thai 1am sang

- Do day va hinh thai NMTC, sé luong va chét lugng phdi chuyeén, lién
quan c6 ¥ nghia thong ké t6i ty 1é co thai 1am sang. Can thi¢p vao nhiing yéu
t6 nay co thé 1am tang ty 1¢ thanh cng ciia chuyén phdi trir dong.

KIEN NGHI

- Xay dung chién lugc chuyén phéi trir phu hop voi cac nhém bénh
nhan khéc nhau.

- C6 thé tién hanh chuan bi NMTC bing thudc noi tiét thuong quy
do d& theo dai quan ly bénh nhan, chi phi chip nhan duoc va dat yéu cu
vé NMTC khi chuyén phai.

- Khdng can thiét xét nghiém E2 dbi vai chu ky chuyén phoi trit
d6ng chuan bi niém mac bang noi tiét.

- Tudi, thoi gian vo sinh, bFSH 12 nhitng yéu té khach quan khong
tac dong duoc. Can can thiép nhiing yéu té nhu chuan bi NMTC, can nhéc
chuyén phdi dua trén s6 lugng va chét lwong phdi ciing nhu k¥ thuat chuyén
phoi dé nang cao ty Ié thanh cong trong chuyén phai trix lanh.

HUONG NGHIEN CUU TIEP THEO

1. Panh gia anh huong cia hd trg phoi thoat mang ciing nhu
PGD/PGS dén két qua cua chuyén phéi trir dong.

2. Danh gia cac yéu to 1am sang va lab anh huéng dén ty 16 tré sinh
sdng ciing nhu dic diém so sinh trong chuyén phoi trit lanh.
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FOREWORDS

Frozen embryo transfer (FET) has been one of the most popular
techniques in Assisted Reproductive Technology (ART) thanks to its
high productiveness, success rate and how economical it is. FET in
present is now implemented in most of single IVF centres all over the
world. In Vietnam, FET has been implemented clinically and
successfully since 2002. At National Hospital of Obstetrics and
Gynecology, the success of FET was remarkably noticed by the birth of a
twin in 2004. From then on, the pregnancy rate at this leading hospital
has been around 30% per year or more. However, up to now, the number
of researches into the effectiveness and factors to FET implemented at
National Hospital of Obstetrics and Gynecology has been limited. This
fact urges us to bring out necessary suggesstions which enhance the
guality and effectiveness of FET. Therefore, we implement this
dissertation with title “Evaluating the effectiveness of Frozen Embryo
Transfer over In-vitro Fertilization cases at National Hospital of
Obstetrics and Gynecology from 2012 to 2014” with three objectives:

1. Doing reseach into clinical characteristics of FET cases with
vitrification at National Hospital of Obstetrics and Gynecology;

2. Evaluating the effectiveness at National Hospital of Obstetrics
and Gynecology;

3. Analysing some related factors to the results of FET cases.

REMARKABLE CONTRIBUTIONS OF THE DISSERTATION

1. This dissertation includes most of the clinical and labo
characteristics during the FET at National Hospital of Obstetrics
and Gynecology from 2012 to 2014.

2. This dissertation concludes the success rate of a large quantity of
FET cases at National Hospital of Obstetrics and Gynecology.

3. This dissertation summarizes accumulative factors, both clinical
and labo, affecting the success rate of FET at National Hospital
of Obstetrics and Gynecology.

THE STRUCTURE OF THIS DISSERTATION

This dissertation is composed of 127 pages, 04 chapters, 33 tables,
16 charts, 174 references with 20 references in Vietnamese and 154
references in other languages.
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Forewords: 02 pages; Chapter 1. Overview 40 pages; Chapter 2:
Objectives and Methodology: 13 pages; Chapter 3: Results 34 pages;
Chapter 4 Discussions 35 pages; Conclusion 1 pages; Recommendation
01 page; List of related researches and articles; References; Appendix.

CHAPTER 1: OVERVIEW
1.1. Frozen Embryo Transfer

Frozen Embryo Transfer (FET) is a cycle in which cells are reserved
in conditions of deep under zero temperature, mostly -1960C. At this
temperature, all cellular metabolism pathways are automatically paused.

The principles of FET is decreasing embryo reversing solution to a
very low temperature, mostly 770K or -1960C in most cases. Embryos
are affected by 03 types of injuries in different degrees of temperature
during the whole process of freezing and thawing.: destroying lipid in
cytoplasma and microtubule structure (including nucleospindles), the
formation of crystal innercellular and outtercellular, the fragment of zona
pellucida or cytoplasma. Solution to decrease the injuries of embryos and
increase the live rate of embryos after thawing is using cryoprotectant
agents (CPA) and adjusting the speeding of freezing — thawing.

* Prescription

- Reserving qualified embryos for future use.

- Ovarian stimulation regimen with antagonist and embryo grown

with agonist.

- Ovarian hyperstimulation syndrome (OHSS).

- Endometrium is not qualified for embryo transferring at the

moment.

- In Vitro Maturation (IVM).

- Embryo donation.

- The mother iss not ready for IVF cycle.

- Preimplantation Genetic Diagnosis.

- Funding for Embryo Bank.

For a long time, although there have been a number of limitness in
the effectiveness, but slow freezing has been considered as one of
popular solutions in IVF treatment. Nowadays, vitrification has been
implemented at most of big and modern I\VVF centres over the world and
there have been more and more researchs and publications affirming that
vitrification are much more recommended than slow freezing in sperms
or embryos freezing during various stage.
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1.2. EVALUATING THE QUALITY OF TRANSFERRED EMBRYOS
1.2.1. Development of embryos

1.2.2. Evaluating the quality of transferred embryos by morphology
* Day 2 embryos:

At IVF centres in Vietnam, embryos are evaluated with Alpha
Concensus Standards 2010.

- Embryo level I: Embryos are in good form — with quantity from
2 to 6, rarely fragment, clear plasma.

- Embryo level Il: Number of embryos is odd, not in the good
form, dark-tone plasma, fragment rate < 15%

- Embryo level Ill: Embryo sizes are not in the good form,
fragment rate > 20%, not divided with multi/micronucleation.

* Day 3 embryos

Day 3 embryos are evalualted with the number of available
blastocyst, the formation of blastocysts and rate of fragments.

- Type 1. embryos with 8 cells, 10% fragments, blastocyst are
cohesive, no blastocyst with multi/micronucleation.

- Type 2: embryos with 8 cells, 10 - 20% fragments with weak
cohesion, no blastocyst with multi/micronucleation.

- Type 3: embryos 6, 7 or 8 cells, 20% fragments or the blastocysts
are not in the same formation, no blastocyst with multi/micronucleation.

- Type 4: more than 8 cells, or 4 - 6 cells or 8 cells with more than
20% fragments or blastocysts are not in the same formation, no
blastocyst with multi/micronucleation.

* Embryos at compression stage

* Blastocyst
1.2.3. Evaluating embryos after FET

- 2 Pronucleotid Embryo (2PN): living embryos after thawing with
light yellow color and clear image of 2 pronucleotid with strong ability of
merging and dividing into 2 or more than 2 cells after 24 days of growing
in laboratory.

- Embryos at dividing stage: living embryo with more than 50%
number of cells are in perfect form, keeping dividing after 24 days of
growing in laboratory.

- Blastocyst: blastocyst is considered as living when the size of blastocoel
remains the same size as before FET cycle after one hour of thawing.

1.2.4. Evaluating embryos after FET

- 2 Pronucleotid Embryo (2PN): living embryos after thawing with

light yellow color and clear image of 2 pronucleotid with strong ability of
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merging and dividing into 2 or more than 2 cells after 24 days of growing
in laboratory.

- Embryos at dividing stage: living embryo with more than 50%
number of cells are in perfect form, keeping dividing after 24 days of
growing in laboratory.

- Blastocyst: blastocyst is considered as living when the size of
blastocoel remains the same size as before FET cycle after one hour of
thawing.

1.3. ENDOMETRIAL PREPARATION IN FET CYCLES

How endometrium can accept embryo(s) is a necessarity for the
embryo(s) itself to implant into the endometrium. This also depends
strongly on the timing to get the perfect result, which calls “implantation
window”. In FET cycles, labo technicians are required to supervise
closely to this development.

There are three main diagnosis: natural cycles, ovulation induction,
and hormone usage. In hormone usage with estradiol and progesterone
for endometrial preparation, it is more convenient for both patients and
doctors because of time and money-saving.

Two ultrasonographic techniques for evaluating endometrium
acceptance are the evaluation of the appearance of the endometrium and
perfusion of endometrium with Doppler ultrasonography. They evaluate
the appearance of the endometrium by two factors: the thickness and the
form of the endometrium.

Thickness of endometrium: this is defined as the farthest distance
between the interference of the uterus and the endometrium, which is
measured on the longitudinal perpendicular plane from the center of the
uterus. The thickness of endometrium is a criteria of I\VF cycle success.
If endometrium is below 7mm, it is highly possible that the embryo(s)
can not implement into the endometrium.

Forms of endometrium: this is defined as the relationship between how
the endometrium is sound-proof and adjacent uterine muscles and measured
on the longitudinal section of the uterine cervix. In present, it is catogerized
as two types: multilayered hay triple line appearance and non — multilayer.
1.4. ASSISTED SOLUTIONS IN A FET CYCLE
1.4.1. Assisted hatching (AH)
1.4.2. Preimplantation Genetic Diagnosis (PGD)
15. AFET CYCLE

- Preparing medical records and consulting

- Endometrial preparation
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- Embryo thawing — evaluating and selecting embryos to transfer

- Transfering embryos at the most perfect timing

- Cleaving stage

- Taking blood test to check BhCG after 14 days of transferring embryos.
1.6. FACTORS TO FET CYCLES
1.6.1. Factors in clinics:

- Ages of wives

- Ovulation induction and dose of FSH

- Endometrial preparation

- Thickness and forms of endometrium

- Days of using E2
1.6.2. Factors in Labo

- Embryo quality before FET.

- Number of embryos transferred.

- Duration of freezing embryos.

- Ability for embryo to self-divide.

1.6.3. Factors in techniques

- Transfer techniques

- Volume of transfering

- Level of difficulties

- Cleanliness of catheter: blood and cumus

CHAPTER 2: OBJECTIVES AND METHODOLOGY
2.1. Location of research: National IVF Centre — National Hospital of
Obstetrics and Gynecology
2.2. Duration of research: three years from 2012 to 2014
2.3. Objectives of research

* Requirements for selecting objectives:

- Patients undertaking IVF/ICSI cycles possessing frozen embryos at
National IVF center — National Hospital of Obstetrics and Gynecology
from 2012 to 2014

- Full information updated as survey form required.

* Exclusion criteria:

- The patient under IVF with donated embryos or undertaking
PGD/PGS

- Patients with uterine lesions such as uterine fibroids, ovarian
polyps, sticky ovarian

- Lack of information
2.4. Methodology
2.4.1. Study design: cross-sectional description



2.4.2. Study size:

Zhi-a/2 " pz
We selected p=0,355 according to clinical pregnancy rates after
FET cycles in 2011 in Korea with the reason that Korea have similarities

with Vietnam in processing FET cycles and both countries are in Asia.

n>1,96>x 22500359 - 359
0,05

We collected 1208 patients with 1251 FET cycles, matching with
research requirements.
2.4.3. Study model

Chuéin bl niém mao tir cung Thu thap théng tin theo phiéu digutra

RE déng, dénh gis chat lugng phéi
Phan tich cac y&l & anh th éng dén FET

Chuyén phéi déng

Theo déi B-hCG, tdi &, tim thai

2.4.4. Definitions used in research
2.4.5. Research varities
2.4.5.1. Characteristics of objectives:

- Ages of wives; Types of infertity; Causes of infertility; Duration of
infertility; Number of FET cycles; Level of bFSH; Owvulation induction
diagnosis.
2.4.5.2. Characterisitcs of FET cycles

- Days of using E2, doses of E2, Level of E2 on the day of using P4;
Endometrium thickness on the day of using P4; Quality of embryos
before transferring; Quality of embryos after thawing; Techniques of
transferring; Number of embryos transferred; Level of difficulty; Level
of cleaniness of catheter; Rate of living embryos; Rate of embryo
implanted; Rate of B-hCG; Rate of clinical pregnancy; Rate of ectopic
pregnancy; Rate of multi pregnancy.
2.4.5.3. Methodology and materials for research
2.4.6. Implementing survey and process

- Collecting information according to survey form

- Endometrial preparation according to one of three diagnosis listed
in Chapter 1.
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- Follow the development of endometrium via its thickness and
forms via transvaginal ultrasound and E2 test from the seventh day of the
cycle, then check 2 to 3 days per time depending on endometrial
thickness and form. When the endometrium is more than 8mm thick, it
should be the right time to transfer embryos.

- Thawing depends on number of days embryo is frozen. Number of
embryos transferred depends on their quality or other factors.

- Cleaving stage. Using progesterone (Urogestan 200mg, 2 to 4
pills/day) vaginal usgate and Estradol (Progynova 2mg, 4 to 6 pills/day)

- Pregnancy tests: Taking PhCG test after 14 days of embryo
transferring. The test is considered as positive if the value is more than
25miU/ml.

If there is fetal heartbeat, sac, and embryo, it is concluded as clinical
pregnancy.
2.4.6. Error and error control
2.5. Data processing

- Collecting information according to survey form, data is processed
with SPSS 16.0.

- Charts and graphs are designed with Excel 2010.
2.6. Ethnical issues during research

- The dissertation is approved by Board of Medical and Ethnical
Committee.

- Personal information is guaranteed to be confidential.

CHAPTER 3: RESULTS

During 03 years, we did research over 1208 cases prescribed with
FET at National Hospital of Obstetrics and Gynecology with 1251 FET
cycles which were matched with our requirements.
3.1. Characteristics of patients prescribed with FET
3.1.1. Ages

Categories of ages stated in Table 3.1.
Table 3.1. Categories of ages

2012 2013 2014 Total
(n=348) (n=410) (n=493)

A"Zr;e%e Of | 31494460 | 32014501 | 3224501 |31,96+4,90
<30 36,50 (127) |32,4% (133) |30,4% (190) | 33,2%
30-35  |4579% (159) |44,1% (181) |45,3% (283) | 44,6%
> 35 17,8% (62) |23,4% (132) [24.3% (152) | 22,2%
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3.1.2. Categories of duration of infertility:

Duration of infertility on average is 4,65+291 (years). 01 year is
minimum, 15 years is maximum. 58,9% of patients are infertile for under 5
years. 6,8% of patients under taking FET cycles are infertile for 10 years.
3.1.3. Categories of infertility:

Number of patients who are primarily infertile are 55.8%, which is
much more than number of patients who are secondarily infertile.

3.1.4. Reasons of infertility:

800

2]
3

8 cip v chong
=
=1

H

19,0% 7,5%

S
o
) 8

Do vgr Do ching Do ca hai Khéng ré nguyén nhin

Nguyén nhan v sinh

Chart 3.1. Reasons of infertility

= RLPN
LNMTC
' Nguyén nhin khic

Chart 3.2. Reasons of infertility by the wives

3.1.5. IVF method applied

Most of cases were treated with IVF/ICSI with the number up to 93,1%.
3.1.6. Number of FET cycle

83,7% cases use one FET cycle; 9,9% cases use two FET cycles;
6,4% cases uses three FET cycles.
3.1.7. Basic Follicle stimulating hormone (bFSH)

- bFSH on average 6,26 £1,71 (mUIl/mL), minimum 2,4 mUl/mL;
maximum 14,7 mUl/mL
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- 1117 patients have bFSH under 8 mUI/mL, equal to 92,5%; bFSH from
8-10 mUI/mL: 45 patients (3,7%); bFSH >10 mUI/mL: 46 patients (3,8%).
3.1.8. Ovarian stimulation regimens usage:

- Most of patients undertaking GhRH agonist is 63,1%, GnRH antagonist,
which is 22,4%, number of patients undertaking agonist is 14,6%.

3.1.9. Quality of embryos before FET cycles of ovarian stimulation
regimens

- Rates of embryos frozen level IlI, level Il and level | of three
regimens are equal to other with no remarkable difference with p >0,05.
3.2. RESULTS OF FET
3.2.1. E2 during FET cycles

E2 on average 1434,72 £ 506,51 (pg/ml). Minimum 505 pg/ml,
maximum 2698 pg/ml.

Average days of using E2: 13,26 + 1,50 (days). Minimum 8 days,
maximum 19 days.

3.2.2. Characteristics of Endometrium during FET cycles
Table 3.9-3.10. Characteristics of Endometrium during FET cycles

Bala 983 78,6% Under 8 mm 80 6,4%
Trung gian 194 15,5% From 8-14 mm 1125 89,9%
Tang am 74 5,9% Over 14 mm 46 3,7%
Total 1251 100% Total 1251 100%

- E2 do not affect the thickness of endometrium during FET cycles
(p>0,05).

3.2.3. Results of embryo thawing:

- Number of thawed embryos is 4043, average 3,23 1,05
(embryos/cycle). Total of degenerated embryos is 345, average 0,30 +
0,70 (embryos/cycle). Total number of active embryos is 3698, average
2,96 £ 0,9 (embryos/cycle).

- Quality of frozen embryos: Embryos level 111 takes 28,3%; level Il
takes 35,0%; level | takes 36,7%.

- Post-thawing: Embryos level 111 takes 25,4%; level 1l takes 32,8%;
lelvel | takes 41,8%.
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3.2.4. Number of frozen embryos transferred per one cycle

39,6%

500 v

400 26,0% 277%
= l
2 -
=
N .
\3200 T

T 49%
s u
2 3 4 5

$6 lwrgng phoi chuyén

67,9%
65,7%
W1-2phbi
32,4% 30,5% W3-4phéi
Trén 4 phdi
2,0% 1,6%

Chart 3.8-3.9. Number of frozen embryos transferred per one cycle

3.2.5. Results of FET cycles
Table 3.12. Results of FET cycles

68,7%

2,0%

Number of cycles Rate (%)
B-hCG (+) 533 42,6
Clinical pregnancy 488 39,0
Developing pregnancy 434 34,7
Multipregnancy 81 16,6
Total number of FET cycle 1251 100
Number of embryos Rate

transferred

Rate of implantation 595 16,1
Total number of embryos 3698 100

transferred

3.2.7. Number of fetus per FET cycle

In 488 pregnancy cases, pregnancy cases with 1 fetus take 83,4%.
Pregnancy cases with twin are 52 cases, taking 10,7%. Pregnancy cases
with triple are 29, taking 5,9%.
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3.2.8. Developing of clinical pregnancy cycles

In 488 clinical pregnancy cases, there were 7 etopic pregnancies
taking 1,4%, 45 cases with degenerate pregnancies, taking 9,2%.
Developing pregnancies cases take for 89,4%.

3.3. FACTORS TO FET CYCLES
3.3.1. Ages of wivies to results of FET cycles
Table 3.13. Relationship between ages of wives and results of FET cycles

Number Clinical
Age of Number of | yregnancy rate D
- FET cycle
patlents n Rate %
Under 30 (1) 405 413 183 44,3
Pa-2>0,05
30to 35 (2) 535 560 234 41,8
Pa-3) <0,0001
Above 35 (3) 268 278 71 25,5
P@a-3 <0,05
Total 1208 1251 488 39,0

3.3.2. Type of inferlity, duration of infertify and results of FET cycles

- Rate of secondary infertility is 40,3%, rate of primary infertilify is
38,0%, with no remarkable difference.

Table 3.15. Duration of inferlity and clinical pregnancy rate

Cinical
_ Number Number pregnancy
Duration of of of FET rate per cycle D
infertility patients
cycles N Rate
%
Under 5 years (1) 711 737 306 41,5
5 to 10 years (2) 415 427 158 37,0 | pu-»<0,05
More than 10 P-3 <0,05
82 87 24 27,6
years (3) P-3>0,05
Total 1208 1251 488 39,0
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3.3.3. Cause of infertility and clinical pregnancy rate

Table 3.16. Relationship between cause of inferlity and clinical
pregnancy rate

Clinical
Cause of Number of | Number of | Pregnancy rate
inferlity patiens | FET cycles per cycle P
n Rate %
Wife (1) 577 602 218 36,2
Husband (2) 230 238 113 47,5 Pu-2<0,0001
Both (3) 90 92 28 30,4 P13 >0.05
KRNN (4) 311 319 129 | 404 | pg5<005
Total 1208 1251 488 39,0

3.3.4. Ovarian stimulation regimens

Clinical pregnancy rates per regimens: long GnRH agonist (37,5%),
short GnRH agonist (40,7%), GnRH antagonist (42,3%) with no
remarkable difference with p > 0,05.
3.3.5. Methods of fertilization

Clinical pregnancy rates of classic IVF is 41,0 %; IVF/ICSI 38,9%,
with no remarkable difference with p >0,05.
3.3.6. bFSH and results of FET cycles

Table 3.19. Relationship between bFSH and clinical pregnancy rate

Clinical
bFSH Number of | Number of pregnancy rate
(UI/L) patients FET cycles per cycle P
n Rate %
<10 1162 1204 479 39,8
>10 46 a7 9 19,1 p<0,001
Total 1208 1251 488 39,0

3.3.7. Days using E2 and results of FET

Pregnancy ratio between categories by days of using E2 is different
with p >0,05.

Clinical pregnancy rate of the patient whose E2 is more than 1500
pa/ml, higher than category whose E2 is under 1500 pg/ml (37,8% and
41,1%). However, there are no remarkable difference with p >0,05.

3.3.8. Characteristics of embryo transferred and the results of FET
cycles.
3.3.8.1. Number of embryos transferred and the results of FET cycles
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Table 3.22. Relationship between number of embryos transferred
and the results of FET cycles

Number of Clinical pregnancy rate | Multi pregnancy
embryos ONfuCn;(gig per cycle
transferred n % 0 0T % 5
1-2 embryos (1) 386 76 |19,7 6|78
3-4embryos (2) | 842 | 399 | 47,4 | Pu-2<0.0001 5577g 57 Puy<0.0001
>Sembryos3) | 23 | 13 | 565 |Peo00R 3 (23,1 Puatien
Total 1251 | 488 | 39,0 "9 [a1]166| PV

3.3.8.2. Quality of transferred embryos and results of FET cycles

Table 3.23. Relationship between quality of transferred embryos and
results of FET cycles

Quality Clinical pregnancies per cycle
f embryos Level 111 Level I1 Level 111 + Level 11
Quantity n Rate % n Rate % n Rate %
<2 416 37,5 283 32,0 183 28,4
>2 72 50,7 205 55,7 305 50,2
p <0,01 <0,0001 <0,0001

3.3.9. Characteristics of endometrium and results of FET cycles
3.3.9.1. Thickness of endometrium and clinical pregnhancy rate

Table 3.24. Thickness of endometrium and results of FET cycles

;]Zi§r|:12$§?uon2 Number Clinical pregnancy
of FET rate p
(mm)
cycle n Ty € %
<8mm (1) 80 16 20,0
8-14 mm (2) 1125 459 40,8 p<1'2><260gg1
> 14 mm (3) 46 13 28,3 g(1-3)<0,05
Total 1251 488 39,0 @
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3.3.9.2. Formation of endometrium and clinical pregnancy rate
Table 3.25. Formation of endometrium and results of FET cycles

Clinical
Formation of Number of preg:fr;czlgate
endometrium FET cycle per cy P
n Rate %
Ba la (1) 983 415 42,2 00001
Trung gian (2) 194 56 28,9 p(1-2)<>,0 o8
Ting 4m dong nhat (3) 74 17 23,0 pp(2-3<)0 ():001
Total 1251 488 39,0 @-3<V,

3.3.10. Characteristics of FET cycles and results
3.3.10.1. Level of difficulty and clinical pregnancy rate

Table 3.26. Level of difficulty and results of FET cycles

Clinical
Level of difficulty | "NUmoer Of | pregnancy rate b
4 n Rate %
Low 746 380 | 509
High 505 108 | 214 | p<0,0001
Total 1251 488 | 39,0

3.3.10.2. Characteristics of catheter and clinical pregnancy rate

- Category of patients whose catheters are clean is higher than
category of patients whose catheters are with blood (38,7% compared
with 38,6% and 38,6%), However the difference is not remarkable with
p>0,05.

3.3.11. Analysis factors to clinical pregnancy rate
3.3.11.1. Analysis clinical characteristics affecting clinical pregnancy rate

Analysing individual clinical characteristics of individual variables

that affect clinical pregnancy rates shows that:

- Ages above 35 decreases the possibility of pregnancy by 54,3%,
95CI=[0,339-0,616], p <0,0001

- Duration of infertility more than 5 years decreases the possibility of
pregnancy by 23,8%, 95CI=[0,605-0,964], p<0,05

- bFSH >10mUl/mL decreases the possibility of pregnancy by 64,2%,
95CI=[0,172-0,748], p<0,05

- Type of infertility do not affect the possibility of pregnancy.
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3.3.11.2. Single-variable analysis factors to clinical pregnancy rates

- Formation of endometrium reaches and the thickness is from 8 to
14mm is a perfect condition for possibility of pregnancy.
- Number of embryos transferred is more than 2 embryos helps the
possibility of pregnancy to 43,4%, 95CI= [0282-0,668].
- High level of difficulty in transferring embryos decreases the
possibility of pregnancy than cases with low level of difficulty 26,2%
with 95%CI [0,203-0,339].
- Cleanliness of catheter do not affect the possibility of pregnancy with

p>0,05.

3.3.11.3. Multivariate regression analysis of factors to clinical

pregnancy rates

Table 3.30. Regression analysis of factors to clinical pregnancy rates

Pregnancy rate

Criterion (%) OR 95%CI p
Age
<35 42,9
> 35 25,5 0,427 | 0,305-0,596 | <0,0001
Duration of
infertility
< 5years 41,6
>5 years 35,5 0,815 | 0,624-1,063 0,131
bFSH
<10 mUI/mL 39,8
>10 mUL/mL 19,1 0,360 | 0,162-0,796 <0,05
Formation of
endometrium
Bala 40,8
Other 23,0 0,492 | 0,354-0,682 | <0,0001
Thickness of
endometrium
8-14mm 40,8
Other 23,0 0,435 | 0,271-0,699 <0,05
Number of embryos
<2 embryos 19,7
> 2 embryos 47,6 3,189 | 2,337-4,351 | <0,0001
Quality of embryos
(level 111, level I1)
<2 embryos 28,4
>2 embryos 50,2 2,100 | 1,613-2,735 <0,0001
Transferring
Easy 50,9
Difficult 21,4 0,282 | 0,214-0,372 | <0,0001
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CHAPTER 4. DISCUSSIONS

4.1. CHARACTERISTICS OF PATIENTS TREATED WITH FET
CYCLES

In this dissertation, there were 1208 patients undertaking FET cycles
at National Hospital of Obstetrics and Gynecology within 3 years (from
2012 to 2014) with 1251 FET cycles in total. The number of FET cycles
implemented increase year by year. Objectives in this research are 31,96
+ 4,90 on average at age. The average age of patients increases slightly
year by year with no remarkable difference. Patients under 35 are
majority, which means most of patients are in fertility age (Table 3.1).
It is shown that average age of patients in available researches are
various, depending on study objectives, IVF centres and countries as
well (Hoi Ng. et al 2010, Veleva Z. et al 2013, Feichtinger M. et al
2016, Santos-Ribeiro S. et al 2016). The phenomenon that women
getting married at high age now happen in Vietnam and all over the
world, causing the number of women above 35 undertaking IVF cycles
to increase year by year.

Average duration of infertility is 4,62+2,91 (years). Number of
patients whose duration of infertility under 05 years and from 05 to 10
years is increasing year by year. Meanwhile, number of patiens whose
duration of infertility more than 10 years is decreasing. This can be
explained by awareness of population.

Doing survey on types of infertility brought in 674 patients with
primary infertility, taking for 55,8%, 534 patients with secondary
infertility, taking for 44,2%. Causes by wives are 47,8%. Especially,
causes by ovarian takes for 37,8 % and 79,2%. Meanwhile, in researches
by other authors, causes by husbands or by both husbands and wives
(Veleva Z. et al 2013).

Most of patients in this reseach undertake FET cycles for the first
time. A majority of patients take IVF/ICSI, taking for 93,1%. There were
only 83 cases using classing IVF (taking for 6,9%). This can affirm the
latest trend of using ICSI in IVF treatmeant, not only at National IVF
centre, Nation Hospital of Obstetrics and Gynecology, but also in
Vietnam generally. In Europe, using ICSI is now a new trend by classic
IVF is still popuplar.

Level of bFSH on average is 6,26+1,71 (mUl/mL), mostly
remaining in normal limitation with 96,2% patients. There were only 46
patients with bFSH level more than10 mUI/mL.

All three regimens long GnRH agonis, short GhRH agonist and GnRH
antagonist are used. Long GnRH agonist are used the most with 63,1%,
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antagonist takes for 22,4%, short agonist are used least with 14,6%.

All patients undertook endometrial preparation with hormon. Days of
using E2 on average is 13,26 £1,50 (days). In which, days of using E2 from
12 to 14 days takes for more than 75%. With level of hormon on the day of
transferring embryo on average is 1434,72+506,51 (pg/ml). In reseach by
Park C. et al (2016), level of E2 reached the highest point in FET cycles is
2975+ 1112 (pg/ml) higher than in our research.

By endometrial preparation using hormone, results were positive.
Endometrium on the day of transferring embryo reached 8-14 mm, taking
for 89,9%, there were only 6,4% endometrium under 8mm. Well formatted
takes for 78,6% (table 3.9-3.10). Endometrium is where embryo
implantation taking place, so that the assurance of endometrium quality is an
important factor during a FET cycle. This is also considered as an advantage
of FET cycles thanks to ovarian stimulation regimens, endometrial
preparation under hormone by GnRH antagonist (Bahceci M. et al. 2009).
We found no relations between E2 and characteristics of endometrium in the
endometrial preparation with hormones.

4.2. RESULTS OF FET CYCLES
4.2.1. Quality of embryos after thawing

Total of embryo acquired after thawing is 4043, on average 3,23 +
1,05 (embryo/cycle). In which, there were 63,3% level Ill and level 1l
embryos. Variety in ovarian stimulation regimens does not affect to the
quality of embryos (conclusion over frozen embryos with p>0,05). As far
as we have known, there are two most popular FET solutions: slow-
freezing and vitrification. Up to now, vitrification becomes more and
more popular thanks to its high effiency in reserving embryos
(Rezazadeh V. et al (2009), Giovanna F. et al (2014), Rienzi L. et al.
(2016)). In this research, embryos were frozen-thawed by vitrification
with living rate of 91,5%. This high rate affirms advantages of
vitrification, as well as high capacity of implementing FET cycles at
National Hospital of Obstetrics and Gynecology.

Along with embryo degeneration, quality of transferred embryos
decreased. Quality of embryos before thawing were recorded as: 28,3%
level 111 embryos, 35,0% level Il embryos, 36,7% level | embryos. After
thawing and growing for a short time in standard environment, rate of
level 11l embryos and level 1l embryos decreased by 25,4% and 32,8%.
Because of the fact that embryos afther thawing stopped dividing and a
number of fragments appeared and increased, rate of level I embryos
increased accordingly (Chart 3.6). Up to now, it is still disputatble about
how and at which stages embryos should be reserved. But the ability to
keep living and dividing of embryos increases at late stages thanks to
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some cells’ division do not affect this ability. Moreover, embryos as
blastocyst affirms their ability to live independently (Pavone M. et al.
2011).
4.2.2. Quantity of embryo transferred after thawing

In this research, quantity of embryos transferred after thawing in
every cycle is from 1 to 5 embryos, 2,96+0,9 (embryo/cycle) on
average; in which, cases of transferring 3 to 4 embryos takes for
27,7% and 39,6% (Chart 3.8). The explaination for this is the
objective of increasing clinical pregnancy rate. In fact, our research
shows that transferring 3 — 4 embryos gains higher clinical pregnancy
rate, compared with transferring 1-2 embryos. In the future, when
transferring Day 5 embryos becomes popular at IVF laboratories, it is
necessary to decrease number of transferred embryos per cycle in
order to decrease the possibility of multipregnancy. This is now a
trend in the world (Ferrareti A. et al. 2013, Kupka M. et al 2014).

4.2.3. Rate of clinical pregnancy

With 1251 FET cycles, there were 533 cycles with patients
possessing B-hCG (+), taking for 42,6%. In which, 488 cycles gained
clinical pregnancies, taking for 39,0% (Table 3.12). Clinical
pregnancy rate in ET cycles, according to annual reports from IVF
centres all over the world, varies and it is clear that high number of
transferred embryos brings high clinical pregnancy rate (Valeva Z. et
al. 2013, Chambers G. et al. 2016, Lee G.H. et al. 2015). However,
there is a concensus among researches that FET cycles gain higher
clinical pregnancy rate, compared with transferring fresh embryos.

4.2.4. Multipregnancy and FET cycles

Multipregnancy in FET cycles is higher than in natural cycles. In
this research, there were 81 cycles with multipregnancy, taking for
16,6% of total clinical pregnancy rate. In which, multipregnancy rate
with twins takes for 64,2% of multipregnancy cases, and for 10,7% of
total clinical pregnancy rate. Multipregnancy brings a number of negative
effects on both mothers and infants. It has been proved that
multipregnancy rate relates to the number and quality of embryos
transferred (Ashrafi M. et al. 2015, Sunderam S. et al. 2015). Therefore,
it is highly recommended that doctors need to consider thoroughly
number and quality of transferred embryos to decrease multipregnancy
rate, especially triples for patients undertaking I\VVF cycles.
4.2.5. Etopic pregnancy and FET cycles

Causes for etopic pregnancy in IVF cycles usually go with other
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causes of infertility like high number of transferred embryos, ovarian
deficiencies and fresh embryos transferring (Samara N. et al. 2016,
Muller V. et al. 2016). Meanwhile, there have been a number of
researches showing that in fresh embryo transferring, oocyte stimulants
caus degeneration in ovarian functions and endometrium, leading to
higher possibility of etopic pregnancy. The fact that level of E2 remains
high during the whole cycle leads embryos move disorientedly inside
the Fallopian tubes, causing etopic pregnancy. It is agreed that women
with Fallopian problems face with double higher possibility of etopic
pregnancy in fresh embryo transferring. In this research, this rate was
1,3%, similar with the research by Decleer W. et al (2014). In a FET
cycle, Fallopian tubes were not affected by occyte stimulants, helping
decrease rate of etopic pregnancy rate, compared with fresh embryo
transferring. This fact suggests us to the benefits of FET cycles in cases
with cause of infertility by Fallopian tubes deficiency.

4.3. FACTORS TO RESULTS OF FET CYCLES

4.3.1. Ages of the wives

There have been number of reseaches showing that women with
high ages cause negative results in IVF cycles. In this research, we found
that clinical pregnancy rate in category of women under 35 is higher than
the rate in category of women above 35 (42,9% compared with 26,5%,
p <0,0001) (Table 4.2). This conclusion is similar with researches by
Samer A. et al (1997), Li R. et al (2008), Yeung W. et al (2009), Robert
et al (2016), Hung H. et al (2016). Pregnancy rate after FET cycles in
women above 35 decreases thanks to the low response of ovarian and
low quality of embryos. Moreover, in over 35 year old women, response
of ovarian to endometrial preparation is one of the main cause for
decreasing quality of endometrium.
4.3.2. Types, reasons and duration of infertility

We found that there was no remarkable difference in clinical
pregnancy rate between category with primary infertility and category
with secondary infertility. However, there was a relation between
causes of infertility and clinical pregnancy rate. To cases with infertility
caused by husbands, clinical pregnancy rate after FET cycles are
highest, at 47,5% compared with cases with infertility caused by wives
(36,2%) and cases with infertility caused by both (30,4%) (Table 3.16).
This can be explained with cases by husbands, there were no or not too
much sperms enough to be fertilized in natural conditions, while during
FET or ICSI cycles, the fertilization rate is high, along with high
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quality of embryos. Meanwhile, a healthy wife is a good condition for
implantation.

In this research, we also found that, in cases with too long duration
of inferitility, possibility of pregnancy during FET cycles decrease
remarkably (Table 3.15). This is similar with Hou Z. et al (2013). In our
opinions, there are 02 reasons: too long duration of infertility means that
age of wives are high, and cases with too long duration of infertility have
complicated reasons causing negative results in IVF cycles.

4.3.3. Ovarian stimulation regimens

In this research, more than 1208 patients undertaking FET cycles are
included with low ovarian response patients. Clinical pregnancy rate in three
categories: long GnRH agonist, short GnRH agonist and GnRH antagonist
are 37,5%; 40,7% and 42,3%, with no remarkable difference (Table 3.17).
Ovarian stimulation regimens do affect to the results of IVF cycles or not are
still disputable (Pandian Z. et al. 2010, Sunkara S. et al 2014).

4.3.4. bFSH and pregnancy rate

Ages and increasing level of bFSH are negative signal for infertility.
In this reseach, we categorized bFSH into two types: <10mUI/I and
>10mUI/L. Clinical pregnancy rates in these 2 types are: 39,8% and
19,1%, p<0,0001. High bFSH decreases possibility of pregnancy by
0,358 time (p<0,0001, 95CI= [0,153- 0,566]). This conclusion is similar
with research by Toner J. et al (1991), Pruksananonda K. et al (1996),
Kdous M. et al (2016).

4.3.5. Characteristics of days of using E2 and level of E2 in
endometrium preparation

There have been a number of researches evaluating the effects of
endometrium preparation to clinical pregnancy rate. However,
conclusions of those researches varies (Morozov V. et al 2007, Levron J.
et al 2014, Yu Z. et al 2015, Xiao Z. et al 2012). In present, it is disputable
among researches. But it is affirmative that using hormore brings in
convenience for both patients and doctors thanks to its time and money
saving. In this research, all of patients undertook endometrium preparation
with hormone because of convenience it brings in.

Normally, level of E2 shows how patients response to ovarian
stimulation regimens. In this research, we categoried patients into 3 types
whose E2 level varies, like Foroozanfard F. et al (2016). Results: clinical
pregnancy rate increase accordingly with E2 level, however, the
difference is remarkable (Table 3.21). At the same time, days of using E2
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do not affect clinical pregnancy rate (Table 3.22). In fact, patients in FET
cycles using hormone for endometrium preparation have days of using
E2 and level of E2 remain same result in clinical pregnancy rate.

4.3.6. Characteristics of endometrium to clinical pregnancy rate

In IVF cycles, thickness of endometrium is supervised closely in
order to increase the positive result of FET cycles. We found that
category with endometrium thickness from 8 to 14 mm bring highest rate
of pregnancy at 42,3%. The difference in pregnancy between category
under 8mm and category above 14 mm is remarkable with p < 0,05
(Table 3.24). This conclustion is similar with other reseaches available
about the relationship between endometrium thickness and possibility of
embryo implantation (Lan V. et al 2003, Hoi Ng. et al 2010, Fang R. et al
2016, Bu Z. et al 2016). Meanwhile, thin endometrium is a negative
signal to clinical pregnancy rate.

Regarding formation of endometrium, we affirmed that cases with
well formatted endometrium possess the highest rates of clinical
pregnancy, at 40,7%. Endometrium formation is higher remarkably than
other types (p<0,05). Clinical pregnancy rate between the other types is
the same (Table 3.25). Endometrium formation is a trustful value for
embryo implantation. This conclusion is similar with reseaches by
Serafini P. et al (1994), Ng E.H. et al (2006).

4.3.7. Characteristics of transferred embryos and clinical pregnancy rate
4.3.7.1. Effects of number of transferred embryos to clinical preghancy rate

In this reseach, there were only 5,0% cycles with 01 embryo
transferred leading to clinical pregnancy. Reason for transferring 01
embryo is the number of embryo the patients possess is 01, or after
thawing, there were only 01 embryo to live. In most cases, those embryos
were ungualified, leading to the clinical pregnancy rate to 1,1%. When
categorizing according the number of embryo transferred: 1-2 embryos,
3-4 embryos, we found that: clinical pregnancy rates increases according
to the number of embryo transferred (Table 3.22). This result is similar
with research of Yeung W. et al. 2009, Wen Z. et al. 2013.

However, transferring too many embryos may cause
multipregnancy. This callt he popular side effect of A.R.T. We found that
how many embryos are transferred, more possible multipregnancy is:
transferring 1-2 embryos, multipregnancy rate /clinical pregnancy rate is
9,2%, transferring 3-4 embryos, multipregnancy rate is 19,7% and
transferring more than 4 embryos, multipregnancy rate is 22,5%.
Difference is remarkable with p <0,05. This conclusion is similar with
researches by Luz M. et al. 2016, Hernandez-Nieto A. et al. 2016).
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Therefore, it is strongly recommended that practicians need to consider
the number of transferred embryos according to ages of wives, causes of
infertility, history of medicine dosage and quality of embryos to assure
the possibility of pregnancy and avoide multipregnancy at the same time.
In countries like United States or South Korea, there are
recommendations of the number of transferred embryos to balance these
two possibilities (Han J. et al 2015, Luz M. et al 2016)

4.3.7.2. Affecting of quality of transferred embryo

With patients we implemented the reseach, we found that in cycles
with more than 2 embryos with level Il or more, the clinical preghancy
rate was 48,9%, remarkably higher than cycles with less than 2 embryos
with level 111 or level 11 by 29,3% with p <0,05 (Table 3.23). This result
proves the pivotal role of quality of embryos to the success of FET
cycles. This conclusion is also matching with conclusions by other
researchers (Luz C. et al. (2016), Hernandez-Nieto C. et al (2016),
Veleva Z. et al (2013)).

4.3.8. Affecting of FET cycles to clinical pregnancy rate

Transferring embryos is considered as the last step which decides the
success of an IVF cycle. A FET cycle is considered as difficult when aid
tools are used or catheter is with blood. A number of researches have
proved that a FET cycle with difficulty during transferring embryos is an
independent factor to the pregnancy rate in IVF/ICSI, and it is
recommended to be careful with this factor to increase the possibility of
success rate in IVF cycle (Mansour R. et al. 1999, Salha H. et al 2001,
Tomas C. et al. 2002).

The appreance of blood on catheter is popular in both difficult or
easy FET cycles, but it is more frequently seen in difficult cases. In our
research, clinical pregnancy rate of difficult cases is remarkably lower
than easy cases (45,9% compared with 23,3%, p < 0,0001) (Table 3.26).
However, there is no difference in the pregnancy rate between cases with
clean catheter and cases with unclean catheter (38,7%; 38,6% and 38,6%,
p >0,05) (Table 3.27). This conclusion is matching with other researchers’
conclution (Listijono R. et al 2013, Plowden C. et al, 2016). Although
there are other reverse conclusions in evaluating clinical factors during
transferring embryos, it is confirmed that there is a strong concensus about
the results of difficult FET cycles which decrease pregnancy rate.
Appreance of blood on catheter do affect the success of an IVF cycle or
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not are disputable up to now. However, all of the available researches
show that cathether with blood in a FET cycle negatively affect to the
success of an IVF cycle.

With the strong grounds of results, we conclude that: Ages of wives
and level of bFSH affect the most to the clinical pregnancy rate in FET
cycles (Table 3.28). With other factors during a FET cycle, we can
conclude that thickness and formation of endometrium do decrease or
increase the possibility of pregnancy. A case with highly difficulty in
transferring embryos is negative to pregnancy. After evaluating every
single factors to FET cycles, we summarized and analyzed those factors
to evaluate the total effects to clinical pregnancy rates. In which, the most
affected factor to a FET cycle is the quality and quantity of transferred
embryos, ages of wives, level of FSH, and endometrium preparation on
the day of transferring embryos. Other factors during FET cycles do
affect the possibility of pregnancy, but somehow less. This conclusion is
agreed with other reseachers (Veleva Z. et al. 2013, Alrayyes et al. 1997,
Pandian Z. et al. 2013, Bu et al 2013).

CONCLUSION
1. Characteristics of FET cycles at National Hospital of Obstetrics
and Gynecology (2012-2014)

- Age on average: 31,96+4,90; Duration of infertility on average:
4,65%2,91 (years)

- Primary infertility is 55,8%
- bFSH on average: 6,26 = 1,71 (mUIl/mL)
- Patients with endometrium preparation with hormone E2 and P4

- 89,9% patients whose endometrium thickness is from 8-14 mm;
78,6% patients whose endometrium formation is well formatted.

2. Results of FET cycles
- Living embryo rate: 91,5%
- Number of transferred embryos on average: 2,96 %= 0,9
(embryos/cycle); Implantation rate is 16,1%

- Clinical pregnancy rate : 39,0%; Developing pregnancy rate:
34,7%; Multipregnancy rate/clinical pregnancy rate: 16,6%

3. Factors to FET cycles

- Ages over 35, bFSH >10mUIl/mL difficulty during transferring
embryos do negatively affect to the clinical pregnancy rate.
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- Formation and thickness of endometrium, quantity and quality of
transferred embryos do affect to the clinical pregnancy rate.
Interferenc available do affect negatively or positively to the clinical
pregnancy rate.

RECOMMENDATIONS

Establish a well formatted FET strategy matching with various types
of patients

Implement endometrial preparation with usual hormones because of
its convenience in managing patients, affordability and satisfying
requirements for endometrium during FET.

Not essential for E2 test during FET with endometrial preparation
with hormones.

Ages, duration of infertility, bFSH are objective factors. We need to
consider affecting factors such as endometrial preparation, number of
embryo transferred and quality of embryo transferred and techniques
of transferring embryos so that success rate in FETs could be
enhanced.

FURTHER RESEARCHES AVAILABLE

. Evaluating the effect of assisted hatching and PGD/PGS to the results
of FETs.

. Evaluating labo and clinic factors to the live birth rates and newborn
characteristics of infants born with FETSs.
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