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PAT VAN PE

Ti€m tinh trung dong lanh tir mao tinh vao bao twong noan ngay cang
m& rong tai cac trung tdm HO trg sinh san trén ca nudc va trén Thé Gidi.
Phuong phép nay gitip cho céc cip vo chong vo sinh do khong c6 tinh tring
¢6 co hdi lam cha lam me ma trudc tudng nhu bé tic. Dac biét giam chi phi
diéu tri, giam nguy co giy ton thuong l1én tinh hoan va mao tinh, giam ap
lyc tAm 1y cho bénh nhan va nhén vién y té. Nhidu nghién ctru trén Thé gidi
da cho thay khong c6 su khac biét vé ty 1é thanh cong khi sir dung tinh tung
tuoi hay tinh tring déng lanh choc hut tir mao tinh. Hau hét cac nghién ciru
nay v6i ¢& mau nho, khong theo ddi doc dén khi sinh em bé va khong danh
gia chi tiét cac yéu t6 anh huong dén két qua co thai. Tai Viét Nam phuong
phap nay méi chi duge thuc hién ¢ cac trung tdm 16n. Vi vay ching toi tién
hanh nghién ctru dé tai: “Nghién ciru hiéu quéa diéu tri vé sinh nam
bang phwong phap tiém tinh tring dong lanh thu nhén tir PESA vio
bao twong nodn tai Bénh vién Phu San Trung Uong” véi cic muc
tiéu sau:

1. Panh gia hiéu quad cua phwong phap tiém tinh trung dong lanh thu
nhdn tir PESA vao bao twong nodn tai bénh vién phu san Trung Uong.

2. Phdn tich mét sé yéu té anh hudng dén hiéu qud ciia phwong phéap
tiém tinh trung dong lanh thu nhdn twr PESA vao bao twong nodn

NHUNG PONG GOP MOI CUA LUAN AN

1. Luén an da dua ra dugc ty ¢ thanh cong khi st dung tinh tring dong lanh
tir PESA tiém vao bao twong nodn trén sb chu ky KTBT va sb chu ky
chuyén phéi 16n, xac dinh duge diém cut off cia mat d6 va do di dong tinh
trung trudc déng voi kha nang tinh tring chét hoan toan sau ri dong.

2. Nghién ctru dau tién theo ddi va danh gla tir khi kham 1am sang, choc
hat mao tinh, trir lanh tinh trung dén giai doan cubi cung cua didu tri vo
sinh bang thuy tinh trong éng nghiém d6 1a khi dtra tré thu tinh trong éng
nghiém ra doi.

3. Tong két twong dbi toan dién cac yéu t6 don bién va da bién anh huéng
dén két qua thanh cong cua phuong phap tiém tinh tring déng lanh tir
PESA vao bao tuong noan.

CAU TRUC CUA LUAN AN
Luédn 4n bao gdm 143 trang, 4 chuong, 34 bang, 12 biéu do6, 194 tai liéu
tham khao véi 44 tai liéu tiéng Viét va 150 tai li€u tiéng nuoc ngoai.
Phan dat van dé: 02 trang; chuong 1: tong quan tai liéu 36 trang; chuong
2: d6i trong va phuong phap nghién ciru 17 trang; chwong 3 két qua nghién
ctru 33 trang; chuong 4 ban luan 53 trang; két ludn 2 trang; khuyén nghi 1
trang; danh muc bai bao lién quan; tai liéu tham khao; phu luc.
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CHUONG 1: TONG QUAN TAI LIEU
1.1. Mot s6 khai niém vé vo sinh
1.1.1. Pinh nghia va phén loai vé vo sinh.
1.1.2. Tinh hinh v sinh trén Thé gi6i va Viét Nam.
1.2. Co quan sinh duc nam
1.2.1. Pic diém giai phdu co quan sinh duc nam

Co quan sinh dyc nam gom hai tinh hoan nam trong biu, duong dan tinh,
cac tuyén cta duong din tinh va duong vat. Cac tuyén phu thuc dudng dan
tinh bao gom tdi tinh, tuyén tién liét, tuyén hanh niéu dao va céc tuyén niéu
dao. Nhiém vu cua cac tuyén nay 1 bai tiét cac dich hoa Ian véi tinh triing
dé tao thanh tinh dich.

1.2.2. Qué trinh sinh tinh trang

Sinh tinh tring & nguoi 14 mot chudi cac qua trinh phirc tap voi muc dich
tao ra nhitng tinh trung truéng thanh c6 kha nang thu tinh véi noan. Tinh trung
duoc xem 1a mot té bao co kich thudc nhé trong co thé. Pay 1a loai té bao co
tinh biét hoa cao do dé chira thong tin di truyén tir nguoi cha, c6 kha ning di
chuyén trong dudng sinh duc nit, nhan biét va thy tinh v6i noén.

Qua trinh sinh tinh dién ra & trong 1ong 6 ong sinh tinh cua tinh hoan thong
qua qua trinh nguyén phén dé gia ting s6 luong va giam phan dé tao bo
nhim séc thé don boi. Sau khi dugc tao thanh, tinh tring di chuyén vao mao
tinh va truéng thanh & day trude khi duge xuét tinh ra ngoai.

1.2.3. Piéu hoa hoat dong ndi tiét nam givi
1.3. Khéng cé tinh trung trong tinh dich

Khéng c6 tinh tring trong tinh dich 1a trudng hop khong tim thay tinh
tring trong mau xuat tinh da duoc ly tm 3000 vong/phdt trong 15 pht,
khéng bao gom truong hop xuat tinh nguoc dong. Bé két luan truong hop
khong c6 tinh tring can phai xét nghiém 2 lan cach nhau 3-5 ngay .

Nguoi ta phan loai cac truong hop khéng cé tinh trung trong tinh dich
lam hai loai chinh 1a khéng c6 tinh tring do tic nghén (obstructive
azoospermia) va khong do tic nghén (non-obstructive azoospermia).

1.3.1. Khéng c6 tinh triing khéng do tic nghén.
1.3.1.1. Bénh Iy ving duéi doi tuyén yén

- Hoi chiing Kallmann

- Ho6i ching Prader-Willi

- Thiéu FSH don thudn

- H6i chirmg Laurence Moon Bandet Biedl

- Tang prolactin trong mau.
1.3.1.2. Do bét thuong di truyén

- Hoi chung Klinefelter

- Hoi chimg XYY



- Réi loan XX

- Hoi chirng Noonan
1.3.1.3. Bé¢nh ly tinh hoan

- Tinh hoan lac chd

- Khéng c6 tinh hoan bam sinh

- Do viém tinh hoan

- Gian tinh mach thirng tinh
1.3.2. Khéng c6 tinh triung do tic nghén.
1.3.2.1. Téc nghén trong tinh hoan

- Hoi chirng xo0dn qua mirc 6ng sinh tinh (hypercurvature syndrome)

- Téc luéi tinh (rete testis obstruction)
1.3.2.2. Tic ngh&n mao tinh

- Teo bam sinh mot phan mao tinh

- Viém mao tinh

- Chén thuong

- Khong ndi thong giita dng ra (efferent ductules) va 6ng mao tinh
(epididymal duct)

- Hoi chirng Young.
1.3.2.3. Téc 6ng dan tinh

- Bét san 6ng dan tinh hai bén

- Xo hoéa nang

- Do viém nhiém
1.3.2.4. Tac 6ng phong tinh
1.3.3. Cac k¥ thuat thu nhén tinh trung trong cac trwong hgp vo tinh

- Lay tinh trung tr mao tinh bang vi phau thuat (Microsurgical
Epididymal Sperm Aspiration-MESA)

- Choc hut tinh trung tir mao tinh kim qua da (Percutaneous Epididymal
Sperm Aspiration-PESA)

- Choc hut tinh trung tir tinh hoan qua da (Testicular Fine Needie
Aspiration-TEFNA).

- L4y tinh trang tir tinh hoan bang phau thuat xé tinh hoan (Testicular
Sperm Extraction - TESE)
1.4. K§ thuit trir lanh trong hd tre sinh san
1.4.1. Anh huéng cia quéa trinh bao quan lanh Ién tinh trung

Ton thuong tinh tring trong qua trinh trit lanh 1a do hién tuong tao thanh
cc tinh thé da trong va ngoai té bao. Hién tugng ndy xdy ra trong qué trinh ha
nhiét va goi 1a hién tuong shock lanh. Hau qué cta sy hinh thanh tinh thé da
lam lugng nude ¢ thé long giam di, do do nong do cac chét hoa tan tang nén
gay mat can bang vé ap lyc thim thau, kéo nude tir bén trong té bao ra ngoai,
lam ton thuong mang lipoprotein cua té bao. Tén thuong do tinh thé d4 nay
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khong chi xay ra trong qua trinh dong lanh ma ca qua trinh ra dong. Tuy nhién,
bao quéan lanh tinh tring gitip bao ton kha ning sinh san & bénh nhan thiéu tinh,
nhugc tinh hodc két hop thiéu- nhuoc- quéi tinh. Pong thoi ¢6 thé cai thién s6
tinh tring di dong tién t6i va tang ty 1& c6 thai & bénh nhan nay khi thyc hién k§
thuat thu tinh nhéan tao. Viéc bao quan lanh tinh tring két hop vai thu tinh nhan
tao dudong nhu 1a mot phuong phép dicu tri 1y tuong cho nam gidi vo sinh.
1.4.2. Cac quy trinh dong lanh tinh trung thu nhin tir phiu thujt

Mic dit mang dén co hdi duoc 1am cha ¢ cac bénh nhan vé tinh, quy trinh
thu nhan tinh tring tir phau thuat néu Iap lai nhiéu Ian s& gay nhiing bét loi sau:

- Tao ap lyc tam 1y lén bénh nhan.

- Gay ton thuong 1én tinh hoan nhu: gay rdi loan cu trac cta tinh hoan,
1am teo tinh hoan khong phuc hoi, gay ton thuong 1én qué trinh sinh tinh va
dic biét c6 thé 1am mét chire nang ndi tiét cua tinh hoan.

- Tang chi phi diéu tri.

- Tang nguy co bién chimg (tu mau biu)

Dic biét mot sd trudng hop van khong tim thay tinh trung khi thuc hién
TESE viao ngay choc hut tring mic du két qua giai phau bénh 1a c6 tinh
trung. Trir lanh tinh tring s€ giap dam bao ¢6 tinh trung cho ICSI vao ngay
choc hut trimg. Theo nhiéu nghién ctru trén thé gidi, khong ¢ su khac biét
vé két qua thy tinh khi sir dung tinh tring tuoi hay tinh tring dong lanh tir
mao tinh. Quy trinh trir lanh tinh trung ¢ céc trung tdm thu tinh trong ong
nghiém thuong khac nhau vé chi tiét va tay thudc vao timg diéu kién cua
mdi trung tam.Tuy nhién, cic quy trinh ndy vé co ban 1a gidng nhau. Choc
hut tinh tring tir mao tinh qua da. Mau tinh trung s& duoc danh gia dudi
KHYV déo nguogc vt kinh 10:

- 1+: ¢6 1 - 3 tinh tring séng trén 1 vi truong.

- 2+:¢0 4 - 10 tinh tring sbng trén 1 vi trudng.

- 3+:¢6 > 10 tinh tring séng trén 1 vi trudng

Trong trudng hop mau tinh tring d4nh gia 3+ s& dugc tu van cho bénh
nhéan dé dong lanh.
1.5. Quy trinh phwong phap PESA/ICSI sir dung tinh trung dong lanh
1.5.1. Kich thich buéng tring
1.5.2. Chgc hit noan va chuéin bi nodn
1.5.3. Ra déng tinh trung PESA dé chuin bj tinh trung
1.5.4. Tiém tinh trung vao bao twong noan (ICSI)
1.6. M@t s6 yéu t6 anh hwéng dén két qua cia ky thuat PESA/ICSI sir
dung tinh trung dong lanh
1.6.1. Yéu t6 tir ngudi chong anh hwéng dén két qua caa ky thuat
PESA/ICSI sir dung tinh trung dong lanh

- Vi tri thu nhan tinh trung.



- Nguyén nhén v6 tinh.

- Tudi, xét nghiém ndi tiét ciia ngudi chong.

- Mat d9, ty 1¢ tinh trung di dong trudc trir va thoi gian trit dong.
1.6.2. Yéu to6 tir ngwoi vg anh hwéng dén két qua cia ky thuit
PESA/ICSI sir dung tinh trung dong lanh.

- Nguyén nhan vé sinh

- Thoi gian v6 sinh

- Tubi, cac xét nghiém noi tiét cua nguoi phu nd.

- S6 lugng va chét lugng phodi chuyén vao budng tir cung

- B§ day va hinh thai niém mac tr cung

- K§ thuat chuyén phéi.
1.7. Cac nghién ciru vé thu tinh trong 6ng nghiém véi tinh trang thu
nhén tir PESA

’ CHUONG 2
POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. Pia diém nghién ctru: Trung tim HTSS Qudc gia- Bénh vién PSTW
2.2. Thoi gian nghién ctru: Tir thang 1 ndm 2014 dén hét thang 9 nam 2017
2.3. Poi twgng nghién ctru

* Tiéu chuan lya chon ddi tuong:

- Cac cip vo chdng da dugc chan doan 14 v6 sinh do khong cé tinh trang.
Ngudi chdéng duoc kham, do kich thudc tinh hoan, xét nghiém néi tiét xac
dinh 14 v6 tinh do bé tic. Lam test choc hut ¢6 tinh tring trong mao tinh, danh
gia trén KHV dao nguoc ¢o trén 10 tinh trung di dong trong 1 vi truong.

- Nguoi vo khong qué 40 tudi.
- Pong ¥ tham gia nghién ctru.

* Tiéu chuén loai trir:

- Cac truong hop vo vo sinh vi mdt trong nhitng nguyén nhan sau:

+ Do dap tmg kém véi kich thich budng trimg.

+ Do u xo tir cung, polip, dinh budng tir cung...

+ R&i loan phong nodn do Prolactin trong mau cao.

- Loai trir cia ngudi chong:

+ Xuét tinh nguoc dong.

+ Xin tinh trung.

- C6 cac bénh 1y ndi ngoai khoa, truyén nhidm, bénh lay truyén qua
duong tinh duc, HIV/AIDS, cac bénh 1y di truyén...

2.4. Phuong phap nghién ciru
2.4.1. Thiét ké nghién ciru: mo ta tién ciru



2.4.2. Cé mau:

Theo nghién ciu ctia Truong T.Thanh Binh (2012) ty 1€ c6 thai LS cua
nhom tinh tring dong lanh tir mao tinh la 48,6%. Nghién ciu chon £ = 0,17.
Thay vao cong thic trén ta tinh dugc ¢d mau 1a 140. Trén thuc té chung toi
thu thap dugc 197 cip vo chong tham gia vao nghién ctru.

2.4.3. Quy trinh nghién ciru

| Cac cdp vg chong vo sinh khong cd tinh tring (Azoospermia) |

| Choc hit mao tinh qua da'dé chan doan (PESA) ‘

C6> 10 tinh tring di Khéng dong ¥ trix C6 <10 tinh tring di Khang c6 tinh
dong vitruong ¥ lanh dong/ vi trwong tring
| Dong ¥ trit lanh tinh tring (1=197) | | Dimg nghién ciru ‘
Ré dong du tinh trung thye hién k¥ thuat ICSI Ré dong khong du Ré dong thoai
(N'= 166 chu ky KTBT; 140 chu ky chuyén phoi tioi; 26 chu lam ICSI hoa hoan toan
kyDPTB; 55 chu ky chuyén phos trit lanh) =23 m=3§
121 ¢d thai 45 khong c6 thai Choc hit mao tinh lai dé lam ICSI

Danh gia ket qua qua trinh thy tinh trong ong nghiém.
Theo doi qua trinh thai nghén
Két qua sinh: cin ning, gidi tinh, tinh trang, tuan thai.




2.5. Cach thic tién hanh

— Céc cap vo chéng duogc kham lam sang lam xét nghiém chuan doan véo
sinh khong c6 tinh tring do bé tic. Thu nhan méu tinh tring bang choc hut
tir mdo tinh qua da (PESA), nho 1 giot khoang 10ul tinh dich 1én budng
dém Makler, xac dinh mat do va ty 1¢ tinh tring di dong tién t6i. Tién hanh
d6ng lanh mau tinh tring, cho mau tinh tring choc hut vao dng nghiém 5ml
da dugc chuan bj trudc 2 16p thang ndng do 45% va 90% mdi 16p 0,5ml ciia
hang Vitrolife (sperm grade). Ly tam 1500 vong/ phut trong 15 phat. Hat
lay can tinh trung & day dng nghiém, nho vao 6ng nghiém 5ml di chuan bi
san 1ml moi truong IVF. Ly tdm 1500 vong/ phut trong thoi gian 5 phut.
Hut 14y cin 0,3ml & day dng dé trir lanh. Can bang dich v&i méi trudng trit
lanh (sperm freeze) theo ty 18 1:0,7, dé trong nhiét d6 phong 5 phut. Quy
trinh dong lanh dugc thuc hién theo phuong phap dung may ha nhiét d6 da
ci san chuong trinh.

— Quy trinh ra déng: Mau sau 1d cho ra dia Petri nho va soi dudi KHV
ddo ngugc vat kinh 10 dé danh gla tinh trung song sau ra. Néu soi ¢o trén 2
tinh tring séng trong 1 vi truong, mau dugce loc rira lai dé loai bo chat bao ) quan
trude khi lam ICSI. Néu soi ¢ it hon 2 tinh tring song trong 1 vi trudng, mau chi
can rira v6i 1ml moéi truong IVF, ly tdm 1500 vong/ phut trong thoi gian 5
phat. Hit 1y cin ¢ day ong dé lam ICSI. Can sau loc rira dugc soi lai dudi
KHV déo nguoc, néu thiy tinh tring bat dong hoan toan tién hanh lam
Swim out trén dia Petri 60. Dt 5-10 pl can tinh trung vao gitra cac ¢t moi
truong IVF, phu dau dit trong ta cay 5%CO2 nhiét do 37°C khoang 30
phat. Soi 1al duoi KHV dao ngugc neu khong thay tinh trung song boi ra ria
giot, hodc s6 luong tinh trung song it hon s trimg choc hut cua bgnh nhan
thi tién hanh choc hut lai mao tinh lay tinh trung tuoi thye hién ICSI.

—Céc qui trinh TTTON dugc tién hanh thudng quy.

2.6. Céc bién s6 va tiéu chuén nghién ciru.

- Céc bién s6 lién quan dén nguoi chong: tudi, chi s6 xét nghiém noi tiét,
s6 lugng va do di dong tinh trung trudc dong, thoi gian dong lanh.

- Céc bién s6 lién quan dén nguoi vo: tudi, thoi gian, loai v0 sinh, chi s6
xét nghiém noi tiét, sO nang thir cap, liéu FSH ban dau, phic d6 KTBT,
nong do E2, d6 day va hinh anh NMTC ngay tiém HCG.

- Cac bién s6 lién quan dén chu ky TTTON: s6 nodn thu dugc, s noin
thy tinh, s6 lugng va chat lugng phoi chuyén, k¥ thuat chuyen phoi.

2.7. St ly va phan tich so liéu: Thu thép theo phiéu diéu tra, xir 1y s6 liéu
theo SPSS 16.0. V& biéu d6 bang phan mém Excel 2010.
2.8. Khong ché sai s6 va yéu t6 nhiéu
2.9. Van dé dao dirc trong nghién ctru
- Pé tai dugc hoi dong khoa hoc va hoi dong y dire thong qua.
- Thong tin ca nhan dugc bao dam gitt bi mat.
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CHUONG 3: KET QUA NGHIEN CUU

Nghlen ctru 197 cdp vo chong vo sinh c6 tinh trung dong lanh choc hut
tr mao tinh (PESA) tai trung tim Ho trg sinh san Quoc Gia tir 1/2014 den
thang 1 nim 2017 phtt hop véi tiéu chuan chon lya, ching t6i thu dugc két
qua nhu sau
3.1. Mot sé dic diém ciaa cip vo chong cé tinh trung dong lanh chec
hut tir mao tinh.
3.1.1. Pic diém cia nguoi chong

Bdng 3.1. Pdc diém |am sang va xét nghiém ciia nguéi chang

Pic diém Trung binh Min Max
Tudi (nim) 31,4+56 21 55
Thoi gian vo sinh (nidm) 42+3,7 1 20
Thé tich tinh hoan (ml) 17,65 + 2,81 10 25
FSH (1U/L) 4,76 + 2,89 1,09 33,87
LH (1U/L) 479+276 1,19 16,43
Testosteron (nmol/L) 17,15+ 7,44 1,8 41,76

3.1.2. Pic diém cia ngudi vo diéu tri bang phwong phap PESA/ICSI ¢
sir dung tinh tring déng lanh tir mao tinh .
Béng 3.6. Cac chi s0 danh gia du trir buong tring theo nhém phac do KTBT

L Phac do dong van Phac do
4¢d0 ™ ppsc a5 | Phacdo dai |  déivan Chung )
. R ngan n = 30 n=>58 n=78 n =166

Chiso (@) (b) ©
FSH p(a/b)=0,530
(IU/L) 6,52 + 2,83 6,21+1,83 6,11+1,55 6,22+1,93 | p(a/c)=0,208
p(b/c)=0,471
LH p(a/b)=0,043
(UL | 4493226 | 514+192 | 5188296 | 504+251 p(a/c)=0,132
p(b/c)=0,449
Estradiol p(a/b)=0,727
(pmol/ | 38,99+24,34 | 36,51+27,67 | 34,65+18,76 | 36,08+23,14 | p(a/c)=0,487
L) p(b/c)=0,848
Prolactin p(a/b)=0,634
(mIU/) 427,71+309,7 | 451,63+£225,5|406,21+235,9 | 425,96+246,6 | p(a/c)=0,977
p(b/c)=0,559
p(a/b)=0,022
AFC | 7,97+3,79 | 10,22+#3,22 | 11,60+4,70 | 10,46+4,26 | p(a/c)=0,000
p(b/c)=0,020
p(a/b)=0,693
AMH 4,15%4,02 4,57+2,65 5,28+3,02 4,831£3,12 | p(a/c)=0,060
p(b/c)=0,060
Tubi vo p(a/b)=0,001
(n?lm). 31,346,34 | 27,76+3,98 | 27,09+3,99 | 28,08+4,73 | p(a/c)=0,000

p(b/c)=0,326
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3.2. Hiéu qua cia phwong phap tiém tinh tring dong lanh chec hat tw
mao tinh vao bao twong noan (PESA/ICSI).
3.2.1. Hiéu qua ctia phwong phap trir lanh tinh trung chgc hit tir mao tinh

12,0% g 13
4.0% (] = Dbu 'lam, ICSI
B Cheét het
Khoéng da lam ICSI

Biéu do 3.5. Pic diém cia tinh trung sau ra

| Buéng cong ROC mat dé tinh trung trwée dong F_?u»fmg cong ROC ty I tinh trung di dong trwée déng
- -
—

. e TE 17 di 8 &
g ‘_'::
= <
£ <
= 067 S 06
2 2
5 5 —
] 5
a a
Z
S 04+ E
E £ os

@
@ 5
“
024 024
EE%01 = 0752 - 0,959
0. - T
00 02 o4 os os 10 o T T

oo 02 Cll4 D‘E 08 10
1-Specificity (Duong tinh gid) 1 - Specificity (Dwong tinh gid)

Biéu dd 3.6. Ngudng mat dd tinh tring trwéce dong tién doan kha ning
chét toan b sau ra déng: V6i ngudng mat do tinh trung trude dong < 0,65
triéu /1ml tién doan sau ra dong tinh trung bi chét toan b voi do nhay 87,8%;
do dac hi¢u 87,5%.

Biéu d6 3.7. Ngudng ty I¢ tinh trung di dong trwéc dong tién doan kha
niing chét toan bd sau ria dong: Véi ngudng tinh tring di dong trude dong <
9% tién doan kha nang tinh tring chét toan bo sau ra dong véi do nhay 86,2%
va d¢ dac hiéu la 87,5%.

3.2.2. Hiéu qua cia kich thich budng trirng
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Bang 3.10. Pic diém va két qua kich thich budng tring

. aA PP dong vin £e A
hac A0 5 1 1ein | PD dai P}znd:;g)an Chung
Chi (n=30) | (n=58) O n=166 P
(€)) (b)
Tonglicu| oa90 54 | 17427+ | 15881+ |17333+ |P(&/0)=0.037
FSHtungl g5 5 530,2 5854 | 6337 |P(&/€)=0,000
binh (1U) ! ! ! " Ip(b/c)=0,071
S6 ngay _
dung FSH p(a/b)=0,000
> 93411 | 99407 | 96+07 |9,6+0,8 |p(a/c)=0,122
trung binh 0(b/c)=0,004
(ngay) ’
Tongso | g5 706 986 1977
noan
S6 noan p(a/b)=0,023
uma | 95+60 | 122£4,9 | 126472 [119+63|p(@/c)=0,015
9 p(b/c)= 0,409
Nie p(a/b)=0,151
IMMAC 193421 | 11,9424 | 109+1,7 |11,3 +2,1|p(a/c)=0,274
to cung _
(mm) p(b/c)=
0,007

3.2.3. Higu qua cia tiém tinh trung dong lanh tir mao tinh vao bao
twong nodn va nudi cay phoi
Bang 3.11. Két qua tiém tinh trung vao bao twong noan

o dd Phic d6 dong vin PP dobi
2% "PDngin | PD dai van Chung 0
.y =30) (n=58) (n=78) (166)
Chi so (n
PN (@ (b) ©
Tong so 186 438 650 1274
phoi
SOPhOITB | 654375 | 753391 [833+576| /0" |p(alc)<0.05
TL thy tinh 82,3+
0% |B29%187| 8284188 |8L7£175) " p>0,05
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Béng 3.12. Két qua chuyén phéi theo nhém phéc db kich thich budng tring

Phicdol _PDdongvan | pp 4 van | Chung
) PD ngan | PD dai (n=64) (n=140) p
Chivsﬁ i (n=26) | (n=50)
Tong so phoi | 74 151 200 427
] chuyén _
S6 phdi chuyén | 2,92
P - y 079 |302t062| 313074 3,05+0,72|p>005
Tong sb tii thai | 23 51 59 133
T§ 16 1am tb 23/76 | 51/151 59/200 133/427 |p>0,05
v (30,2%) | (33,8%) (29,5%) (31,1%)
Tylédathai | 231% | 34,0% 26,6% 28,6% |p>0,05
Ty 1é sinh sbng | 46,2% | 56,0% 48,4% 50,7% |p>0,05

Bang 3.13. Ty I c6 thai 1am sang cong don sau tirng chu ky chuyén
phéi trong mgt chu ky KTBT

Thai lam sang (n/N;%0)

S6 chu ky CP tuoi 86/140 (61,4%)
Chuyén phoi twoi — N=140
Chuyén phéi trir lanh (N =55) 35/55 (63,6%)
Thai cdng don (N=166) 121/166 (72,9%)

Bang 3.14. So sanh két qua ICSI sir dung tinh trung twoi va tinh tring

ra dong choc hat tir mao tinh
Chi sb Tinh trung déng | Tinh trung p
’ lanh tuoi
S6 noan trung binh 11,91+ 6,34 14,19+ 5,49 | 0,062
Sb phoi trung binh 7,67 4,89 8,71+458 | 0,273
Ty 18 thu tinh (%) 82,3+18,1 80,24 + 17,47 | 0,503
S phai tét trung binh 5,67 + 4,52 584+392 | 085
S6 phéi chuyén trung binh 3,05+0,72 2,79+1,15 | 0,496
Két qua co th‘al lam sang/ chu 61.4% 59.3% 0,497
ky CP

Ty 18 lam to 31,1% 24, 7% 0,259
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Bang 3.15. Két qua khi sinh ciia nhém sir dung tinh tring dong lanh
choc hut tir mao tinh.

Két qua nIN TV 16 % Trungl\t/’lg‘xr; (Min-
Phuong phéap sinh
- Sinh mé. 61/71 85,9%
- Sinh thudng 10/71 14,1%
Tudi thai khi sinh Py
- <37 tuan 24/71 33,8% FS o an
_>37 tudn 4771 66.2% (28 - 40) tuan
Can nang khi sinh:
- < 2500 gram. 41/102 40,2% 2660,3 + 698,1 gram
->2500 gram 61/102 59,8% (800 — 3900) gram
S& em bé khi sinh:
-Sinh 1 40/71 56,3%
- Sinh 2 3171 43,7%
Gi6i tinh:
- Trai 55/102 53,9%
- Géi 47/102 46,1%
Di tat bam sinh 0/102 0%
Chét chu sinh 1/102 0,98%

3.3. Mt sb yéu td anh hwong dén két qua phwong phap tiém tinh tring
dong lanh choc hat tir mao tinh vao bao twong noan

3.3.1. Céc yéu to cia ngwoi chong anh huwong dén két qua thu tinh
trong 6ng nghiém

Bang 3.16. Céc yéu té ngwoi chong anh huwéng két qua co thai

Yéu té Cé thai Khdng ¢6 thai D
(n =86) (n=54)
Tudi (ndm) 31,3+55 32,2+6,7 0,368
FSH (1U/L) 481 +38 451+1,76 0,591
LH (IU/L) 459+ 277 4,57 +2,02 0,963
Testosterone 17,17 +7,42 17,77 + 6,38 0,627
Thé tich tinh hoan (ml) 17,59 + 3,01 18,28 + 2,14 0,148

3.3.2. C4c yéu t6 ciia ngudi vor anh huomg dén két qua thu tinh trong 6ng nghiém
3.3.2.1. Cac yéu to cua ngwoi vo lién quan dén so noan thu dwoc sau
choc hut
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Biéu d6 3.11. Méi twong quan giira nong do FSH va so noan
Biéu do 3.12. Méi twong quan giira nong dd E2 va s6 noin

3.3.2.2. Cic yéu to ctia ngudi vo lién quan dén ty 1§ c6 thai 1am sang.

Béang 3.22. Cac yéu té nguoi v anh hwang két qua co thai

véu tb Cr:]é:tggi Khér?i (;504 thai 0
Tubi (ndm) 28,1+ 4,22 28,9+57 0,321
Thoi gian vé sinh | 3,95 + 3,08 478 +4,71 0,213
Niém mac tir cung 11,49+2.2 11,27 £ 2,05 0,568
S nodn choc hut 11,2+ 4,63 9,31 +£5,04 0,025
S6 phoi thu dugc 7,52 +3,95 5,72 + 3,77 0,009
S6 phoi chuyén 3,15+0,52 2,89 +0,92 0,034
Tyléthutinh  |83,7% + 16,1% | 81,9% + 21,7% 0,586
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Bing 3.31. Phan tich don bién céc yéu t6 anh hwong dén két qua
c6 thai 1am sang.

Ty 1¢ thai
Cic chi tidu yema o or | 95%cl D
lam sang
Tudi vo
< 35 tudi 79 (62,7%) | 0,595 | 0,196 - 1,802 | 0,259
>35 tudi 7 (50,0%)
Thoi gian v6 sinh
83 (63,8%)
<10 nim 0,246 | 0,06 - 0,983 | <0,05
3 (30,0%)
> 10 nam
Hinh 4nh NMTC
Bala 80 (71,4%) | 0,109 | 0,04—-0,289 | <0,001
Khéng ba la 6 (21,4%)
P day NMTC
8 — 14mm 76 (61,3%) | 1,053 | 0,359 —3,083 | 0,577
Khéc 10 (62,5%)
S6 lwong phdi chuyén
< 3 phoi 4 (23,5%) 6,5 1.994 - <0,001
P 7 ! 21,189 !
> 3 phdi 82 (66,7%)
Chit lwgng phéi
chuyén 2,559 —
. 22 (38,6%) | 5,359 ’ <0,0001
< 2 phoi tht (38,6%) 11,224
Ao 64 (77,1%)
> 2 phéi tot
Piém chuyén phoi
<4 diém 14 (38,9%) | 0,283 |0,128-0,623| 0,01
5— 6 diém 72 (69,2%)
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Bang 3.32. Phan tich hoi quy da bién cac yéu t6 anh hwéng dén ty Ié
¢6 thai 1am sang

Csic chi tiéu Ty "E(;;’) thai Ogﬁll‘l‘lf“ 95% ClI D
Thoi gian vo sinh
< 83 (63,8%) 0,073 -
<10 nim "o 0,394 i 0,283
> 10 nim 3(30,0%) 2,145
A 80 (71,4%) 0,108 0,037~ 1 <0001
0, ' ’
_ Khongbala 6 (21,4%) 0,318
So lwgng phéi chuyén 0434
< 3 phoi 4 (23,5%) 1,840 7809 0,408
>3 phoi 82 (66,7%) ’
Chat lwgng phoi
chuyén 0 1,333 -
o | 2G| s | RS <o
> 2 phai tot '
biém chuyén phéi 0190 —
<4 diém 14 (38,9%) 0,520 1429 0,203
5 -6 diém 72 (69,2%) :

3.3.2.3. Cac yéu t0 lién quan dén ty 1¢ tré sinh song.
Béng 3.33. Phan tich don bién cic yéu to dnh hwén

dén ty 18 tré sinh song.

Cac chi tiéu Ty 1€ tré sinh | OR hi¢u
song (%) chinh 95%Cl P
Tudi vo i
< 35 tuoi 65 (51,6%) 0,976 0,56 - 1,701 0,931
>35 tudi 6 (42,9%)
Thai gian VS
<10 nim 68 (52,3%) 0,391 | 0,097- 1,578 | 0,187
> 10 nim 3 (30,0%)
Hinh anh NMTC
Bala 67 (59,8%) 0,109 0,04 -0,289 | <0,001
Khéng ba la 4 (14,3%)
Do day NMTC
8 —14mm 63 (50,8%) 0,968 0,342 -2,743 | 0,952
Khac 8 (50,0%)
S0 lwgng phéi chuyén
< 3 phoi 3 (17,6%) 5,77 1,578 -21,099| <0,01
> 3 phai 68 (55,3%)
Chat lwgng phéi chuyén
<2 phoi tot 17 (29,8%) 4,381 2,122 - 9,046 | <0,0001
> 2 phai tot 54 (65,1%)
biém CP i
<4 diém 10 (27,8%) 0,271 0,119-0,62 | <0,01
5 -6 diem 61 (58,7%)




16
Bing 3.34. Phén tich da bién cac yéu t6 anh hwéng dén ty 18 tré sinh song.

. . en Ty 1€ tré sinh | OR hiéu o
Cic chi tiéu séng (%) chinh 95% CI p
e 67(59.8%) | 19y | 0038— | 001
0, 1 ]
Khong ba l4 4 (14,3%) 0,395
S0 lwgng phoi
chuyen 3 (17,6%) 1904 | 95— 1 o4
< 3 phoi 68 (55,3%) 8,536
> 3 phéi ’
Chat lwgng phoi
chuyén 0 1,146~
S | @99 251 | G | <008
> 2 phoi tht ’
biém chuyén phoi 0177 —
<4 diém 10 (27,8%) 0,477 1 283 0,143
5— 6 diém 61 (58,7%) ’

CHUONG 4: BAN LUAN

4.1. Ban luan vé déi twong va phuong phap nghién ciru

Vi thiét ké nghién ctru 1a mo ta cat ngang va tién hanh nghién ctru tién
ctru, dya vao cong thirc tinh ¢& mau phu hop trong nghién ctru ndy ¢& mau
tdi thiéu 12 140 bénh nhan, chung t6i da chon dugc 197 bénh nhan duoc
theo ddi doc dén khi sinh em bé. Di v6i nhitng truong hop dong lanh tinh
trung choc hut tir mao tinh day 1a ¢& miu 16n du dai dién cho mot quan thé
nghién ctru, thuc hién tai mot trong nhimng trung tdm hd trg sinh san 1on va
uy tin nhét trong ca nudc lam cho sai sb trong nghién ctru giam di va két
qua nghién ctru chinh xac hon, hién tai chua c6 mét nghién ctru nao trong
ca nudc c6 ¢ miu 16n va theo ddi bénh nhan dén khi sinh em bé nhu
nghién cuu ctia chiing toi.
4.2. Ban luin vé dic diém cia cip vo chdng cé tinh tring dong lanh
choc hit tir mao tinh.
4.2.1. Pic diém ciia ngudi chong

Ngudi chong trong nghién ciru ¢6 do tudi trung binh, thé tich tinh hoan
trung binh va cac chi s§ xét nghiém noi tiét déu trong ngudng ciia nhom
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choc hut ¢6 tinh tring & cic nghién ctru cia cac tac gia nhu HO Sy Hing
(2014), Trinh Thé Son (2013).
4.2.2. Ban luin vé dic diém ciia ngudi vo diéu tri bang phwong phap
PESA/ICSI c¢6 sir dung tinh trung déng lanh tir mao tinh

Nhin chung cac chi s6 danh gia du trit budng trimg déu trong giéi han
binh thudng chimg to dép Gmg budng trimg tbt. So sanh cac yéu t6 tién luong
vé dap mg budng trimg & ba phac d6 KTBT cho thiy khong c6 su khac biét
vé néng d6 FSH, Estradiol, Prolactin gitra caic nhom bénh nhéan. Tuy nhién c6
su khac biét vé nong d6 LH giita nhom dung phac d6 ngin v6i nhom ding
phac d6 dai.
4.3. Ban ludn vé hiéu qua ciia tiém tinh trung dong lanh tir mao tinh vao
bao tuwong noan.
4.3.1. Ban luan vé anh hwéng cia phuwong phap trir lanh dén tinh
trung chec hut tir mao tinh
4.3.1.1. Hiéu qua cua tinh trung sau ra dong

Trong nghién ctru clia chung t6i 197 mau sau ra dong c6 166 mau di
dung cho k¥ thuat ICSI chiém ty 1¢ 84%, 23 mau rd khong da ding cho ICSI
phai tién hanh choc hut lai mao tinh chiém ty 1& 12%, c6 8 miu sau ra bi chét
toan b ciing phai choc hat lai mao tinh 14y tinh trung twoi lam ICSI chiém ty
1¢ 4%. Twong tu nhu nghién ctru ciia Vii Pinh Tuan va cs (2014), trén 17 mau
tinh tring dong lanh tir phau thuat thi sau rd 15 mau du dung cho ICSI chiém
ty 1¢ 88,2%, 1 mau khong dii ding, 1 miu tinh tring chét chiém 11,8% [128].
4.3.1.2. Moi lién quan giita mdt dg tinh trimg trude déng véi kha nang sir
dung sau dong

Theo bang 3.7 cho thiy néu mét d¢ tinh tring trudc trit cang nhiéu thi
kha ning tinh trung sau rd du dé lam ICSI cang cao. C6 mdi lién quan chat
ché giira s6 luong tinh tring trude dong voi tinh trang tinh trang sau ra voi
p<0,001. Vi day 1a miu tinh tring choc hut tir mao tinh nén mat do va do di
dong rét it, hon nita ching toi thuong choc hut ti thiéu khi ¢6 tinh tring di
dong 1a dimg lai khong cb 14y thém mau dé han ché t6i da can thiép vao mao
tinh cta bénh nhan, chinh vi viy mau sau khi rd dong rét it va quy gia ching
t6i chi d4nh gid so bo xem c6 dii dé lam ICSI voi noan ciia bénh nhan hay
phai choc lai ma khong le”iy dé doc chinh xac mat do, do di doéng sau réa.
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4.3.1.3. Moi lién quan giiza ty 16 tinh tring di dong truée dong va kha ndng
si dung sau ra.

Bang 3.8 cho thiy c¢6 mdi lién quan chit ché giita ty 18 tinh trung di
dong trudc dong véi tinh trang tinh trung sau ra véi p < 0,001. Tuong tu
nhu nghién ctru ciia Lé Ngoc Dung (2017) thdy sau rd dong, ty 1& di dong
va ty 1& di dong tién t6i déu thdp hon dang ké so véi trude bao quan, su
khac biét ndy c6 y nghia théng ké véi p < 0,05, ddc biét ¢ nhitng mau tinh
tring duoc loc rira bang thang nong do, ty 18 di dong giam rd rét, nhét 1a ty
1¢ di dong tién toi, giam gan 10 lan, tir 39,8% xudng con 4,9%
4.3.1.4. Ngwong mat dp va ty I¢ di dong tinh trung trwdc dong tién dodn
khd nang tinh triing chét toan bé sau khi rd dong

Theo biéu do 3.6 va 3.7 thi dién tich duong cong ROC cua mat do tinh
tring trude trir bang 0,895 + 0,046; CI = 0,804 — 0,985 véi do tin cay 95%, cia
ty 1¢ tinh tring di dong trudc trir bang 0,894 + 0,052; CI = 0,792 — 0,995 véi do
tin cdy 95%. Nhu vay mat d6 tinh tring va ty 1€ tinh trung di dong trudc dong
rét c6 gia tri dé tién doan két qua tinh ting chét toan bo sau rd dong. Vi
ngudng mat do tinh tring dudi 650 ngan/ml tién lwong sau 13 mau tinh tring sé
chét toan bo voi do nhay 1a 87,8% va do dac hiéu 1a 87,5%. Con voi ngudng ty
1¢ tinh tring di dong trudc dong dudi 9% thi tién lugng miu sau ra chét toan bd
voi do nhay 1a 86,2% va d¢ dac hi¢u la 87,5%

4.3.2. Ban ludn vé hiéu qua kich thich budng trirng

Bang 3.10 so sanh s nodn trung binh trong timg phac d6 KTBT chung
t6i thdy sd nodn trung binh trong nhom phic dd ngan it hon phac do dai va
phéc d6 dbi van cé y nghia thong ké voi p < 0,05. S6 nodn trung binh ciia
nhom phac d6 dai va phac d dbi van khac nhau khong ¢ y nghia thong ké
voip > 0,05
4.3.3. Ban luan vé higu qua cia phwong phép tiém tinh trang vao bao
twong noan.
4.3.3.1. Ty l¢ thai 1am sang cua phuwong phdp PESA/ICSI sw dung tinh
trung dong lanh.

Trong nghién ctru ctia ching téi cd 166 truong hop rd dong du tinh
trung thuc hién k§ thuat ICSI, 140 ca chuyén phéi twoi va 26 ca phai dong
phoi toan bo. Néu tinh ty 1¢ ¢6 thai 1am sang trén s6 chu ky chuyén phai thi
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86 ca c6 thai 1am sang chiém ty 1& 61,4% trén s6 chu ky chuyén phoi. Két
qua cua ching t6i tuong ty hoac cao hon cac nghién ctru cua tac gia khac
trong nudc va trén Thé gidi (Bang 4.2).
4.3.3.2. Ty |é c6 thai cgng don sau chuyén phéi twoi va phoi trie lanh.

Theo bang 3.13 ty 1é thai 14m sang sau chuyén phoi tuoi dat 51,8% trén
s6 chu ky KTBT, ty 1¢ thai lam sang sau chuyén phéi trir dat 63,6%. Ty 18
thai 1am sang cong don sau chuyén phoi tuoi va phdi trit lanh 1a 72,9% trén
s6 chu ky KTBT. Trong nghién ciru nay ching t6i chi theo ddi duoc mot
chu ky KTBT vi mau tinh tring dong lanh choc hut tir mao tinh c6 chat
lwong rit kém chi du rd dong mot 1an dé 1am ICSI, bénh nhan dugc theo ddi
tiép mot chu ky chuyén phoi dong lanh dé danh gia két qua
4.3.3.3. So sanh két qua ICSI sir dung tinh tring dong lanh va tinh tring
twoi choc hut tir mao tinh

Theo két qua bang 3.14 cho thiy hai nhom twong ddng voi nhau vé sb
nodn trung binh, sé phdi trung binh, sé phdi tét trung binh va sb phoi
chuyén trung binh khac nhau khong c6 y nghia thong ké véi p > 0,05. Ty 1¢
thu tinh, ty 18 thai Iam sang va ty 18 1am t6 & nhom tinh tring dong lanh c6
xu huéng cao hon so voi nhom tinh trung twoi (82,3 + 18,1%, 61,4%,
31,1%, va 80,24 £ 17,47% , 59,3%, 24,7%) tuy nhién sy khac biét khong co
¥ nghia thong ké vai p > 0,05.
4.3.4. Két qua Khi sinh ciia nhém sir dung tinh tring déng lanh choc hut
tir mao tinh

Chiing t6i tién hanh theo ddi doc bénh nhan tir khi bat ddu diéu trj va trong
su6t thoi gian thai nghén dén khi sinh em bé. Két thic nghién ciru ty 1é sinh
song dat 82,6% (71/82), twong ty nghién ctru cia Ng.T.My Dung (2011) 1a
83,79% va U-B.Wennerholm (2000) 1a 76,8% [178],[179]. Néu tinh trén 140
bénh nhan duoc chuyén phoi tuoi thi ty 18 thai sinh séng 14 50,7%, cao hon so
voi nghién ciru cia HO S§ Hung (2013) 1a 25,6% va Nicopoullos (2004) la
18,4%. Pa s6 cac nghién ciru trude d6 chi dimg lai & két qua c6 thai 1am sang,
rét it nghién ctru di dén két qua thai sinh sdng vi vay trén thuc té rat kho so
sanh ty 18 dé thai sdng gitra cac nghién ctru vi phu thudc vao thoi gian kéo dai
nghién ctru. Véi ty 1 sinh séng 1& 50,7% trén s6 chu ky chuyén phéi tuoi,
day 1a két qua mong doi va gia tri nhat dé danh gia hiéu qua ciia chuong
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trinh TTTON ndi chung va TTTON véi tinh trung dong lanh choc hat tir
mao tinh noi riéng.
4.4. Ban luan vé mot s6 yéu té anh hwéng dén két qua caa TTTON sir
dung tinh trung dong lanh choc hut tir mao tinh.
4.4.1. Méi lién quan giira yéu to6 ngudi chong dén két qua TTTON
4.4.1.1. Yéu té ngwoi chéong lién quan dén ty 1¢ c6 thai

Nhin chung ty 1& ¢6 thai it phu thudc vao dic diém cua nguoi chong
nhu tudi, néng d6 hormon hodc tham chi chét luong mau tinh trung. Bang
3.17. cho thiy khong c6 su khac biét vé do tudi trung binh ciia chong, ndng
d0 FSH, néng do LH, néng do testosterone cling nhu thé tich tinh hoan gilia
hai nhém c6 thai va khdng c6 thai voi p >0,05
4.4.1.2. Lién quan giita mdt do tinh trung, ty I¢ tinh trung di dpng trudc
trit, thoi gian trii va ty 1¢ thu tinh.

Bang 3.18 nhém c¢6 mat do tinh trung trudc dong trén 5 tri€u dat ty 1€ thu
tinh trén 70% 1a cao nhat (82,1%). Bang 3.19. cho thdy ty 1¢ tinh trung di
dong trude dong trén 30% thi ty 1€ thu tinh > 70% dat cao nhat 1a 81,8%,
khong thdy su khac biét giita mat do tinh tring, ty 1¢ tinh tring di dong
trudce trit, thoi gian trit va ty 1€ thu tinh >70% vai p>0,05.
4.4.2. Céc yéu tb ctia nguwdi vo anh hwéng dén két qua thu tinh trong
6ng nghiém.
4.4.2.1. Cdc yéu té ciia nguwoi vg lién quan dén sé nang noan choc hiit

Danh gia dy trit budng trimg trude khi KTBT trong TTTON ¢ vai tro
rat quan trong dé chon dugc phac 46 KTBT phu hop. Két qua nghién ciru
cho thay ca ba gia tri AMH, FSH va E2 déu c6 mdi twong quan v&i sb nodn
thu dugc sau choc hut trong &6 AMH va E2 14 lién quan dong bién con FSH
1a lién quan nghich bién, nghia 1a ndng d6 AMH va E2 cang cao thi s6 noén
thu dugc cang nhiéu va nguoc lai, néng d6 FSH cang cao thi s6 nodn thu
duogc cang it.
4.4.2.2. Anh hwéng ciia so nodn choc hiit va sé phéi thu dwoc dén két qua
cd thai 1am sang.

Nghién ctru cho thiy c6 mbi lién quan giita s6 nodn choc hut va sé phoi
thu duoc véi ty 18 co thai 1am sang. Theo bang 3.22 s6 nodn choc hut dugc va
s0 phoi thu & nhém co thai 1a 11,2 £ 4,63 va 7,52 + 3,95 cao hon & nhom
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khéng c6 thai 1a 9,31 + 5,04 va 5,72 + 3,77 vdi p < 0,05. Nhur vay sb noan thu
dugc cang cao, ) phoi cang nhiéu thi cang c6 co hoi lya chon dugc nhiing
phoi t6t dé chuyén cho bénh nhan, gop phan lam ting co hoi c6 thai cho
nhoém bénh nhan thuy tinh trong 6ng nghiém s dung tinh tring déng lanh
choc hut tir mao tinh.

4.4.2.3. Lién quan giiva sé lwong va chit lwong phéi chuyén véi 1y 1¢ cé
thai 1am sang.

Nghién ctru ctia ching tdi ciing chi ra rang c6 méi lién quan giita s6 luong
phodi chuyén va két qua co thai 1am sang c6 ¥ nghia thong ké véi p < 0,05. Chat
luong phoi chuyén cang tdt thi ty 1 c6 thai cang cao. Bang 3.28 khi so sanh
gitra nhom chuyén 1 phéi tét véi nhom khong c6 phdi t6t nio ty 1¢ ¢6 thai cao
gip 1,81 lan v6i OR = 1,81; CI (0,60 - 5,44). Khi so sanh nhém chuyén it
nhét 2 phoi tét voi nhom chi co 1 phoi tot thi ty 18 c6 thai 1a 77,1% so véi
46,7% v6i OR =4,4; CI (1,8 — 10,6).
4.4.2.4. Anh hwéng ciia niém mac tir cung dén két qud cé thai lam sing

Bang 3.26 cho thiy d6 day NMTC trung binh ¢ nhém c6 thai la 11,49
+ 2,2 mm, & nhém khdng c6 thai 1a 11,27 £ 2,05mm, sy khac biét khong co
¥ nghia théng ké voi p = 0,568. Két qua nghién ctru nay ciing phu hop véi
két luan cua cia tac gia V.M. Ngoc (2012) khong thiy su khac biét giira hai
nhom co va khodng co thai vai p > 0,05.

Trong nghién ciru ndy ching t6i thay ty 1é c6 thai & nhom NMTC ba 14
la 71,4%, nhém NMTC khong ba la 1a 21,4%. Sy khac biét c6 y nghia
théng ké véi p < 0,001. Két luan nay tuong tu nghién ciru ciia HO Sy Hung
(2014), Zhao va cong su (2012) [139],[187].

Nhu vay d6 day NMTC cang cao thi ty I¢ thai 1am sang c6 xu hudng
tang tuy nhién khac biét khong cé v nghia, NMTC ba la vao ngay cho HCG
c6 gid tri tién luong t6t cho két qua c6 thai trong TTTON véi tinh tring dong
lanh tir mao tinh.
4.4.2.6. Hoi quy don bién va da bién dnh hwong dén 1y 1é thai lam sang va
1y 16 sinh song

Bang 3.31 va bang 3.34 phan tich cac yéu t6 don bién anh hudng dén ty 16
thai 14m sang va ty 1& tré sinh song cho thay thoi gian vo sinh cang lau thi ty 18
c6 thai cang giam, ty 18 tré sinh song ciing giam dic biét khi thoi gian vo sinh
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hon 10 nam va ty 1& ¢6 thai giam c6 y nghia thong ké véi p< 0,05. Véi cic yéu
t6 trong thoi diém chuyén phoi c6 thé thiy hinh anh NMTC ba 14 1a diéu kién
rat thuan loi cho phoi 1am to va phét trién, trong khi d6 day NMTC qua day va
quéa mong ciing 1am giam ty 18 co thai, giam ty 18 sinh séng nhung khéng c6 ¥
nghia thong ké. Chat lugng phéi tdt, sé lwong phdi chuyén nhiéu va diém
chuyén phéi cao 14 nhitng yéu t6 quan trong 1am ting kha ning c6 thai ciing
nhu tré sinh séng & nhitng chu ky chuyén phéi sir dung tinh tring dong lanh tir
mao tinh.

Chuing ti tong hop va phan tich da bién cac yéu t6 dé danh gia murc do tac
dong tong hop caa cac yéu tb 1én ty 1é cd thai va ty 18 sinh séng. Trong do, yéu
t6 anh huong manh mé nhat 1én két qua caa chuyén phdi la chat lugng phoi
chuyén va hinh anh NMTC vao ngay tiém hCG. Két qua cua chiing toi tuong
tu nhu tac gia P. Kovacs Sz. Matyas K. Boda S.G.Kaali (2003) nhién ctu trén
¢ mau 1228 chu ky IVF/ICSI khi phan tich hoi qui da bién nhan thay tudi,
chat luong phoi, do day NMTC, phac db diéu tri anh huong ¢ y nghia théng
ké dén két qua cd thai 1am sang. Viéc sir dung tinh tring choc hat tir mao tinh
dong lanh — rd dong thudng duoc Iwa chon nhd vao cac wu diém nhu: giam ton
thuong, giam chi phi va ap lyc tdm 1y cho bénh nhan, chu dong trong diéu tri.
Tuy nhién, nhiéu ngudi van con e ngai vé tinh hiéu qua cta quy trinh tri lanh.
Do d6, nhiéu nghién ciru da dugce tién hanh nham danh gia hiéu qua cua quy
trinh ndy. Noi chung, cac sd lidu cho dén hién nay trén y vin déu cho thy
khong c6 su khac biét vé hiéu qua diéu tri gitra sir dung tinh tring twoi hay tinh
tring sau ra dong cho nhiing trudng hop tinh tring choc hat tir mao tinh. Ti 1€
thai 1am sang tir bao céo clia chung t6i 1a twong dwong hodc cao hon da sb cac
bao céo trén y van thé giéi. Pidu nay cho thay hiéu qua ctia qui trinh dong lanh
tinh trung tir mdo tinh ciia chung toi xay dung trong diéu kién Viét Nam c6 thé
twong duong véi cac qui trinh hién nay trén thé gioi.

Hién nay, mot s6 co sO y té thyuc hién thu thuat PESA chan doan khong
c6 diéu kién hoic khong ap dung dong lanh dé luu trit tinh tring ngay 1a lang
phi va co thé tao nguy co khong dang co cho bénh nhan khi phai lam thu
thuat lai ¢ 1an diéu tri sau d6. Véi su phat trién cua k¥ thuat TTTON trong
nudc, cac bénh nhan vo tinh da ¢6 nhiéu co hoi tiép can cac ky thuat hién dai,
kha ning c6 dugc con bang phuong phap TTTON ciing trd nén dé dang hon.
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K¥ thuat ICSI st dung tinh trung thu nhan tir mao tinh da dugc trién khai
thanh cong tai Viét Nam tir naim 2002. Mic du mang dén nhiéu co hoi lam
cha cho c4c bénh nhan vo tinh, k¥ thuat thu nhan tinh trung tur phﬁu thuat
van ton tai nhiéu nguy co va bat 1i cho bénh nhan néu phai lap lai quy trinh
nhiéu 1an. Do d6, ky thuat ICSI véi tinh tring dong lanh choc hut tir mao
tinh ngay cang c6 vai trd quan trong trong viéc nang cao chét lugng va hiéu
qua diéu tri trong linh vyc y té nodi chung va nganh thu tinh trong 6ng
nghiém nai riéng.
KET LUAN
1. Hiéu qua cia phwong phap tiém tinh trung dong lanh sau thu nhan
tir PESA vao bao twong noan
= V& hiéu qua ctia phuong phap
- Day la phuong phap c6 hiéu qua trong thy tinh trong éng nghiém:
Ty 16 thu tinh, ty 18 1am t5, ty 18 co thai 1am sang trén s6 chu ky KTBT va
trén s6 chu ky chuyén phoi 1an luot 13 82,3%; 31,1%:; 51,8% va 61,4%.
- Két thuc nghién ctru c6 71 truong hop sinh sdng voi 102 em bé
55 bé trai va 47 bé gai.
+ Tudi thai trung binh la 36,8 + 2,41 tuan.
+ Ty 1€ sinh d6i 1a 43,7% (31/71), sinh 1 thai 1a 56,3% (40/71).
+ Can nang trung binh 1a 2660,3 £+ 698,1gram.
+ Khong c6 trudng hop nao di tat bAm sinh.
= V& dic diém tinh tring PESA sau rd dong cho k¥ thuat ICSI
- 84% trudong hop tinh tring sau rd dong da dé thyc hién ky thuat
ICSI, chi 12% truong hgp phai PESA thém va 4% phai PESA lai.
- C6 mbi lién quan giita mat do va ty 1é tinh trung di dong trudc
dong voi kha nang st dung sau ra dong (p < 0,001).
- C6 thé tién doan dugc kha ning tinh trung chét toan bo sau ra
dong dua vao mat do tinh trung va ty 1€ tinh trung di dong trudc dong.
+ Mdt do tinh trung duoi 0,650 triéu/ml tién doan khd nang tinh
trung chét toan bo sau ra voi do nhay 87,8% va do ddc hiéu 87,5%.
+ Ty Ié tinh trung di dong duoi 9% tién dodn kha nang tinh trung
sau rd chét toan bo véi do nhay 86,2% va do dac hiéu 87,5%.
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2. Mot sb yéu t6 anh hwéng dén hi¢u qua cia phwong phap tiém tinh
trung dong lanh sau thu nhin tir PESA vao bao twong noan.

- Tuébi, néng do FSH, LH, néng dd testosterone va thé tich tinh hoan
ctia nguoi chong khong anh huong dén ty 16 c6 thai 1am sang.

- Mat d¢, ty 1€ tinh trung di dong trudc trir, thoi gian trir lanh khong
anh huong dén ty 18 thu tinh cta nodn.

- Néng do AMH, FSH, E2 c6 mdi twong quan dén sb nodn thu duoc
sau choc hut.

- Sb lugng, chét lugng phoi chuyén, hinh thai niém mac tir cung va
diém chuyén phéi 1a nhimng yéu t6 don bién anh huong dén két qua c6 thai
1am sang va ty 18 tré sinh sdng.

- Phén tich hdi quy da bién cho thdy hinh thai niém mac tir cung va
chat lugng phdi chuyén 1a hai yéu t6 anh huong manh dén két qua thai 1am
sang va ty 1é tré sinh song.

KHUYEN NGHI

Qua két qua nghién c~1'1'u thu duoc chiing ti ¢6 cac khuyén nghi~ sau:

1. Céc trung tdm ho trg sinh san nén trit dong thuong qui mau tinh
trung choc hut tir mao tinh giup cha dong didu tri, giam chi phi,
giam stress, giam dau dén va han ché sb 1an choc hat mao tinh.

2. Céc trudng hop mau tinh tring choc hut tir mao tinh c6 mat do
dudi 650 nghin/ml; d6 di dong dudi 9% khong nén trir dong vi
kha ning tinh tring sau ra chét toan bo rat cao.

3. Cac truong hop diéu tri bang phuong phap PESA/ICSI sir dung
tinh truing dong lanh ma ni€ém mac tr cung khong thuén 1gi vao
ngdy choc hut nodn nén cin nhic dong phdi toan bo dé chuyén
vao chu ky sau.

HUONG NGHIEN CUU TIEP THEO

1. Thyc hién nghién ctru véi ¢& mau 16n hon va so sanh giira tinh
trung tuoi va tinh trung trir lanh choc hit tir mao tinh.

2. Thyc hién nghién ctru hi€u qua cua tiém tinh trung vao bao tuong
nodn sir dung tinh tring tuoi va déng lanh sinh thiét tir tinh hoan.
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BACKGROUND

Injection of frozen sperm from epididymis into intracytoplasmic is
wide opened in centers of assisted reproduction all over the world. This
method helps infertile couple which husband hasn’t sperm. It helps reduce
treatment cost, reduce risk of teste damage and epididymis damage. It
reduces the depression on patient and health worker. There are a lot of
international researches which prove that there’s no different of successful
rate between fresh sperm and frozen sperm which is withdrew from
epididymis. Almost of theme has small sample size, which isn’t a
longitudinal study up to the end of pregnancy and doesn’t give out the
evaluation of factors of pregnancy rate. In Vietnam, this method is already
used in large centers. Consequently, we conduct the research: “Evaluate the
effectiveness of man fertility treatment by intracytoplasmic sperm injection
after PESA in national hospital of obstetrics and gynecology” with targets:
1. Evaluate the effectiveness of intracytoplasmic sperm injection procedure

after PESA in national hospital of obstetrics and gynecology

2. Analyze some factors affected the effectiveness of this procedure.

SIGNIFICATION OF THESIS

4. This thesis gives the successful rate of using frozen sperm from PESA to
inject into cytoplasm by cycles of ovarian trigger and cycles of embryo
transfer. Identify the cut-off point of density and motility of sperm
before frozen and risk of totally death after unfrozen.

5. For the first time this thesis research and follow patient from
examination, epididymal aspiration, sperm freezing and up to final stage
of infertility treatment when the baby was born.

6. To summarize in detail all the factors and multi-variants which affect the
result of ICSI procedure after PESA.

THESIS OUTLINE

Thesis consists of 142 pages, 4 chapters, 34 tables, 12 charts, 194
references (44 in Vietnamese and 150 in foreign language).

Situation : 2 pages; chapter 1- Introduction: 36 pages; chapter 2-
Design of study: 17 pages; chapter 3- Results: 33 pages; chapter 4-
Discussion: 52 pages. Conclusion: 2 page; Proposal 1 page; List of relevant
publics; List of references; Appendix.

CHAPTER I: ACKNOWLEDGEMENT
1.8. Definition of infertility:
1.8.1. Classification of infertility:
1.8.2. Infertile situation in Viet Nam and other countries:
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1.9. Male genital organ:
1.9.1. Characteristics:

This organ has two testicles in scrotum, vas deferens, glands of sperm tube
and penis. Glands belongs to sperm tube include: seminal vesical, prostate,
bulbourethral glands and urethra glands. Theses glands excrete secretion which
mingling with sperm cells to create semen.

1.9.2. Production of sperm cell:

Production of sperm cell is a chain of compicated procedure result in
creation of mature sperm which can be fertiled with egg. Sperm is a small cell
in human body. This is a highly diffirentiated cell to contain genetic
information of father, which can be move in female genital tract, regconize and
fertilize with ovule.

Sperm was created in the seminiferous tubules of testicle by mitosis for
increasing number and meiosis to make haploid. After its creation, sperm
move into epididymis and develop until ejaculation.

1.9.3. Regulation of male endocrine activity
1.10. Aspermia in semen

Aspermia is no sperm found in semen after ejaculation and centrifugal
3000 rpm, reverse ejaculation non included. And this test has to be done 2
times in 3-5 days.

1.10.1. Non- obstructive azoospermia.
1.10.1.1.
iseases of pituitary and hypothalamus:

- Syndrome Kallmann

- Syndrome Prader-Willi

- Simple lack of FSH

- Syndrome Laurence Moon Bandet Biedl
Increased serum prolactin.

1.10.1.2.
enetic disorders:
- Syndrome Klinefelter
- Syndrome XYY
- Disorder of XX
- Syndrome Noonan
1.10.1.3.
isease of testicle:
Ectopic testicle
Genital atresia of testicle
Testicle inflammation
Varicose veins of the spermatic cord


https://en.wikipedia.org/wiki/Seminiferous_tubule
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1.10.2. Obstructive azoospermia.
1.10.2.1.
bstruction intra testicle
- Hypercurvature syndrome
- Rete testis obstruction
1.10.2.2.
bstructive epididymis
- Atresia partial of epididymis
- Inflamed epididymis
- Injury
- Stuck between efferent ductules and epididymal duct
- Syndrome Young.
1.10.2.3.
tuck in vas deferens
- Atresia bilateral
- Cystic fibrosis
- Inflammation
1.10.2.4.
tuck of ejection tubes
1.10.3. Technic to obtain sperm incase of aspermia:
- Microsurgical Epididymal Sperm Aspiration-MESA
- Percutaneous Epididymal Sperm Aspiration-PESA
- Testicular Fine Needle Aspiration-TEFNA
- Testicular Sperm Extraction - TESE
1.11.
reezing technic in assisted procreation:
1.11.1. Affect of freezing cycle to sperm
Damage of sperm in the procedure of freezing is consequence of forming
icy crystal intra and extra cellular. This phenomena is occured when decrease
the temperature which create a condition of shock. This damage is not only in
the procedure of freezing but also thawing stage. Obviously, sperm freezing
helps preserve the ability of procreation in patient with oligo- spermia,
dysmorphic spermia. It also improve the number of sperm motility and the
pregnant rate. Sperm freezing in cooperation with invitro fertilization make a
ideal method for male- infertility treatment.
1.11.2. Freezing procedure of sperm sample from operation.
Despite of bringing a chance to become father for the patient, the
repetitions of this procedure has some disadvantages:
- Create psychological pressure on patients
- Causing damage to testicles: disrupt the structure of testicle, making
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testicle atrophy without recovering, damage to the spermatogenesis
especially loss the endocrine function testicle.

- Increase treatment cost.

- Increased risk of complications (scrotal hematoma)

Especially with patient who have non-obstructive aspermia, sometimes
it’s impossible to find sperm by TESE on the day of ovule aspiration
despite of having sperm positive in result of anatomy-pathology. While the
procedure of ovule trigger is already begun, freezing of sperm helps ensure
that sperm is available for ICSI on the day of ovule. Therefore, some
studies freeze the sperm has conducted right after that. Base on
international studies, there are no difference between conception rate
between the thaw sperm and fresh sperm or sperm from epididymis.
Process of sperm freezing is a little different in IVF- centers but it bases on
the same principle: Percutaneous epididymal sperm aspiration. The sample
of sperm acquired will be evaluated by objective 10 reversal microscope:

- 1+:1 - 3alive sperms on 1 field.

- 2+:4-10 alive sperms on 1 field.

- 3+:>10 alive sperms on 1 field

The patient with the sperm sample 3+ will be suggested to process of
sperm freezing.

1.12. Process of PESA/ICSI with frozen- thawed sperm:
1.12.1. Ovulation stimulation
1.12.2. Ovule aspiration and ovule preparation
1.12.3. Thaw the frozen sperm from PESA for preparation
1.12.4. Intracytoplasmic sperm injection
1.13. Some factors affecting the result of PESA/ICSI using frozen sperm
1.13.1. Factors from the husband
- The position of sperm aspiration.
- Cause of infertility.
- Age of the husband.
- Density, sperm motility rate before storage and freezing time.
1.13.2. Factors from the wife.
- Cause of infertility
- Infertility time
- Age and endocrine tests.
- Numbers and quality of transferred embyo
- Thickness and uterine mucosa morphology
- Embryo transfer technic.
1.14. Research on IVF with sperm acquired after PESA
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CHAPTER 2: MATERIALS AND METHODS

2.1. Place of study: National assisted reproductive center — national
Hospital of Obstetrics and Gynecology.

2.2. Time of study: 1/2014 — 9/2017

2.3. Subjects

* Inclusion criteria:

Infertile couples were diagnosed with azoospermia. The clinical testing
suggested a diagnosis of obstructive azoospermia. There were 10 motile
sperm in a microsopic field

- female partner age < 40 years old.
- Consent to take part in study

* Exclusion criteria:

- female partner

+ Poor ovarian response.

+ uterine fibroids, polyps, uterine adhesions...

+ ovarian disorder: Hyperprolactinemia.

- Male partner:

+ retrograde ejaculation.

+ sperm receiver

- Internal medical diseases, infectious diseases, STDs, HIV/AIDS,

genetic diseases
2.4. Methods
2.4.1. Design of study: a prospective, descriptive study
2.4.2. Sample size:

PO-P)

(pe)?
According to Truong T.Thanh Binh's study (2012), the clinical pregnancy
rate in the frozen epididymal sperm group was 48.6%. This study selected ¢
= 0.17. We calculated the sample size was 140. In fact, the study included
197 couples.

n= Z%—a/z



2.4.3. Study diagram

Physical axamination Laboratorvisst

| Disgnossd: obstructive szoosparmia |

|

| Paroutansous spididvmal spacm aspiration (FESA) |

= 10 motilz sparm Mot agras to sparm = 10 motilz sparm Sparm not found

— crroprasarvation fiald

Agrss to sparm crvopraservation (n=127) | | Droppad out |

ot enough
velas; 26 thawsad sparm for
ICSI

F=pezat PESA

hi=dical checkups durir

Dizlivary rasults: birthwaight, sastination waeks, gandar

2.5. Study process

® Evaluated the percentage of motile and total number of
sperm on a Makler Chamber. Cryopresevated sperm: Mixed the
semen sample well with the density gradient medium in a test-tube
by layering 0.5 ml of 45% density gradient medium over 0.5 ml of
90% density gradient medium. Centrifuged at 1500xg for
15minutes. Removed most of the supernatant from the sperm pellet.
Added 1 ml of IVF solution. Centrifuged at 1500 rpm for 5minutes.
Removed supernatant and gently diluted 0.3ml of sperm pellet with
a small amount of sperm freezing medium until reaching a ratio of
1:0.7 at room temperature in 5 minutes. The freezing process was
performed by a pre-set thermostat 5.

®  Thawing process: The sample then dissolves to produce a
small Petri dish and under the micorscope p reverses the 10 objective
object to evaluate the sperm after decaying. If there are more than 2
sperm in a microbe, the filtered sample is washed back to remove
preservatives before making ICSI. If there are less than 2 sperm in a
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field, the sample should only be washed with 1ml IVVF medium,
centrifuged 1500 rpm for 5 minutes. Suction the residue at the
bottom of the tube to make ICSI. The sediment after washing is re-
examined under reverse KHV, if the immobile sperm is completely
carried out, Swim out on the Petri plate 60. Put 5-10 pl of sperm
residue between the IVF environmental columns, cover the oil with
5% CO2 incubator with temperature of 370C is about 30 minutes. If
it is reversed under KHYV if there is no live sperm swimming on the
edge of the droplet, or the number of spermatozoa is less than the
number of eggs sucked by the patient, it is necessary to re-attract the
spermatozoa to get fresh sperm to perform ICSI.

= |VF/ICSI

2.6. Main variables

- Male partner variables: age, hormonal levels, sperm count and
motility before cryopreservation, cryopreservation time

- female partner variables: age, duration of infertility, infertility types,
hormonal levels, AFC, FSH starting dose, ovarian stimulation protocols, E2
level, endometrial thickness at the day of hCG

- IVF treatment variables : number of oocytes, number of fertilization
oocytes,quanlity and quantity of ET, ET technique
2.7. data analysis: statistical analyses were performed by SPSS software
version 16.0. charts were created by Excel version 2010.
2.8. Errors and noise factors control
2.9. Ethics of research

- The study outline has been adopted and approved by the scientific council

- The patient information is kept confidential

CHAPTER 3: RESULTS
3.1. Baseline characteristics of infertile couples undergoing PESA/ICSI
used cryopreserved sperm
3.1.1. Baseline characteristics of male partners
Table 3.1. Baseline characteristics of male partners

Parameters Mean + SD Min Max
Age (years) 31,4+5,6 21 55
Duration of infertility (years) 4,2 %37 1 20
Testicular volumes (ml) 17,65+ 2,81 10 25
FSH (1U/L) 4,76 £ 2,89 1,09 33,87
LH (1U/L) 4,79+£276 1,19 16,43
Testosteron (nmol/L) 17,15+ 7,44 1,8 41,76
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3.1.2. Baseline characterist of female partners undergoing PESA/ICSI
used cryopreserved sperm
Table 3.6. Ovarian reserve markers accoding to ovarian stimulation

protocols
Agonist protocol Antagonist
protocols Short Long protocol protocol both D
protocol n=>58 n=78 n =166
parameter n =30 (a) (b) ©
p(a/b)=0,530
FSH (1U/L) 6,52 +2,83 6,21+1,83 6,11+1,55 6,2241,93 | p(a/c)=0,208
p(b/c)=0,471
p(a/b)=0,043
LH (1U/L) 4,49+2 26 5,14+1,92 5,18+2,96 5044251 | p(a/c)=0,132
p(b/c)=0,449
Estradiol p(/b)=0,727
(pmol/ L) 38,99+24,34 | 36,51+27,67 34,65+18,76 | 36,08+23,14 | p(a/c)=0,487
p(b/c)=0,848
Prolactin p(a/b)=0,634
mIu) 427,714309,7 | 451,63+225,5 | 406,21+235,9 | 425,96+246,6 | p(a/c)=0,977
p(b/c)=0,559
p(a/b)=0,022
AFC 7,97+3,79 10,22+43,22 11,60+4,70 10,46+4,26 | p(a/c)=0,000
p(b/c)=0,020
p(a/b)=0,693
AMH 4,15+4,02 4,5742,65 5,28+3,02 4,83£3,12 | p(a/c)=0,060
p(b/c)=0,060
Female p(a/b)=0,001
partner age 31,346,34 27,76+3,98 27,0943,99 28,08+4,73 | p(a/c)=0,000
(years) p(b/c)=0,326

3.2. The efficacy of PESA/ICSI using frozen sperm
3.2.1. The efficacy of frozen epididymal sperm

12,0%

= enough sperm for ICSI

m 3ll dead sperm

not enough sperm for I1CSI

Chart 3.6. Pre-frozen sperm density threshole for indentifying
possibility of sperm death after thawing
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Chart 3.7. Pre-frozen sperm motility rate threshole for indentifying

possibility of sperm death after thawing

3.2.2. The efficacy of ovarian stimulation
Table 3.10. Characteristics and outcomes of ovarian stimulation

GnRH Agonist

hickness (mm|

GnRH
rotocol{ Short Long Antagonist | Both
protocol | protocol (n=78) n=166 P
Paramet (n=30) (n=58) ©
(@) (b)
Total dose of | 20925+ | 17427+ 1588,1+ |1733,3+ Bg}gggg 88(7)
FSH (1U) 795,2 530,2 585,4 633,7 0(0/c)=0.071
puration of p(a/b)=0,000
. . 93+11 | 99+07 96+0,7 [96+£08| p(a/c)=0,122
stimulation _
(days) p(b/c)=0,004
No of oocytes 285 706 986 1977
Mean of p(a/b)=0,023
oocytesper | 95+6,0 | 122+49 | 126+7,2 [119+6,3] p(a/c)=0,015
cycle p(b/c)= 0,409
. p(a/b)=0,151
Endometrial | 11,3+2,1 | 119+24 | 109+1,7 |[11,3+2,1 0(a/c)=0,274

p(b/c)= 0,007
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3.2.3. The efficacy of ICSI using cryopreserved sperm and embryo

culture
Table 3.11. Outcomes of ICSI
GnRH Agonist
GnRH
rotocols Short Long Antagonist | Both
Protocol | protocol (n=78) (166) P
Paramete (n=30) (n=58) ©
(@) (b)
No of embyos 186 438 650 1274
Mean of
753+ 7,67+
embryos per | 6,2+ 3,75 3,91 8,33 £5,76 4,89 p(a/c)<0,05
cycle
Fertilization 82,8 + 82,3
rate (%) 82,9 +18,7 188 81,7+175 18.1 p > 0,05

Table 3.12. Outcomes of embryos transffered according to ovarian
stimulation protocols

GnRH Agonist
protocols GnRH Both
Short Long |Antagonist (n=140) P
parameters protocol| protocol (n=64) -
(n=26) (n=50)
No of embryos 76 151 200 427
transferred
Mean of embryos 292
transferred per +d 79 3,02+0,62 | 3,13+0,74 |3,05+0,72|p>0,05
cycle e
No of gestation sacs 23 51 59 133
imolantation rate | 2376 | 51151 | 59/200 | 133/427 p>0,05
b (30,2%) | (33,8%) (29,5%) | (31,1%)
M“'“p'ergt';eg”ancy 231% | 340% | 266% | 286% |P0.00
Live birth rate | 46,2% | 56,0% 484% | 50,7% |P>0.05
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m clinical pregnancy

Chart 3.8. Clinical pregnancy rate per embryo transfer cycle using

PESA - cryopreserved sp

erm

Table 3.13. Cumulative clinical pregnancy rate according to tranffered
embryos in each ovarian stimulation cycle

Clinical pregnancy/
cycle (n/N;%o)

Fresh cycles N=140 86/140 (61,4%)
Fresh embryo Ovarian stimulation
0,
transfer cycles N=166 86/166 (51,8%)
FET cycles (N =55) 35/55 (63,6%)

Cumulative cycles (N=166)

121/166 (72,9%)

Table 3.14. Comparison of ICSI outcomes, a

ccording to sperm used

fresh or cryopreserved-thawed sperm

Parameters thawed Fresh P
Mean of oocytes 11,91 +6,34 14,19+5,49 | 0,062
Mean of embryos 7,67 £4,89 8,71 + 4,58 0,273
Fertilization rate (%) 82,3+18,1 80,24 + 17,47 | 0,503
Good embryos 5,67 £4,52 5,84 + 3,92 0,85
Mean of transferred embryos|  3,05+0,72 2,79+1,15 | 0,496

per cycle

Pregnancy rate 61,4% 59,3% 0,497
Implantation rate 31,1% 24,7% 0,259

Table 3.16. Dilevery result of the group usi

ng frozen sperm from
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epididymal
rate .
Results n/N % mean (Min-Max)
Delivery methods
- Cesarean section 61/71 | 85,9%
- vaginal delivery 10/71 | 14,1%
Gestinational age at delivery 36,8+241
- < 37 gestination weeks 24/71 | 33,8% gestination weeks
- > 37 gestination weeks 47171 | 66,2% | (28 - 40) gestination
weeks
Birth weight:
- <2500 gram. 41/102 | 40,2% | 2660,3 £ 698,1 gram
->2500 gram 61/102 | 59,8% | (800 —3900) gram
No of live births:
- Singleton 40/71 | 56,3%
- Twin 3171 | 43,7%
Gender:

- male 55/102 | 53,9%
- female 47/102 | 46,1%
Neonatal malformation rate | 0/102 0%

Perinatal mortality rate 1/102 | 0,98%

3.3. Factors related to the outcome of intra-cytoplasmic injection
sperms frezzed aspirated from epididymal.
3.3.1. Male factors related to the outcome of ICSI

Table 3.17: Factors males related to pregnancy rate.

Pregnanc No Pregnanc
Factors (ng: 86)y (n :95 4) y p
Age (years) 31,3+5,5 32,2+6,7 0,368
FSH (1U/L) 481 +38 451+1,76 0,591
LH (IU/L) 459 +277 4,57 +2,02 0,963
Testosterone 17,17 7,42 17,77 + 6,38 0,627
Volume ‘zfnelg"d'dyma' 17,59+301 | 18,28+ 2,14 0,148

3.3.2. Female factors related to the outcome of ICSI
3.3.2.1. Female factors related to the number of oocyte
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Figure 3.9. Correlation of the concentration AMH and number of
oocyte retrieved.
Figure 3.10. Correlation of AFC and number of oocyte retrieved.
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Figure 3.11. Correlation of the concentration FSH and number of
oocyte retrieved.
Figure 3.12. Correlation of the concentration E2 and number of

oocyte retrieved.

3.3.2.2. Female factors related to the clinical pregnancy rate.

Table 3.22. Female factors related to the pregnancy rate

Pregnancy No Pregnancy

Factors (n = 86) (n = 54) p
Age (years) 28,1 +4,22 28,9+57 0,321
Infertility time (months) 3,95 + 3,08 478471 0,213
Endometrium thickness 11,49+2,2 11,27 £ 2,05 0,568
Oocyte retrieved 11,2+ 4,63 9,31 +£5,04 0,025
Number of embryos 7,52 + 3,95 572 +3,77 0,009
Number of embryo tranfer 3,15+0,52 2,89 +£0,92 0,034
Fertilization rate 83,7% + 16,1% | 81,9% +21,7% | 0,586

Table 3.31. Single variable analysis the factors related to clinical

pregnacy rate.
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Clinical

OR 95%CI p
pregnancy rate
Female age (years) 0,196 -
<35 years 79 (62,7%) 0,595 1 802 0,259
>35 years 7 (50,0%) ,
Infertility time
(years) 83 (63,8%)
24 - <
210 years 3 (30.0%) 0,246 | 0,06 - 0,983 0,05
> 10 years
Type of
e | oo o | (5 <o
ple-li _ 6 (21,4%) ’
No triple - line
Thickness of
endometrium 76 (61,3%) 1,053 0,359 - 0,577
§-14mm 10 (62,5%) 5089
The others ~7
Number of embryo
irgr;f;rbr ) 4 (23,5%) 6,5 123329— <0,001
Y 82 (66,7%) ’
=3 embryo
Quality of embryo
tranfer 22 (38,6%) 5,359 2559 - <0,0001
< 2 good embryo 11,224
64 (77,1%)
> 2 good embryo
Points tranfer
=4 points 72 (69,2%) ’

5 — 6 points
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Table 3.32. Multivariable regression analysis the factors related to

clinical pregnacy rate.

Clinical
OR 95% ClI
regnac ()
pregnacy adjusted P
rate (%)
Infertility time (years
Y (vears) 83 (63,8%)
<10 years 0,394 |0,073-2,145| 0,283
3 (30,0%)
> 10 years
Type of endometrium
) ] 80 (71,4%)
Triple-line 0,108 |0,037-0,318 | < 0,001
6 (21,4%)
No triple - line
Number of ET
< 3 embryo 4 (23,5%) 1,840 |0,434-7,809 | 0,408
>3 embryo 82 (66,7%)
Quality of ET
< 2 good embryo 22 (38,6%) 3,342 |1,333-8,376 | <0,01
=2 good embryo 64 (77,1%)
Points ET
< 4 points 14 (38,9%) 0,520 |0,190-1,422 | 0,203
5 — 6 points 72 (69,2%)
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3.3.2.3. Factors related to the live birth rate.
Table 3.33. Single variable analysis the factors related to the live birth

rate.
Live birth OR
. 95%CI p
rate (%) adjusted
Female age (years) 056
< 3Syears 65 (51,6%) 0,976 1'701 0,931
>35 years 6 (42,9%) ’
Infertility time (years
y (years) 0,007 -
<10 years 68 (52,3%) 0,391 0,187
1,578
> 10 years 3 (30,0%)
Type of endometrium 004
Triple-line 67 (59,8%) 0,109 07 g | < 0,001
No triple - line 4 (14,3%) ’
Thickness of
endometrium 0,342 -
63 (50,8%) 0,968 0,952
8- 14 mm 2,743
8 (50,0%)
The others
Number of ET
1,578 —
< 3 embryo 3 (17,6%) 5,77 <0,01
21,099
>3 embryo 68 (55,3%)
uality ET
Q Y 2,122 —
< 2 good embryo 17 (29,8%) 4,381 9046 <0,0001
>2 good embryo 54 (65,1%) ’
Points ET
0,119 —
<4 points 10 (27,8%) 0,271 062 <0,01
5— 6 points 61 (58,7%) ’

Table 3.34. Multivariable regression analysis the factors related to the



41

live birth rate.

Live birth OR 95%

rate (%) adjusted Cl P
Ty_pe of_endometrlum 67 (59,8%) 0,038 <
Triple-line 4 (14,3%) 0,122 - 0.001
No triple - line ' 0,395 ’
Number of ET 0,425
<3 embryo 3 (17,6%) 1,904 - 0,4
> 3 embryo 68 (55,3%) 8,536
Quality of ET 1146
< 2 good embryo 17 (29,8%) 2,731 6 508 | < 0,05
> 2 good embryo 54 (65,1%) ’
Points ET 0,177
<4 points 10 (27,8%) 0,477 — 0,143
5 — 6 points 61 (58,7%) 1,283

CHAPTER 4: DISCUSSION

4.1.Comment on subjects and methodology

We carried out the prospective crosssectional study with the sample size of
140 patients which was estimated by a suitable formula, we recruited 197
patients and following them up until delivery. We used frozen sperms extracted
by PESA procedure carried out in a large and highly qualified assisted
reproductive center, the sample size in our study is large enough to represent
for the whole population. As our study was conducted on a good sample size,
we can eliminated and controled bias and that helped create the accurate
outcomes in our study. Until now, our study has been the first one conducted
on such a large sample size and with patient following — up until the patients’
deliveries.

4.2. Comment on the characteristics of the couples with the husbands
undergone PESA aracteristics of the male patients.
4.2.1. Comment on the male patients' characteristics.

The male patients were at average age, testicular volume was average
and endocrine investigation results were similar to that of the patients who
underwent PESSA in other studies of Hb S§ Hung (2014), Trinh Thé Son
(2013).

4.2.2. Comment on the female patients’ characteristics.

In general, the investigation results of ovarian reservation were in normal

range and proved the normal response in the female patients . When we
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compared the ovarian response prognosis factors in the three ovarian
stimulation protocols, the results showed that there were no differences
between FSH, Estradiol, Prolactin level in the three different patient groups.
However, there was difference in patients’” LH level between short protocol
and long protocol.
4.3. Comment on the effectiveness of ICSI using frozen sperm extracted
from epididymides.
4.3.1. Comment on effects of the frozen method on the quality of the
sperms extracted from epididymides.
4.3.1.1. The effectiveness defrosting sperms in 1CSI cycles

In our study, among 197 defrost sperm samples, there was 166 samples
which were used in ICSI (84%), 23 poor samples(12%), 8 samples (4%) with
dead defrost sperms could not be used and we had to repeat the PESA in the
patients and used fresh sperms to perform ICSI. Our study showed the similar
results in the Vu Dinh Tuan et al study (2014) when they colected 17 sperm
samples by surgery they were all frozen, after defrostration 15 samples had
enough sperms to perform ICSI (88,2%), 1 poor sample and 1 dead sample
which could not be used (11,8%)
4.3.1.2. Relation between fresh sperm concentration and their utility
after defrost.

The table 3.7 shows that the higher sperm concentration of a fresh
sample was the more its defrost sperm sample would be able to be used in
ICSI. There was a strong relation between the fresh sperm concentration with
their condition after defrost (p<0,001). As they were samples extracted from
epididymides, their concentration and mobility were limited. Moreover, we
always performed minimally invasive aspiration: we stop aspiration if we saw
mobile sperms as it helped prevent the invasion toward the patients’
epididymides. Therefore, defrost sperm samples would be very precious and
we only adjust the number of sperms whether they were enough to perform
ICSI or we have to repeat PESA but we could not use them to determine the
sperm concentration and mobility after defrost.
4.3.1.3. Relation between pre-freezing progressive sperm rate and their
utility after defrost.

The table 3.8 shows that there was a strong relation between the
mobility rate of fresh sperms and the utility of defrost sperms (p < 0,001).
L& Ngoc Dung’s study (2017) showed that the rate of mobility and
progressive mobility of the defrost sperm samples was significantly lower
than that of their fresh samples (p < 0,05). She found that in the defrost
samples which were collected by using
4.3.1.4. Concentration cut off and the mobility rate of sperms in the
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fresh samples to predict the degeneration rate of sperms in the defrost
samples.

According to the charts 3.6 and 3.7, the ROC area: of fresh sperm
concentration is 0,895 + 0,046; 95% CI = 0,804 — 0,985, of the rate of fresh
sperm mobility is 0,894 + 0,052; 95% CI = 0,792 — 0,995 . We conluded that
sperm concentration and the rate of sperm mobility in the fresh samples are
good factors to predict the degenerative sperm rate in their defrost samples.
With the cut off of 650.000/ml of sperm concentration predict the all defrost
sperms will be degenerative with the sensitivity of 87,8% and the specificity of
87,5%. The cut off of the sperm rate of under 9% in the fresh sample predicts
the degeneration of all defrost sperms with the sensitivity of 86,2% and the
specificity of 87,5%.

4.3.2. Comment on the outcomes of ovarian stimulation

The table 3.10 shows that the mean number of oocytes retrieved in the
short protocol group is significantly smaller than that in the long protocol and
in the antagonist protocol (< 0,05). The mean number of occytes retrieved
from long protocol and antagonist protocol is not significantly different (p >
0,05)

4.3.3. Comment on the effectiveness of the ICI
4.3.3.1. The clinical pregnancy rate of PESA/ICSI with frozen sperms.

There were 166 cases who had enough defrost sperms for ICSI, 140
cases had fresh embryo transfer and 26 cases had all embryos frozen. The
rate of clinical pregnancy per transfer cycles accounted for 61,4% (86/140),
which is similar to or higher than that of other studies in Viet Nam and in
the world (Table 4.2).
4.3.3.2. Cumulative pregnancy rate after fresh embryo transfer and
frozen embryo transfer.

According tho the table 3.13 the rate of clinical pregnancy of fresh
embryo transfer and frozen embryo transfer per ovarian cycles a was 51,8%
and 63,6%, respectively; the cumulative clinical pregnancy rate of frozen
embryo and fresh embryo transfer per cycles was 72,9%. In our study, we
could only follow-up one ovarian stimulation cycle as the PESA frozen
sperm samples after defrostration were usually at poor quality and only
enough for one time of ICSI. The patients were then follow-up in one
frozen embryo — tranfer cycle.
4.3.3.3. Compare the ICSI outcomes in the PESA frozen sperm and
PESA fresh sperm groups

The table 3.14 compares the rate of fertilization, implantation, and clinical
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pregnancy between the two groups. The table shows that the two groups have
similar mean number of retrieved oocyte, embryos, high quality embryos and
the transferred embryos (p > 0,05). The rates of fertilization, implantation and
clinical pregnancy of the PESA - frozen sperm group were likely higher than
that of the PESA - fresh sperm group (82.3 + 18.1%, 61.4%, 31.1%, and 80.24
+ 17.47% , 59.3%, 24.7%). However, the difference was not significant (p >
0,05).

4.3.4. Live birth rate of PESA — frozen sperm ICSI cycles.

We followed — up the patients from the beginning of treatment, through
out their pregnancy period and until they could gave birth to babies. Our live
birth rate is 82,6% (71/82). The result is similar to that of Ng.T.My Dung
(2011) with live birth rate of 83,79% . In 140 patients with fresh embryo
transfers, the live birth rate is 50,7. Most of the previous studies only gave the
results of clinical pregnancy rate and very few studies showed the live birth rate
so it is very difficult for us to give comment on the difference in live birth rate
among the studies. The live birth rate per fresh embryo transfer is 50,7% in
our study. It is the most expected and primary outcome to evaluate the
effectiveness of the IVF/ICSI in general and PESA — frozen sperm ICSI in
particular.

4.4. Comment on some factors which affect the outcomes of PESA —
frozen sperm IVF/ICSI

4.4.1.Male factors and outcomes of IVF/ICSI

4.4.1.1. Male factors and pregnancy rate

In general, the pregnancy rate is weakly related to the male factors,
namely age, hormone levels or the sperm sample quality. The table 3.17
shows that there was no difference in mean values of male age, FSH level,
LH level and testosterone as well as testicular volume between pregnhancy
group and non-pregnency group (p >0,05).
4.4.1.2. Effects of concentration of pre-frozen sperms, rate of progressive
pre-frozen sperms, time of freezing on the fertilization rate.

We could not see the difference in terms of fertilization rate of more
than 70% in differnt groups of pre-frozen sperm concentration, rate of
progressive pre-frozen sperms, time of freezing ( p>0,05).

4.4.2. Female factors which could affect the IVF/ICSI outcomes.
4.4.2.1. Relation between female factors and number of retrieved oocytes

Ovarian reserve assessment plays an essesential role in choosing an
appropriate ovarian stimulation protocol in IVF/ICSI. Our study shows that
level of AMH, FSH and E2 were all correlated with the number of retrieved
occytes. Among these factors, AMH and E2 levels had the positive
correlation and FSH level had the negative correlation with the number of
retrieved oocytes.
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4.4.2.2. The relation between the number of retrieved oocytes, collected
embryos and the clinical peregnancy rate.
Our study shows that there was a correlation between the number of

retrieved oocytes, the number of collected embryos and the rate of clinical
pregnancy. According to the table 3.22, the mean number of retrieved oocytes
and collected embryos in the pregnancy group was 11,2 + 4,63 and 7,52 + 3,95
respectively which was higher than that of 9,31 + 5,04 and 5,72 + 3,77 in the
non-pregnancy group (p < 0,05). It is concluded that the more the number of
retrieved oocytes and the collected embryos are, the more high quality embryos
can be selected to be transferred. This obviously contributes to the higher rate of
pregnancy in PESA — ICSI.
4.4.2.3. Relation between number and quality of transferred embryos and
the clinical pregnancy rate

Our study shows that there was a posivtive correlation between the
number of transferred embryos and the clinical pregnancy rate (p < 0,05) (table
3.22). The quality of transferred embryos is key factor which has influence on
the IVF/ICSI outcomes. Our result reveals that patients who have higher
quality embryos transferred will have the higher rate of clinical pregnancy (p
< 0,05). Table 3.28 compare the two groups: group with at least one level 4 —
embryo or level 3 -embryo transferred and the left (had level 1 or level 2 —
embryos transferred). In the first group the cliniacl pregnancy rate is 1.81
time higher than that in the second group but the difference is not statistically
significant (OR = 1,81; CI (0,60 - 5,44)). The clinical pregnancy rate in the
group with at least 2 high quality embryos (level 4 and/or level 3) is 4.4 times
and 8.0 times higher than that in the group with only one high quality
embryos (77,1% vs 46,7%, OR = 4,4; Cl (1,8 — 10,6).
4.4.2.4. The effect of endometrial thickness and endometrial partern on
pregnancy rate

Table 3.26 shows that the mean value of endometrial thickness in the
pregnancy group was 11,49 £ 2,2 mm, and in the non-pregnancy group was
11,27 £ 2,05mm, the difference was not statistically significant (p = 0,568).
In our study shows that the pregnancy rate in the three-line pattern
endometrium group is statistically significant higher than that in non — three
line pattern endometrium group (71,4% vs 21,4%, p < 0,001).

In general, the higher endometrial thickness is the higher rate of clinical
pregnancy will be however the difference is not statistically significant. Three
— line endometrial pattern at hCG day is a good prognisis factor for clinical
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pregnancy rate in patients with PESA/ICSI.
4.4.2.5. Monovariate regression and multivariate regression on the
clinical pregnancy rate and live birth rate.

The table 3.31 and 3.34 analyzes the variables which affect seperately on
the clinical pregnancy rate and live birth rate. At the time of embryo transfer,
three —line pattern of endometrium is the best condition for the implantation
and development of embryos, while endometrium is too thin or too thick are
not favorable conditions and they may decrease the pregnancy rate and live
birth rate. However, the difference of clinical pregnancy rate and live birth rate
among the group of different endometrial thickness is not statistically
significant (p > 0.05). The higher embryo quality, higher number of transferred
embryos and higher embryo transfer score are important factors contributes to
higher rates of clinical pregnancy higher live birth rate in the patients treated by
PESA- IVF/ICSI.

We analyze multivariate regression of the factors to access how they affect
to the pregnancy rate and live birth rate. We found that the factor which had the
greatest influence on the embryo transfer outcomes was the embryo quality and
the endometrial pattern on the day of hCG.. The use of PESA defrost sperms is
preferred as it has advantages: minimal invasive, lower cost and less
psychological tension for patients. However, there have been concerns on the
effectiveness of the freezing process. Therefore, many researchers have studied
it. In general, evidences show that there is no difference between using PESA
defrost sperms and PESA fresh sperms. The clinical pregnancy rate in our
study is smilar or higher to that of other studies. It proves that our PESA
protocol is as effective as the other protocols used in the world.

Currently, some assisted reproductive centers in Viet Nam have
performed PESA to diagnose but cannot do sperm — freezing. This is waste of
time and money and may cause harm to patients as they have to undergo the
procedure again in the next treatment. By the development of IVF/ICSI
technique in Viet Nam, azoospermia patients have chance to approach to the
modern treatment and help them to have their own children as the PESA
technique has been introduced in Viet Nam since 2002. However, the
repeatition of the technique may be harmful to the patients. Therefore, the
PESA - ICSI with frozen sperms has been very important medthod to
improve the quality and effectiveness of IVF/ICSI.

CONCLUSION

3. The efficacy of the PESA — ICSI with frozen sperms
= The efective of method
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- This is an effective method in vitro fertilization

The rate of fertilization, implantation, clinical pregnancy per ovarian
stimulation cycle, clinical pregnancy per embryo transfer cycle of frozen sperm
-PESAVJICSI is 82,3%, 31,1%, 51,8% and 61,4%, respectively.

- There have been 71 cases achieving live births of 102 newborns: 55
boys and 47 girls and the newborn mean weigh is 2660,3 + 698,1gr

®  Characteristic of PESA sperm after thawing technique for
ICSI

- 84% of patients after defrosting process had enough sperms to treated
with IVF/ICSI, only 12% required PESA again to have more sperms and
4% with no sperms alive after defrost who required PESA to have new
sperms.

- There was relation between the pre-freezing sperm concentration, the
progressive sperm rate trudc dong and the utility of the defrost samples (p
< 0,001).

- We can predict the likelihood of degeneration/death of all the defrost
sperms by pre-freezing sperm concentration and rate of pre-freezing
progressive sperms.

+ Pre-freezing sperm concentration of under 0,65m/ml predict the
probability of death of all defrost sperms with the sensitivity of 87,8% and
the specificity of 87,5%.

+ The rate of less than 9% of pre-freezing progressive sperms predict
the likelihood of death of all defrost sperms with the sensitivity of 86,2%
and the specificity of 87,5%.

2. Some impact factors of PESA-ICSI using frozen sperms.

- Male factors namely: age, FSH level, LH level, testosterone level
have no effect on the clinical pregnancy rate.

- Sperm concentration, rate of pre-freezing progressive sperms, time of
freezing have no effect on the fertilization.

- AMH, FSH, E2 levels have the positive correlation with the number
of retrieved oocytes.

- The number and quality of transferred embryos, endometrial pattern
and embryo transfer score are independent factors which influence the
clinical pregnancy rate and live birth rate.

- Multivariate regression analysis shows that endometrial pattern and
quality of transferred embryos are the factors which have the greatest effect
on the clinical pregnancy rate and live birth rate.
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RECOMMENDATIONS

From our study results, we would like to have some following

suggestions:

4.

IVF centers should have the regular protocol of PESA-sperm
freezing that helps reduce treatment cost, stress and invasive
procedure for patients.

Patients with PESA pre-freezing sperm concentration of under
650.000/1m, less than 9% of pre-freezing progressive sperms, should
not have sperm freezing as the likelihood of sperm degeneration is
extreemly high.

Patients undergoing PESA/ICSI with their sperms frozen with
unfavorable condition of endometrium on the day of oocyte retrieve
should be considered to have their all embryos frozen to be used in
the next cycle.

RECOMMENDATION FOR POSSIBLE FUTURE STUDIES

3. To do the research with a large sample size and compare the using of

PESA fresh sperms and PESA frozen sperms.

4. Study the outcomes of ICSI with frozen PESA sperms and fresh

PESA sperms.



