TAP CHI Y DUQC HQC QUAN SU SO 4 - 2022

PANH GIA PAC PIEM VI MAT POAN AZF
VA KET QUA THU TINH TRUNG O NAM GIOI VO SINH
TAI BENH VIEN NAM HQC VA HIEM MUOQON HA NOI

Dinh Hitu Viét', Lé Thi Thu Hién', Pham Thi Mj Hanh'
Trinh Vin Tam', Nguyén Trong Hoang Hiép'
Pham Minh Ngoc', Nguyén Ngoc Nhat’, Trinh Thé Son’

TOM TAT

Mouc tiéu: Mo ta dic diém 1am sang, cin 1am sang va két qua thu tinh tring tir
nam giGi vo sinh ¢6 vi mét doan AZF. Déi twong va phwong phdp: Nghién ciru
hdi ctru mé ta cit ngang trén 166 nam gii vo sinh do vi mat doan AZF diéu tri
tai Bénh vién Nam hoc va Hiém muon Ha No1 tu thang 12/2016 - 6/2021; 95
bénh nhan (BN) dugc thu tinh trung béng Xuét tinh tu nhién hoac md mTESE.
K&t qua: Thé tich tinh hoan trung binh 8,31 + 3,86 ml; ndng d6 hormone LH va
FSH cao hon giéi han binh thuong lan Iwot 9,72 + 6,28 IU/L va 15,6 £ 11,6 IU/L.
Dot bién mat doan AZFc hay giap nhat chiém 93,98% truong hop c6 vi dirt doan
AZF, trong d6 chu yéu 12 mat doan AZFc don thuan (55,13%). BN & nhém mat
doan AZFa déu vo tinh, trong khi nhém dot bién mét doan AZFb, AZFc, AZFd
¢6 biéu hién 1am sang da dang tur vo tinh dén thiéu tinh nang va nhe. 67 BN
(70,53%) c6 tinh trung tu than. Trong d6, ty 1& xuét tinh c¢6 du tinh tring 12
52,63% (50/95 BN), ty I¢ mTESE c6 tinh trung 1a 53,13% (17/32 BN). Ty 1€ tim
duogc tinh tring & nhém mat doan AZFc don thuan 1a 45/55 (81,8%). Nguoc lai,
cdc nhém c6 dot bién mat doan AZFa déu khéng tim dugc tinh trung. Két ludn:
Vi dit doan AZFc hay gap nhat, mic di vay ty 1¢ thu dugc tinh tring tir nhém
nay khd tot. Vi dat doan AZFa c6 kiéu hinh vo tinh, trong khi cdc loai vi dut
doan khdc nhu AZFa, AZFb, AZFc biéu hién kiéu hinh da dang.

*Tir khéa: AZF; AZFa; AZFb; AZFc: AZFd vi dit doan; Vo tinh; Nhiém sic
thé Y.
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EVALUATION OF CHARACTERISTICS OF AZOOSPERMIA FACTOR
MICRODELETIONS AND SPERM RETRIEVAL RESULTS IN
MALE INFERTILITY AT THE ANDROLOGY AND
FERTILITY HOSPITAL OF HANOI

Summary

Objectives: To evaluate the clinical and laboratory characteristics and results
of sperm retrieved from infertile men with AZF deletions. Subjects and
methods: A cross-sectional, descriptive and retrospective study on 166 men with
infertility caused by AZF deletions treated at Andrology and Infertility Hospital
of Hanoi from December 2016 to June 2021. 95 patients had sperm collection
performed ejaculation or mTESE surgery. Results: The mean testicular volume
was 8.31 + 3.86 mL; LH and FSH hormone levels were higher than normal
limits, which were 9.72 + 6.28 IU/L and 15.6 £ 11.6 1U/L, respectively. The most
common AZFc deletion mutation accounted for 93.98% of the AZF
microdeletion cases, which was mainly AZFc deletion alone, accounting for
55.13%. The patients in the AZFa deletion group were azoospermia, while the
deletion mutant group of AZFb, AZFc, AZFd leads to conditions ranging from
azoospermia to severe and mild oligospermia. There were 67 patients (70.53%)
with autologous sperm. The rate of ejaculation with sufficient sperm was 52.63%
(50/95), and the rate of mTESE with sperm was 53.13% (17/32). The rate of
finding sperm in the group with AZFc deletion alone was 45/55 (81.8%). In
contrast, the groups with the AZFa deletion mutation could not find sperm.
Conclusion: AZFc type was the most common. Meanwhile, the sperm collection
rate from these patients was quite good. AZFa microdeletion has an azoospermia
phenotype, while other types of microdeletion such as AZFa, AZFb, AZFc

express interchangeable sperm concentrations.

* Keywords: AZF; AZFa; AZFb; AZFc; AZFd; Microdeletions; Azoospermia;

Y chromosome.
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PAT VAN PE

V6 sinh anh huong dén khoang 8 -
12% céc cip vo chong trong do tudi
sinh san, khoang mot ntra s d6 lién
quan dén yéu t6 nam gi6i [1]. Nguyén
nhan giy voO sinh nam rit da dang.
Trong nhitng nim gin ddy, nhiéu
nghién ctru da chirmg minh mot sé gen
nim ¢ ving Yqll trén nhdnh dai
nhiém sic thé Y c6 vai trd tham gia
vao qud trinh sinh tinh. Mét cdc gen &
vung nay thuong gay bénh canh khong
c6 tinh trung trong tinh dich, nén vung
nay duoc goi 1a yéu td giy vo tinh
(Azoospermia Factor - AZF). K¥ thuat
di truyén phat trién cho phép phan dinh
AZF thanh 4 phan ving 1a AZFa (gan),
AZFb (gitta), AZFc (xa) va AZFd
(nam giita AZFb va AZFc). Tan sb cta
vi mat doan AZF thay d6i tir 1 - 55%
trén toan thé gidi, hay gip hon c6 ¥
nghia théng ké trong nhém thiéu tinh
nang va vo tinh (khoang 10 - 15%) [2].

Mbi phan ving chtra cdc gen khdc
nhau nén mc do anh huong téi qua
trinh sinh tinh cling khic nhau, cu
thé: Vi mat doan AZFa lién quan dén
hoi ching chi c6 té bao Sertoli (SCO);
Vi mit doan AZFb, AZFc biéu hién
nhiéu kiéu hinh tr v sinh cho téi thiéu
tinh; Vi mat doan AZFd gdy thiéu tinh

nhe hodac mot s6 truong hop cod so
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luong tinh trung hoan toan binh thuong
[3]. Phuong phdp dicu tri hién nay
nham thu tinh tring, rdi tién hanh tiém
tinh tring vao bao tuong noan (ICSI).
Trén thé giéi, vi phiu thuét thu tinh
trung tu tinh hoan (micro testticular
sperm injection - mTESE) 1a phuong
phdp moi, an toan va hi€u qua trén
nhém BN vo tinh [4]. Tai Viét Nam,
cdc bdo cdo lién quan dén phan bd
tung loai vi méat doan nhiém sic thé Y,
bénh canh 1am sang cling nhu hi¢u qua
thu tinh trung ¢ nhirng BN nay con han
ché. Vi vay, ching t6i thyc hién nghién
clru nay nhim: Mé ta dic diém cdc
logi vi mat doan AZF & BN vo sinh va
sw lién quan cia cdc vi mat doan nay
dén két qua thu tinh tring ICSI.

POI TUONG VA PHUONG PHAP
NGHIEN CUU

1. P6i twong nghién ciu

Nghién ctru duge tién hanh trén 166
nam gidi vo sinh diéu tri tai Bénh vién
Nam hoc va Hiém mudn Ha Noi tir
thang 12/2016 - 6/2021.

* Tiéu chudn lya chon: Nam gid1 vo
sinh, thiéu tinh hodc vo tinh, da duoc
xdc dinh c6 vi mat doan AZF.

* Tiéu chudn loai trir: VO tinh do tac,
cac nguyén nhan khac gay vo tinh (gian
tinh mach tinh, tinh hoan lac chd...).
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2. Phwong phap nghién ciru

* Thiét ké nghién ciru: Nghién ctu
hdi ctru, md ta, cit ngang.

* Cdc budre tién hanh: BN thoa min
tiéu chuan s& dugc dua vao nghién ctru
va thu thap thong tin bénh str, dic diém
1am sang va cdc két qua can 1am sang
theo mot mau bénh 4n.

* Chi tiéu nghién cuu: Dac diém
tinh dich, ,néng do noi tiét sinh duc
trong huyét thanh, kich thudc tinh

hoan qua siu am, nhiém sic thé dd va
két qua thu tinh trung tu tinh dich hoac
bang micro-TESE.

* X 1y so liéu: SO liéu dugc nhap
vao Excel va phan tich bang phan mém
thong ké STATA 16.0. Két qua dugc
trinh bay dudi dang gid tri trung binh +
d6 léch chuan va ty 1& phan tram. St
dung ANOVA test dé kiém dinh sy
khic nhau cua gia tri trung binh gitra
cdc nhém, gia tri p < 0,05 duoc coi la
¢ y nghia thong ké.

KET QUA NGHIEN CUU
Bang 1: Pac diém chung cua dbi tuong nghién ctru.
Pic diém v £SD
Tudi BN (niam) 32,5 +5,03
Thoi gian vo sinh (ndam) 3,32 +1,34
Néng d6 LH (IU/L) 9,72 + 6,28
Nong d6 FSH (IU/L) 156+ 11,6
Néng do Testosteron (nmol/mL) 17,9 £10,19
Thé tich tinh hoan (mL) 8,31 +3.,86
Ty 1¢ mang dot bién NST két hop 25%

Tubi trung binh cta nam gi6i tai thoi diém diéu trj 12 32,5 tudi, thoi gian mong

mudn c6 thai trung binh 13 3,32 nim. Nong do hormone hoang thé héa (LH)

va hormone kich thich nang tring (FSH) déu cao hon giéi han binh thudng

(FSH: 1 - 14 IU/L, LH: 1,7 - 8,6 IU/L).
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Bang 2: Phan bd céc loai vi mat doan AZF va mat do tinh trung.

Mit d¢ tinh trung
Loai vi mat doan Vé tinh Th:lé;ntgmh Thllé;ll ;mh n (%)

AZF mét doan a 3 0 0 3(1,8)
AZF mat doan a, b, ¢ 3 0 0 3(1,8)
AZF mat doan a, b, ¢, d 2 0 0 2(1,2)
AZF mét doan b, ¢ 11 1 2 14 (8,4)
AZF mét doan b, ¢, d 23 17 4 44 (26,5)
AZF mit doan b, d 0 1 0 1 (0,6)
AZF mét doan ¢ 26 39 21 86 (51,8)
AZF mét doan c, d 5 0 7 (4,2)
AZF mét doan d 1 2 3 6 (3,6)

Tong 74 62 30 166 (100)

Dot bién mat doan AZFc hay gip nhat (93,98%), trong d6 chii yéu 12 mat doan
AZFc don thuan (55,13%). BN ¢ nhém c6 mat doan AZFa déu vo tinh, trong khi
nhom dot bién mat doan AZFb; AZFc, AZFd dan dén tinh trang tir vO tinh dén
thiéu tinh nang va nhe.

N\

= Xuat tinh di tinh tring mTESE du tinh tring = mTESE khéng c6 tinh tring

= Xin tinh tring # Chwa ho trg sinh san

Biéu d6 1: Két qua thu tinh tring dé thyc hién hd tro sinh san & BN c6 dot bién AZF.

Trong 166 BN nghién ctru, 95 BN da duoc thu tinh tring bang ty xuét tinh
hodc mTESE. 67 BN (70,53%) c¢6 tinh trung tu than. Trong dé, ty 1¢ xuét tinh c6
du tinh trung 1a 50/95 BN, va ty 1€ mTESE thanh cong 1a 53,13% (17/32 BN).
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Bang 3: Két qua thu tinh tring bang mTESE.

£ . R R bot | Dot | Dot | Dot | Dot | Dot Dot
Kétqua | Dot | Dot <X iy <X <X <X <X iy 2
mTESE biél.l d bié;lc bién | bién | bién | bién | bién | bién | bién |Tong

c,d b,d | b,e | b,c,d a a,b,c | a,b,c,d

Cotimh 5 g g o 2] 6 | 0| 0 0o | 17
trung
Khong
c6 tinh 0 8 1 0 1 4 0 1 0 15
trung
Téng 0 17 1 0 3 10 0 1 0 32

Trong cac nhém dot bién vi méat doan AZF, ca 3 BN ¢ nhém dot bién AZFd
don thuan déu xudt tinh c6 tinh tring. Ty 1é tim duoc tinh tring & nhém mat doan
AZFc don thuan 1a 45/55 (81,8%). Nguoc lai, cdc nhém cé dot bién mat doan

AZFa déu khong tim duoc tinh tring.

BAN LUAN

Trong s6 BN nghién ctru, mat doan
AZFc chiém ty 1& cao nhat (93,98%).
Két qua nay phit hop véi cdc bdo cdo
trude day chi ra ring dot bién mat doan
AZFc thuong xuyén xdy ra ¢ nam gioi
c6 s6 luong tinh tring thap [5]. Dong
thoi, két qua nay minh chtng cho vai
trd quan trong cua vung gen AZF trong
kha nang sinh san cua nam gidi. BN ¢
cdc nhém mat doan AZFa déu vé tinh,
trong khi nhom dot bién mét doan
AZFb, AZFc, AZFd c¢6 biéu hién 1am
sang da dang tir v tinh dén thiéu tinh
ning va thiéu tinh nhe. Diéu nay phi
hop véi cdc mirc dJ suy gidm sinh tinh
do céc vi mat doan AZF gay ra, cu thé,
mirc d6 suy giam sinh tinh 16n nhit ¢

nhitng trudng hop mat doan gin tim
dong nhat (AZFa, sau d6 1a AZFb, tiép
theo l1a AZFc); rieng nhém AZFd c6 ty 1€
suy giam gan nhu khong dang ké [6].
Két qua thu tinh tring dé thyc hién
hd trg sinh sdn & BN c6 dot bién AZF
trong nghién ctu cua ching t61 la kha
quan. 67/95 BN (70,53%) c6 tinh trung
ty than (xuat tinh du tinh trung hodc
mTESE du tinh trung). Trong do, ty 1¢
xudt tinh du tinh tring 13 50/95
(52,63%) va ty 1€ mTESE thanh cong
la 53,13%. Theo Golin A.P. va CS
(2021), ty 1& thu tinh tring bang hai
phuong phép trén tuwong g 1a 60,5%
va 38,6% [6]. Su khéc biét vé hiéu qua
cua mTESE phu thudc vao “chat lugng”
ctia md tinh hoan duoc 14y ra. Ngay ca
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ky thuat mTESE ciing c¢6 thé khéc
nhau ding ké giita cdc trung tim hodc
gifra cic béc si phau thuat, cdc chuyén
vién soi tinh trung. Quy trinh cang
hoan chinh, co hoi tim thdy md tinh
hoan “cht lwong” cang cao.

Dong thoi, vi tri xay ra vi dt doan
AZF trén NST Y cling anh hudéng 1o
rét dén két qua thu tinh tring. Ca 3 BN
¢6 AZFd don thudn déu xuét tinh du
tinh tring dé thyc hién phuong phdp
tiém tinh truing vao bao tuong noan;
45/55 BN (81,8%) c6 dot bién mét
doan AZFc don thuan tim duoc tinh
tring trong tinh dich; Cdc BN dot bién
mat doan AZFa déu khong tim dugc
tinh tring. Diéu nay phi hop véi sy da
dang kiéu hinh do cdc vi mat doan
AZF tao ra. Nhitng BN c¢6 vi mét doan
AZFd c6 thé bi thiéu tinh nhe hodc
tham chi sd lugng tinh tring binh
thuong [3]. Bot bién mat doan AZFc
lam giam s luong, mat do tinh tring
va ¢6 lién quan dén mot loat céc dic
diém kiéu hinh khdc nhau, tir vo tinh
dén thiéu tinh m@c d6 nhe dén nang
[7]. BN ¢6 vi mat doan AZFc nay cé
co hoi thu tinh trung thanh cong cao so
v6i BN ¢6 bat ky kiéu mat doan nao
khéc trong vung AZF cua Yq.Ty I¢
tim thdy tinh tring ¢ nhitng BN mat
doan AZFc trong 32 nghién ctru dao
dong 13 - 100%. D6i véi nhém c6 vi
méit doan AZFa, nam gidi bi mét doan
AZFa hoan toan déu vo tinh va khong
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ldy duoc tinh trung bdng bat ky
phuong phdp nao. Nguyén nhan la vi
mat doan AZFa lién quan dén hoi
ching chi c6 té bao Sertoli (SCO),
khong c6 té bao mam trong bat ky ong
sinh tinh nao (SCO I) hoic té bao mam
hién dién trong mot s6 it céc
6ng. Nhitng té bao nay do biét héa va
truong thanh khéng hoan toan cua té
bao sinh tinh va tinh t, din dén su
théai héa cta té bao mam trong hau hét
cac 6ng (SCO 1II) [8]. Viéc méat doan
AZFb cho thiy nhiéu kiéu hinh thay
d6i hon. Nhitng BN mét doan AZFb
16n din dén khong c6 tinh tring, trong
khi d6 néu mat mot phan AZFb biéu
hién nhiéu kiéu hinh v sinh, bao gdm
vo tinh, thiéu tinh nhe va nang, ton
thuong giai phau bénh thuong gip &
nhém BN nay Ia hdi chung sinh tinh
nura chung [9].

KET LUAN

Vi mat doan AZFc hay gip nhat
(93,98%) trong téng sb cdc loai vi mat
doan AZF. Mat d¢ tinh truing va kha
nang thu tinh trung phu thudc vao tirng
loai vi mat doan: BN mét doan AZFa
déu vo tinh, trong khi nhém dot bién
mat doan AZFb, AZFc, AZFd c6 biéu
hién 14m sang da dang tir vo tinh dén
thiéu tinh. Ty 1é thu tinh tring tir BN
c6 dot bién AZF trong nghién ciru 1a
67/95 (70,53%) va ty 16 m6 mTESE c6
tinh trung la 17/32 (53,13%).
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