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vién.

Cham s6c ngudi bénh ung thu thanh quan
khong kém phan quan trong so vdi diéu tri.

Giai thich perdng phap diéu tri, theo doi
phat hién sdm cac bién chiing gilp nguGi bénh
giam dau va lo Iang trong giai doan hau phau.

Cham séc va theo doi dung cach, ding ky
thuat cua diéu duGng gop phan mang lai két qua
tot dep cho ngudi bénh, gilp ngudi bénh hoi
phuc tét, giam bi€én ching, giam dudc chi phi
diéu tri, rat ngdn thdi gian nam vién clia ngudi
bénh. Gop phéan gilp ngudi bénh trd vé vdi cube
s6ng ddi thudng.
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KHAO SAT DAC PIEM BAT THUONG NHIEM SAC THE
TREN BENH NHAN VO SINH NAM DO VI MAT POAN AZF

Do Digu Linh?, Lé Thi Diéu Hién®, Nguyén Ngoc Nhat?, Trinh Thé Son?

TOM TAT B

Muc tiéu: Khao sat cac bt thudng nhiém sic thé
do trén nhdm bénh nhan vo sinh nam cd vi mat doan
AZF. P6i tugng va phuong phap nghién ciru:
nghién mo ta hoi clu tai Vién Mo ph0| 1am sang Quan
d6i — Hoc vién Quan y va Benh vién nam hoc va h|em
muodn Ha Noi trén 153 nam gidi thiéu tinh néng, vo
tinh co Vi mat doan AZF; thu thap thong tin dic diém
l&m sang va bd nhiém sic thé. K&t qua: 35 bénh
nhan mang cac bat thudng trén nhiém sac thé do kem
theo vi mat doan AZF dugc phat, h|en chiém 22,879 %o;
cac_bat thuGng ndm trén ca nhiém sac thé terdng va
nhiém s&c thé gidi tinh. Dac biét, cac hoi cerng hiém
gap dugc phat hién nhu Kllnefelter (47,XXY) va De la
Chapelle (nam gldl 46,XX) vdi lan lugt la 5 va 2 benh
nhan, day la cac bat thu‘dng ndng véi biéu hién vé tinh
gap & ca7 bénh nhan. Két luan: bat thl.rdng nhiém
sac thé do hay gap ¢ nhom nam gidi vo sinh co vi mat
doan AZF. Tu khda: vi mét doan AZF, nhiém sic thé
do, Klinefelter, De la Chapelle.
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the abnormal karyotype characteristics in male
infertility due to AZF microdeletions. Materials and
method: a retrospective descriptive study at the
Military Institute of Clinical Embryology and Histology
and the Andrology and Fertility Hospital of Hanoi on
153 men with severe oligospermia and azoospermia
caused by AZF microdeletions, collecting clinical
manifestations and karyotype results. Results: 35
patients with abnormalities in the karyotype were
detected in one having AZF microdeletions, accounting
for 22.87%; Abnormalities are located on both
autosomal and sex chromosomes. In particular, rare
syndromes were discovered, such as Klinefelter
(47,XXY) and De la Chapelle (men 46,XX) with 5 and 2
patients, respectively; these are severe abnormalities
with manifestations of azoospermia encountered in all
7 patients. Conclusion: Chromosomal abnormalities
are common in infertile men affected by AZF
microdeletions. Keywords: AZF microdeletions,
karyotype, Klinefelter, De la Chapelle.

I. DAT VAN DE

V6 sinh la tinh trang that bai thu thai cua
mot cap do6i sau it nhdt moét ndm giao hgp
thudng xuyén khong s dung bién phap tranh
thai, tinh trang vo sinh anh hudng téi hanh phuc
gia dinh cling nhu an sinh xa hoi. Trong d6 mot
nfa nguyén nhan vé sinh dén tuUr yéu t6 nam
gidi, bao cao cho thdy 90% v sinh nam ¢4 biéu
hién bat thuGng sO lugng tinh tring, bao gom
tinh trang thiéu tinh (oligozoospermia) va vé tinh
(azoospermia) [1], [2]. Ngoai nhitng nguyén
nhan gay v6 sinh nam da biét tir l[du nhu gian
tinh mach tinh, quai bi, ... thi vai trd0 cia nhom
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nguyén nhan di truyén ngay cang dudc bdo cao
nhiéu, trong dé vi mat doan NST Y hay gap vdi ti
I& hién méc trong cdng déng dudc bao cdo la
1:4000 nam gidi, ti I&€ nay cao han cd y nghia &
nhém bénh nhan thiéu tinh 2-5%, ddc biét la vo
tinh 5-10%[3]. Khi dot bién vi mat doan nhiem
sdc thé Y xay ra trén vung Yqll gdy ra nhiing
khi€ém khuyét nghiém trong trong qua trinh sinh
tinh, ki€u hinh d3c trung dudgc bao cdo 1a vé tinh
(azoospermia) cho nén vling nay con dugc goi la
vung AZF (azoospermia factor). Vi mat doan AZF
(Yql1l) dudc bao cdo lan dau tién nam 1976, sau
ddé dua trén mdi lién quan gilra vi tri mat doan
v@i anh hudng lén qua trinh sinh tinh ma ngudi
ta chia thanh doan AZFa (gan tam dong), AZFb
(gitra), AZFc (xa tam dong) va AZFd (vung chong
lan gilta AZFb va AZFc). Bon loai vi mat doan
trén cd thé xady ra don 1& hodc phSi hgp, anh
erc’fng ¢ cac muc d6 khac nhau Ién chirc ndng
noi ti€t va ngoai ti€t cua tinh hoan.

Tan sudt cao cac bat terdng vé nhiém séc
thé (22,6%) cung ton tai vdi cac vi mat doan
AZF & nam giGi vo sinh, nguyen nhan dudc cho
la vi mat doan o] vung Yqgll cé the gay mat on
dlnh nhiém sac thé dan den su sap x&p lai nhiém
sac thé hodc méat nhiém sic thé Y. Nguac lai, tan
s6 vi mat doan AZF cao han da dugc cerng minh
& nhitng bénh nhan thé kham nhiém sic thé gidi
tinh (45, X/46 XY hodc 47,XXY/46,XX). Tuy nhién,
ngu’dl ta van chua biét liéu bat thudng vé nhiém
sac thé dd hay vi mat doan AZF |1a nguyén nhan
cha yé’u gay ra suy giam sinh tinh & nhirng bénh
nhan nay [4]. Do vay can thiét tién hanh nghlen
clru nham danh gia tan suat va dic diém cac loai
bat thu’dng nhiém sic thé do trong nhém nam
gidi vo sinh c6 vi mat doan AZF tai Viét Nam.

Il. DOI TUONG VA PHUONG PHAP NGHIEN CUU

2.1. Poi tugng nghién ciru. Nghién dugc
ti€n hanh trén 153 nam gidi vO sinh cé vi mat
doan AZF.

Tiéu chudn lra chon: Nam giGi v sinh;
thiéu tinh n3ng hodc vd tinh; cd vi mat doan
AZF; dong y tham gia nghién clru.

Tiéu chuén loai trir:

Gian tinh mach tinh; vo tinh do nguyén nhan
tac; xuat tinh ngugc dong; bénh cdp tinh; suy
sinh duc th( phat.

2.2. Phuang phap nghién ciru

Thiét ké nghién ciru: nghién mo ta hoi clru.

Cac budc tién hanh:

Budc 1. Xét nghiém tinh dich d6 nam gi6i vo sinh

Mau tinh dich cia bénh nhan dugc xét
nghiém va danh gia két qua theo hudng dan cla
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WHO (2010). Bénh nhan kiéng khong quan hé
tinh duc it nhat 48 gld (nhung khéng qua 7
ngay) trudc khi [dy mau. Mdi bénh nhan dudc
xét nghiém tinh dich d6 hai [an cach nhau it nhat
7 ngay. Chan doan thi€u ndng khi mat do tinh
trung < 5 triéu/ml; vo tinh (Azoospermia) khi
khong c6 tinh trung trong tinh dich.

Budc 2. Xét nghiém vi mat doan AZF

Xét ghiém vi mat doan NST Y bang phugng
phap Multiplex PCR: DNA dugc tach chiét tir 5ml
mau toan phan bang DNAmini kit (Qiagen - MY).
Nong d6 DNA dudc do bang may Nanodrop
(Thermo Fisher Scientific Inc - My). S dung
cung mot nong do DNA cho cac mau. DNA sau
tach chiét dugc nhén ban béng PCR da moi dé
phat hién cac mat doan nhd. Sur dung cac cap
moi dé€ xac dinh su’ cd mdt hay mat clia cac trinh
tu dich dac hiéu cho moi phan vlng AZFa, b, c,
d. Ching ndi dudc st dung la gen SRY nam G vai
ngdn NST Y. San phdm PCR dudc phan tich trén
gel agarose 2% co chifa ethidium bromide (0.5
ug/ ml), soi dudi dén cuc tim va chup anh gel.
banh gid két qua dién di dua trén thang 100 bp
cla hang Invitrogen (My).

vﬂ':"g‘aRZF Trinh tu dich (STS)
AZFa sY84, sv86, USP9Y, DBY
AZFb | Y127, sY134, sY105, sY121, sY1192
AZFc sY254, sY255, sY160, sY1191,
sY1291, BPY2
AZFd sY152, sY153

BuGc 3: Xét nghiém karyotype.

Mbi bénh nhan dugc Iay 2 ml mau tinh mach
ngoai vi, chdng ddng bang heparin, d€ lang
trong 30 phat, r6i lam giau bach cau. T€ bao
lympho mau ngoai vi dugc nubi cdy, lam tiéu ban
va nhuém bang G. Quan sat tiéu ban dudi kinh
hién vi, chup hinh cadc cum ky gitta dat tiéu
chudn. Karyotype dudc md ta theo danh phap
ISCN 2016 (Internatinal System for Human
Cytogenomic Nomenclature).

Xir' ly s6 liéu: SO liéu thu thap vao bénh an
nghién ctu va dugc nhdp vao phan mém Epidata
3.1 va phan tich bang STATA 16.0. Két qua dugc
tinh bay dudi dang gia tri trung binh + do Iéch
chudn va ty 1& phan trdm. Chi-square test hodc
Fisher exact test dugc st dung dé kiém dinh su
khac nhau gilta 2 ti |1&. Gia tri p < 0,05 dugc coi
la c6 y nghia thong ké.

Pao diuc nghién ciu: Nghién clru dugc
thong qua H6i dong dao dirc Bénh vién Nam hoc
va hifm mudn Ha NOi s6 779/2021/IRB-
AFHANOI.
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I1. KET QUA NGHIEN CcU'U

Bang 3.1. Pac diém bét thuong nhiém sdc thé dé & nhitng bénh nhén coé vi mat doan AZF

. A o~ < Karyotype bat thudng
Vimat |So lugng Karyotype binh ge s NST giGi tinh
doan AZF n thudng n (%) n (%) n (%)
AZFa 3 3 (100) 0 (0) 0 (0)
AZFc 76 63 (82,89) 8 (10,53) | 5 (6,58) (1 BN mac hdi chiing Klinefelter)
AZFd 6 6 (100) 0(0) 0(0)
AZFabc 3 0(0) 0(0) 3 (100)
AZFabed | 2 0 (0) 0 (0) o, 2(100)
(2 BN mac hdi ching De la Chapelle 46, XX)
AZFbc 12 7 (58,33) 2 (16,67) 3 (25) (1 BN mac hoi chirng Klinefelter)
AZFbcd 43 34 (79,07) 3(6,97) |6 (13,95) (2 BN m3c hdi chiing Klinefelter)
AZF bd 1 1 (100) 0 (0) 0 (0)
AZFcd 7 4 (57,14) 0 (0) 3 (42,86)
Téng 153 118 (77,12) 13 (8,49) 22 (14,38)

Trong 153 bénh nhan vo6 sinh nam do vi mat
doan AZF c6 35 bénh nhan phat hién bat thudng
trén két qua nhiém sc thé do, ch|em 22,87%.
B4t thudng xay ra trén cd nhiém sic the terdng
(13 bénh nhan chiém 8,49%) va nhiém séc thé
gigi tinh (22 bénh nhan chiém 14,38%). Cac
trudng hop c6 vi mat doan AZF don lé nhu AZFa
AZFd khong gdp bat thudng trén nhiém sic thé
do. Trong khi d6 vi mat doan AZFc don Ié hoac

ph6i hdp cd ti 1é bat thudng nhiém sic thé do
tugng doi cao.

Trong nghién clru nay, ¢ 5 bénh nhan mac
hoi chiing Klinefelter v&i bo nhiém sic thé
46,XXY. Ngoai ra, 2 bénh nhan ki€u hinh nam
mat toan bd vung AZFacbd, khi khao sat nhlem
sdc thé do6 phat hién mang bd nhiém sic thé
46,XX do vay dugc chan doan méac hdi chitng De
la Chapelle (nam gidi 46,XX c6 SRY duang tinh).

Bang 3.2. Pac diém Idm sang bénh nhdn vi mat doan AZF mac héi ching Klinefelter

(47,XXY)
. A o n AL x Thé tich | Thé tich | Matdé
STT vi m:;goan (.rl\-g(r::) Chzt(a:::):ao Ca?kn@;ng Vi to tinh hoan| tinh hoan [tinh tring
9 P(ml) | T(ml) |(triéu/mi)

1 AZFbcd 23 171 66 Co 6 11 azoo

2 AZFc 27 168 70 Khdng 2 1 azoo

3 AZFbcd 26 172 75 Khéng 15 15 azoo

4 AZFc 34 165 61 Co 1 1 azoo

5 AZFc 29 170 65 Co 1 1 azoo
Trung binh (mean+SD)| 27,8+4,09 |169,2+2,77|67,4+5,32 5,0+5,96 | 5,84+6,72

Trong 153 bénh nhan vo6 sinh nam do vi mat
doan AZF c6 5 bénh nhan dugc chan doan mac
hoi ching Klinefelter véi bd nhiém sic thé 13
47,XXY, chiém ti 1é 3,27%. Bang 3.2 cho thay
chi‘éu cao trung binh cla cac bénh nhan
Klinefelter la 169,2 + 2,77 cm; tinh hoan 2 bénh
nho 5,0 £ 5,96 ml v3i bén phai va 5,8 £ 6,72 ml

(azoo: Vo tinh)
vGi bén trai; nlt hoa tuyén vu gdp & 3/5 bénh
nhan. HOi ching Klinefelter chi gdp & nhiing
bénh nhan vi mat doan AZFc hoac AZFbcd, khi
do tat cd bénh nhan déu gdp phai bat thudng
ndng trong qué trinh sinh tinh, biéu hién & kiéu
hinh vo tinh (azoospermia).

Bang 3.3. Pac diém Iim sang bénh nhdn vi mat doan AZF médc hdi chirng De la

Chapelle (nam gioi 46,XX)

STT Tudi Chiéu |[Can ndng| Hoi Vii to Réi loan | Thé tich tinh [Thé tich tinh
(nam) |cao (cm) (kg) toc cuong dudng| hoan P (ml) | hoan T (ml)
1 33 165 62 Co Co Khong 4 7
2 27 161 57 Co | Khong Khong 3 8

Bang 3.3 md ta dic diém ldm sang cua 2
bénh nhan mac hdi ching De la Chapelle dugc
phat hién trong nghién clru nay. Ca 2 bénh nhéan

déu c6 chiéu cao thdp, kiéu hinh hdi téc va thé
tich tinh hoan giam. 1 bénh nhan c6 ddc diém nit
hoa tuyén vud. Triéu chirng t6i loan cuong duang
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khong xuat hién & ca 2 bénh nhan. Két qué xét
nghiém tinh dich d6 cho thay khong cb t|nh
tring trong mau tinh dich ctia 2 bénh nhan méc
hoi chiing De la Chapelle.

IV. BAN LUAN

Co sG cua vi mat doan AZF la do cdu trac
dac biét cla nhanh dai NST Y, tai ving Yqgi1
chira cac trinh tu Iap lai sap x€p ddi xirng, su’ tai
to hgp sinh ly cta cac trinh tu lap lai thong qua
chuyén doan khdng tu’dng hd (non-reciprocal
transfer) ngudc chiéu gilp bao toan vat chat di
truyén trén NST Y [5]. Tuy nhién, khi chuyen
doan cung chiéu xay ra dan dén tai t6 hgp cling
chiéu cac trinh tu Idp lai khong allen (Non-Allelic
Homologous Recomblnatlon - NAHR) dan dén
mat doan NST Y ndm gilta 2 trinh tu nay. Mat
cac gen quan trong trong qua trinh sinh tinh &
viing AZF thudng gy ra thiéu tinh ndng hodc vo
tinh ¢ nam gidi. Do vay theo hiép hoi Tiét niéu
Chau Au, chi dinh xét nghiém vi mat doan AZF
dua trén nong do tinh tring va dudc khuyén cao
thuc hién & nhitng bénh nhan vd tinh hodc thiéu
tinh nang (<5 triéu/ml). Ngoai ra, bénh canh
thi€u tinh hodc vd tinh con do mét s6 loai roi
loan di truyén khac gay nén, hay gap han ca la
hoi chirng Klinefelter. Ti€p can nhitng bénh nhan
bat thuong nang vé s6 lugng tinh tring, ngoai
xét nghiém vi mat doan AZF con can cac xét
nghiém chuyén sau khac nhu karyotype, noi tiét
t6 v&i muc dich tién lugng va Iya chon phuang
phap diéu tri thich hgp (mé& tinh hoan tim tinh
trung hodc xin tinh trung) Bao cao nam 2012
cho thay tan suat cao cac bat thu’dng vé nhiém
sic thé (22,6%) clng ton tai véi cac vi mat doan
AZF & nam gigi vo sinh. Ti |é trén tuong dudng
VGi nghlen cru cla chang t6i vdi ti 1€ bat thudng
nhiém s3c thé trén nhém vo sinh nam do vi mat
doan AZF Ia 22,87%; cac bat thudng xay ra trén
ca nhiém sic thé thu’dng (13 bénh nhan chiém
8,49%) va nhiém s&c thé gidi tinh (22 bénh nhan
chiém 14,38%).

Trong nghién clu cua ching t6i, 5 bénh
nhan mac hdi chiing Klinefelter vGi ki€u nhan
47 ,XXY chiém ti 1&€ 3,27%, ti |1é nay trong cac
nghién clu trudc day dao dong tir 0,1 - 0,2% &
tré so sinh nam, téng Ién 3 - 4% & nam gidi vO
sinh va 10 - 12% & bénh nhan vo tinh [6]. Dac
diém 1dm sang 5 bénh nhan Klinefelter két hap
v@i vi mat doan AZF trong nghién clfu cia ching
t6i la cao trung binh 169,2 + 2,77 cm; tinh hoan
nho va nir héa tuyén vd. Khi mang vi mat doan
AZF va ki€u nhan 47,XXY thi tat ca cac bénh nhan
déu vo tinh, diéu dé cho thay tién lugng xau khi cd
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dong thdi 2 bat thudng di truyén ké trén.

Nghién cltu & Iran ndm 2012 phan tich
karyotype cho 157 bénh nhan nam c6 vi mat
doan AZF, tim thdy 51 trudng hdp (32,48%)
karyotype bat thudng, trong dé 20 trudng hgp
(41,17%) biéu hién hoi chiing nam gidi 46,XX cd
SRY dugong tinh [4]. Ti Ié nay cao hon nhiéu so véi
nghién cftu clia ching t6i, vdi chi 2 trong s6 153
bénh nhan vi mat doan AZF mang ki€u gen 46,XX.
Tat cd cac bénh nhan nam 46,XX déu vo tinh,
diéu do la do nhu’ng bénh nhan nay khong co vai
dai nhiém sic thé Y nai chlfa cic gen quan trong
quyét dinh qua trinh sinh tinh. Su’ xuat hién cua
doan SRY trén bd nhiém sic thé 46 XX phan Ién la
do su' chuyén doan SRY tir vai ngdn NST Y sang
NST X hodc NST khac trong qua trinh giam phéan
& ngudi b8 bénh nhan. Kiéu hinh ddc trung cla
hoi chirng De la Chapelle (nam gigi 46,XX) la
thap, hoi dau va tinh hoan nhé cling dugc mo ta
trong nghién cltu cda chang t6i. Nhitng bénh
nhan cé kiu gen 46,XX khdng cé tinh trung va
khéng cd chi dinh mé tinh hoan thu tinh trung,
thay vao dé xin tinh trung la phuong phap duy
nhat cho nhitng bénh nhan nay [7].

V. KET LUAN

Vi mdt doan AZF hay gdp cac bt thudng
nhiém sdc th€ d6 kém theo, tién lugng x&u khi
bénh nhan mang d6ng thdi cac bat thudng nay.
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