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Tom tat

Muc tiéu: Phat trién mé hinh tién lugng kha ndng tim thay tinh trang tir ky thuat TESE trén nhém bénh nhéan vé tinh
khéng b€ tac.

Dai tuong va Phuong phap nghién ctru: Chdng téi thuc hién mét phan tich héi ciru tai Bénh vién My Buc trong khoang
thoi gian tir ndm 2016 dén ndm 2018. Tim thay tinh trung duoc dinh nghia la ¢é su hién dién cda it nhat mét tinh trung
di déng trong mau mé tinh hoan thu nhan tr ky thuét TESE. Céc bién s6 nén va lam sang sau dé duoc dua vao phén tich
héi quy don bién va da bién d€ tim ra céc yéu t6 tién luong déc 1dp cé lién quan dén ty I tim thay tinh trung. Cdc yéu té
tién luong sau dé duoc dua vao mé hinh BMA dé€ dua ra cdc moé hinh tién luong kha di. M6 hinh t6t nhat la mé hinh ¢é
s6 bién s it nhat, chi s6 BIC thap nhat, AUC I6n nhat va xac xuat hau dinh I6n nhat.

K&t qua: C6 téng céng 125 nam gidi vé tinh khéng bé tac thuc hién ky thuat TESE trong khoang thoi gian nghién ctu,
trong dé c6 36 truong hop (28,8%) tim thay tinh trang. M6 hinh tién luong SRR t6t nhat bao gém 2 bién s6: tubi bénh
nhéan va néng do FSH huyét thanh (xac suéat = el305-011xFsH+01xwoll)- BIC: - 486, xdc sudt hdu dinh 0,331; AUC = 0,81 (KTC
95% 0,72 - 0,90). Khéng c6 su khdc biét co y nghia théng ké gita gia tri du doén kha ndng tim thay tinh tring va két qua
tim thay tinh trang trén thuc té.

K&t luan: M6 hinh t6t nhat du dodn kha ndng tim thay tinh tring bao gém cd 2 bién s6 tudi bénh nhan va néng dé FSH
huyét thanh. M6 hinh nay cé th€ duoc st dung trén 1dam sang dé€ tu van cho bénh nhén trudce diéu tri.

Tir khoa: vé tinh, vé tinh khéng bé tac, mé hinh tién luong, trich tinh trang, TESE.
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Abstract
Objectives: To develop a predictive model for successful sperm retrieval in men with non-obstructive azoospermia.

Materials and Methods: A retrospective study was conducted at My Duc Hospital from June 2076 to June 2018. Suc-
cessful sperm retrieval was defined by the presence of at least one motile sperm in extracted testicular tissues. Bivar-
iate and multivariable regression was used to identify independent predictive factors associated with SSR. Bayesian
model averaging was applied to all possible models, using the Bayesian informative criteria and posterior probability
for model selection. Discrimination was assessed by determining the AUC (Area Under the Curve). Hosmer - Lemeshow
test was performed to determine the agreement between the predicted and observed probabilities. The best model
was selected when it had the lowest BIC, highest posterior probability, good discrimination ability and good agreement
between the predicted and observed probabilities.

Results: A total number of 125 men undergoing TESE procedure, of which 36 (28.8%) had successful sperm retrieval.
The best parsimonious model for predicting successful sperm retrieval in non-obstructive azoospermia men included
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two variables: patient’s age and baseline serum FSH level (Probability = e(305-0.11"Baseline FH + 0.1*Age)- BC: - 468; posterior
probability: 0.331; AUC: 0.81 [95% CI 0.72 - 0.90]). No significant difference was found between the predicted and ob-
served probabilities for successful sperm retrieval (Hosmer-Lemeshow test, p > 0.05).

Conclusions: The best model for predicting successful sperm retrieval in non-obstructive azoospermia men includes
the patients’ age and baseline serum FSH level. This model could be applied to clinical practice for patient selection

and consultation before TESE.

Keywords: azoospermia, non-obstructive azoospermia, predictive model, sperm retrieval, TESE.

1. DAT VAN DE

Theo T6 chirc Y té thé gidi, vo tinh dugc chan doan
khi khéng tim thay tinh trung trong miu cén lang cua
tinh dich sau khi quay ly tdm 15 phut véi luc ly tam téi
thi€u 3000 g, dudi kinh hién vi dd phong dai lon, & it nhat
hai lan l[am tinh dich d6 khac nhau, cach nhau it nhat 6
tuan [1]. Theo dinh nghia trén, c6 khoang 1% nam giéi
vO tinh va khoang 10 - 15% nam gidi hiém muén do vo
tinh [2].

Vo tinh dugc chia lam 2 nhém nguyén nhan: vo tinh
bé tac (OA - obstructive azoospermia) va vo tinh khong
bé tac (NOA - non obstructive azoospermia). NOA chiém
60% cac truong hop vo tinh [3],[4]. Trong truong hop
NOA, ngoai trir v6 tinh do nguyén nhan trung uong c6 thé
diéu tri bang nodi khoa, cac trudng hop con lai déu can
duoc can nhéc thuc hién trich tinh tring tir tinh hoan
(Testicular Sperm Extraction - TESE). Tiém tinh trung vao
bao tuong nodn va TESE ra doi gilp cac truong hop NOA
c6 co hoi trd thanh cha sinh hoc [5],[6]. Tuy nhién, day la
mot phuong phap xam 18n, bénh nhan cé thé gap phai
céc bién chirng nhu tu mau, nhiém trung, tén thuong tinh
hoan [7]. Y van hién tai cho thay chi cé khoang 50% bénh
nhan NOA cé co héi tim thay tinh tring sau khi thuét
tuy theo bénh trang khac nhau [8],[9]. Céc yéu t6 gilp
tién lugng ty 1€ tim thay tinh trung (Sperm Retrieval Rate
- SRR) sau ph&u thuat hién van con roi rac, vi du nhu st
dung néng do FSH huyét thanh, két qua gidi phau bénh
hoac két qua xét nghiém di truyén (d6t bién AZF). Vi vay,
viéc xay dung mot mé hinh du doan SRR trudc thu thuéat
Ia can thiét trong bdi canh thuc hanh Iam sang, giup cac
béc s c6 thé tién lugng ty 1& thanh céng dé tu van cho
bénh nhan va gilp bénh nhan cé thé dua ra quyét dinh
mot cach tu tin nhat. Co nhiéu tac gia da xay dung céc
mo hinh tién luong SRR khac nhau [10-12]; tuy nhién,
kha néng dy doan cla cac moé hinh nay con thap, céc
mo hinh ¢ nhiéu bién sé va dugc xay dung trén déan so
chau Au, thiéu su twong quan véi dan sé Viét Nam. Vi
vay, ching téi thuc hién nghién clru nay nham xay dung
mot moé hinh tién luong SRR trén bénh nhan NOA thuc
hién TESE.

2. DOl TUGNG VA PHUONG PHAP NGHIEN CUU

D6i tugng nghién ciu

Thiét ké nghién ciru: Nghién ctru hoi cliru

Dan s6 nghién ctru: Bénh nhan NOA tién hanh TESE
[an dau tham gia nghién ctu. NOA dugc dinh nghta la vo
tinh theo tiéu chudn ctia WHO 2010 va khéng cé bang
chiing vo tinh bé tac, bao gom: khéng co tién sir viém
nhiém, chan thuong, phiu thuét tai tinh hoan, kham lam
sang cho thay thé tich tinh hoan binh thudng hoac nhd,
mao tinh khéng céng, tinh dich d6 khong c6 tinh tring, c6
pH < 7,2 va cé tdng FSH huyét thanh (> 10 IU/L) [13,14].

Dia diém va thai gian nghién ctru: Nghién cliru dugce
tién hanh tai IVFMD - Bénh vién My Durc, tir thang 6 nam
2016 dén thang 6 nam 2018.

Phuong phap tién hanh

Phuong phap TESE:

Bénh nhan dugc gay té bang Lidocaine 2% kém theo
tién mé. Rach da khoang 3 - 4 cm dudng gilra biu. Dung
kéo phau tich di qua céc |&p biu, k& ca 16p tinh mac. Dung
dau nhon cua dao s6 11 rach m& bao tréng tinh hoan,
chon noi khong c6 mach mau. Bép nhe tinh hoan d€ mé
tinh hoan 10i ra ngoai. Dung kéo cong, nhd cat mét mau
nhd mo tinh hoan kich thudc khoang 3 x 3 x 3 mm dat
vao dia petri c6 s&n mai trudng nudi dudng tinh tring.
L&y mdi vi tri 3 mau nhu vay gui lab dé xé mau tim tinh
trung. N&u co tinh trung, lab s& udc lugng so lugng va
béo cho phéau thuét vién biét d€ can nhic nén Iay thém,
I&y tai vi tri khac hay dirng thu thuat. Lap lai cédc budc
trén cho dén khi c6 du tinh trung dé trir déng hoac cho
két hgp vai nodn (néu thuc hién TESE cung ngay choc
hat nodn). Néu khéng ¢ tinh trung, mdu mé tinh hoan
sé duoc gui di phan tich gidi phau bénh ly.

Khéu lai bao tréng tinh hoan bang chi Vicryl 4.0, khau
mi vat. M6 dudi da dugc khau bang chi Chromic 4.0.
Khau da bang prolen 4.0, mii Blair - Donati. Dan vét
thuong bang keo sinh hoc hodc bédng ép trong truong
hop con ri mau.

Xay dung mo hinh:

Chung t6i dung mé hinh hdi quy logistic da bién dé
tim ra cac bién tién lugng SRR. Cac bién nay sau dé duoc
dua vao mo hinh Bayesian Model Averaging (BMA) dé
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cho ra cac mé hinh tién luwgng kha di véi cac thong s6
dién tich dudi duong cong ROC (AUC), Bayes Informative
Criterion (BIC) va xac suat hau dinh.

Tinh phu hgp ctia mé hinh dugc danh gia bang phép
ki€m Hosmer - Lemeshow. Phép ki€ém nay dua trén su
khéc biét gitra SRR thuc t& va udc tinh bdi moé hinh tién
luong. Nhitng mé hinh c¢é gid tri p > 0,05 dugc xem la
mé hinh phu hgp véi dan s6 nghién ctru. Tinh gid tri cla
mo hinh dua trén kha nang phan loai nhirng bénh nhan
nao c6 hodc khong tim thay tinh trung sau khi thuc hién
TESE. Tinh gid tri dugc phan tich bang AUC. M6 hinh cé
gia tri cang t6t khi AUC cia mé hinh cang cao. DelLong
test dugc dung dé€ so sanh AUC ctia cdc md hinh.

M® hinh t8i uu nhat 1a mé hinh c6 it bién sé nhat, AUC

3. KET QUA

16n nhat, xac xuat hau dinh I6n nhat va BIC nhd nhat.

Phan tich thong ké

Céac bién s6 dinh lugng dugc biéu hién dudi dang so
trung binh va do léch chudn. Céc bién sé dinh tinh duoc
bi€u dién dudi dang tan s6 va phan traim. So sanh AUC
dugc thuc hién bang phép ki€ém Delong. T4t ca cac bién s6
duagc chon loc bang phuong phéap Bayes. Str dung hoi quy
logistic da bién dé& xay dung mo hinh tién lugng. M6 hinh
dugc danh gia tinh phu hgp théng qua phép kiém Hosmer
- Lemeshow, tinh gid tri dugc danh gia thong qua biéu do
ROC va AUC. Biéu d6 nomogram dugc xay dung dé uéc
tinh SRR mot cach truc quan trong thuc hanh lam sang.

Tat ca di lieu duge x& ly va phan tich bang phan
mém R, phién ban 3.2.5.

Trong thai gian 2 ndm, tir thang 6 nam 2016 dén thang 6 nam 2018, d& c6 125 nam gidi NOA thda tiéu chuén

nghién ctru va dugc dua vao phan tich.

Bang 1. Dac diém nén cla dan sd nghién ctru

DPic diém Gia tri

Tudi (ndm) 357+74
Thai gian mong con (nam) 5,60 + 4,1
Loai vo sinh (%)

V6 sinh nguyén phat 114 (91,1)

V6 sinh thi phat 11(89)
Theé tich tinh hoan (ml) 10,1+ 6,4
Gian tinh mach tinh

Gian tinh mach tinh trai 45 (36,3)

Gian tinh mach tinh phai 22 (18,0)
Néng dé FSH huyét thanh (1U/L) 18,0+ 13,0
Néng dé LH huyét thanh (IU/L) 10,4 £6,2
Noéng dé Testosterone (nmol/L) 12,7 £+7,1
Noéng dé Prolactin (ng/mL) 3,01+754
SSR (%) 28,8

Ghi cha: Gia tri duoc thé€ hién dudi dang trung binh = d6 1éch chuan hoac n (%)

D6 tudi trung binh clia dan s nghién ctru la 35,7 + 7,4 tudi. SRR trong dan s nghién ctru la 28,8% (36/125).

Xay dung m6 hinh

Bang 2. Phan tich don bién cac yéu t6 tién lugng kha nang tim thay tinh trung

Khong tim thay
tinh trung [n = 89]

Tim thay tinh
trung [n = 36]

Két qua don bién
OR [KTC 95%]; p

1,06 [1,01 - 1,12],

Py = + +
Tudi (nam) 347 t64 38,1+9,1 0,024
Thai gian hiém mudn (nam) 5+39 7+45 11 [160022; 1,23,

Loai vo sinh (%)
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V6 sinh nguyén phat 78 (91,8) 24 (88,9) Tham chiéu
L s 1,39 [0,28 - 5,45],
V6 sinh thir phat 7 (8,2) 3(11,1) 0.649
Thé tich tinh hoan (ml) 88152 13378 1.12[1,05 - 1,20}
0,001
Gian tinh mach tinh trai (%)
Khéng 52 (69,3) 13 (48,1) Tham chiéu
. 2,43[0,99 - 6,07]
Co 23 (30,7) 14 (51,9) 0,053
Gian tinh mach tinh phai (%)
Khong 61(82,4) 21 (80,8) Tham chiéu
) 1,12[0,33 - 3,36],
Co 13 (17,6) 5(19,2) 0,849
N . 0,92 /0,87 - 0,96,
N&ng dé FSH huyét thanh (IU/L) 20,8+ 133 11,2+9,3 9210, /96
< 0,001
Néng dé LH huyét thanh (1U/L) 11,6 +£6,2 74+49 0,85 1067060; 0,93],
. . 1,01[0,95 -1
Nong do Testosterone huyét thanh (nmol/L) 126+7,6 13+58 0 [06 7573 061,
Néng dé Prolactin huyét thanh (ng/mL) 259+395 43,7 +126,4 1.00 [100209; .01,

Chung t6i str dung hoi quy logistic don bién dé& phan tich cac yéu to lién quan dén SRR. K&t qua phan tich don bién
cho thay nam gidi I16n tudi, thoi gian hi€m mudn dai, thé tich tinh hoan 1én, néng dé FSH thap, néng dé LH thap cé lién

quan cé y nghia thdng ké dén SRR.

Tubi

Thai gian hi€m mudn
Thé tich tinh hoan
Noéng d6 FSH

N6ng do Testosterone

Ndng dd Prolactin

1

2 3 4 5 B

Mé hinh

Hinh 1. Cac mé hinh kha di du doan SSR

Vi hai bién FSH va LH tuong quan véi nhau theo hé
s0 0,75, do d9, ching t6i quyét dinh str dung FSH la bién
dai dién. Dua vao két qua phan tich don bién va nhiing
nghién clru trude day, cling nhu két hgp thém thuc té
thuc hanh lam sang, ching t6i quyét dinh dua cac bién
tudi, thai gian hi€m muodn, thé tich tinh hoan, néng do
FSH va nong dé Prolactin vao mo hinh BMA. Két qua
phan tich bang mé hinh BMA cho ra cac mé hinh kha di,
dugc thé hién trong hinh 1, trong d6, cac bién tién lugng
duong dugc biéu dién bang mau dd, cac bién tién lugng
am dugc biéu dién bang mau xanh.

Bang cach ap dung BMA dé tinh toan céc chi s6 BIC
va xac xuat hau dinh cua tirng mé hinh, chung t6i chon
ra 3 mo hinh c6 kha nang cao nhat bao gom: mé hinh 1
(tudi, nong d6 FSH), mo hinh 2 (tudi, nong do FSH, néng
dé Prolactin) va mo hinh 3 (thoi gian hiém muén, nong
dd FSH). Dién tich dudi dudng cong ctia 3 mo hinh [an
luot 13: 0,81 (KTC 95% 0,72 - 0,9), 0,78 (KTC 95% 0,67 -
0,87),0,73 (KTC 95% 0,63 - 0,83). budng cong ROC cua 3
mo hinh dugc thé hién trong hinh 2.

Théng qua céc chi s6 AUC, BIC va xac xuat hau dinh
ctia 3 Mo hinh, chiing t6i chon ra mé hinh 1 1a mé hinh toi
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uu nhat dé du doan SRR. M6 hinh nay dugc biéu dién dudi dang: xac suat = el305 - (017 xFSH+ 01 xwa)]
DO chinh xac ctia m6 hinh khi so sanh gia tri tién lugng va gia tri thuc t€ la 84,61% (phép ki€m Hosmer - Leme-
show, p = 0,363), cho thdy mé hinh phu hgp véi dan sd nghién ctru.

0s 10

Hinh 2. Buang cong ROC ctia 3 mé hinh tién lugng kha néng tim thay tinh trung

Dua vao céng thirc trén, ching t6i xay dung nomogram dé giup bac silam sang cé thé tu van va lua chon bénh
nhan thuc hién thd thuat. Nomogram dudgc trinh bay trong hinh 3.

Diém

Néng do FSH huyét thanh

Tudi

Téng diém

SRR

r
65

25

10 30 40 50 B0 70 80 90 100

N L L L L L L L |

T T T T T T T T T T T T 1

60 65 50 45 40 35 30 25 20 15 10 ] a

30 35 40 45 50 55 60 65 70

r T T T T T T T 1

a 20 40 60 80 100 120 140 160
01 02 03 040506 07 08 09

Hinh 3. Nomogram mo hinh tién lugng kha nang tim thay tinh trung.

Huéng dan sir dung nomogram: VGi moi gia tri cla
céc bién sé tudi (nam gidi) va néng do FSH huyét thanh
twong Ung voi mét gid tri trén truc diém, dugc tinh bang
céach ké mot dudng thang vudng géc tir cac truc trén
dén truc diém. Céng diém cla hai bién so trén va danh
dau trén truc téng diém. Tir vi tri cta téng diém, ké mot
dudng thang vudéng goc xudng truc SRR dé tim ra ty &

tim th&y tinh tring tuong ng.

Vi du: Mét nam gidi 45 tudi (twong Gng véi 30 diém)
c6 nong do FSH huyét thanh la 13 IU/L (tuong (ng vai 80
diém), nhu vay, téng diém la (30 + 80) = 110. Danh dau vi
tri 110 trén truc t8ng diém va ké dudng thang vudng goc
xudng truc SRR sé cho thdy ngudi nay ty Ié tim thay tinh
trung sau TESE la khoang 57%.
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4. BAN LUAN

Két cuc chinh cta nghién ciru

Trong m6 hinh nay, ching téi ghi nhan tudi cao, thai
gian mong con dai, thé tich tinh hoan Ién, néng d6 FSH
thap, néng d6 LH thap co lién quan dén SRR cao hon.
Mot diém dang chu y trong két qua nghién ctru 1a do
tudi co6 tuong quan nghich véi SRR. Tuy nhién, cac ng-
hién ctru vé mo hinh tién lugng khéac cling cho ra két qua
tuong déng véi ching t6i. Nghién ctru cda tac gia Ra-
masamy va cong sy ndm 2014 trén 1.066 nam gidi NOA
thuc hién ky thuat microTESE cho thay SRR & nhdm nam
gidi = 50 tudi cao hon nhom < 50 tudi (73% so vGi 56%,
p = 0,03) [15]. Mac du chua tim dugc ly do vé mat sinh
hoc dé ly giai cho su turong quan nay, day cé thé la goiy
cho thay do tudi khéng c6 tac dong tiéu cuc dén su sinh
tinh. Can cé cac nghién clru co ban tiép theo dé kiém
chirng cho gia thuyét nay.

M6 hinh t6t nhat dé tién lugng SRR sau thuc hién
TESE trong nghién ctru clia ching t6i 1a mo hinh véi hai
bién s6 tudi va ndng do6 FSH huyét thanh. Dién tich dudi
duong cong ROC clia mé hinh la 0,81 cho thady mé hinh
c6 kha ndng phan biét tét gilra hai két cuc cé va khong
6 tinh trung sau phau thuat. Nhiéu mo hinh tién luong
cling dugc thuc hién trude day nhung AUC cla cac mo
hinh nay da sd chi nam & mirc do6 kha [10,12,16-19].

Nghién clru cuta tac gia Boitrelle va cong su nam
2011 cho ra mé hinh tién lugng SRR dua trén céc yéu
t6 thé tich tinh hoan, néng do FSH, inhibin B véi AUC la
0,663 [12]. Nghién clru cla tac gia Cissen va cong su
nam 2016 trén doan hé 1.371 nam giéi NOA thuc hién
TESE cho ra md hinh tién lugng gom tudi, ndng do tes-
tosterone, ndng do FSH va néng do LH huyét thanh véi
AUC la 0,69 [16]. Pay la mét nghién ctu c6 ¢& mau I6n,
da trung tdm va c6 di€m manh hon céc nghién ctru khac
14 c6 bude ngoai ki€ém gilp két qué nghién ctru c6 thé
(rng dung & nhitng quan thé khac ngoai quan thé nghién
clru. Diém yéu cla nghién ctru nay 1a da dua qué nhiéu
bién s6 vao mé hinh, khién cho AUC cdia mé hinh ndm &
murc kha. Nghién ctru cla tac gia Sacca va cong s ndm
2016 cho thay tudi va thai gian hi€m mudn, két qua giai
ph&u bénh la céc yéu té chinh lién quan dén SRR nhung
nhém nghién ctru nay khong tinh toan ty sd odds ciing
nhu khéng xay dung mo hinh tim thay tinh trung, cé thé
do ¢& méau nhd (63 bénh nhan) [19].

Nghién ctru cla tac gia Gnessi va cong su ndam 2018
trén doan hé gom 486 bénh nhan thuc hién TESE cho
thay tudi tré, cac chi so tinh dich d6 t6t, két qua giai phau
bénh va néng d6 FSH thap la cac yéu t6 tién luong cho
SRR. Khi xdy dung md hinh bang hé théng chdm diém
(1 diém cho SCO, 0,33 diém cho vé tinh, 0,004 diém cho
moi don vi plU/mL FSH téng thém), nhém nghién ctru

ghi nhan AUC cua md hinh t6t (AUC = 0,843). Dang chd
¥, SRR trong nghién ctru nay rat cao, 307/468 bénh nhan
(63%) va khong cé dinh nghia r6 rang trong nghién ctu
vé NOA nén co6 thé co nhiéu trong chin dodan va lam sai
léch két qua nghién ctu [17].

Nhu vay, so véi cac nghién ctu da thuc hién trudc
day, nghién ctru cla chiing téi dua ra dwge mo hinh don
gian nhat véi hai bién s6 va c6 AUC nam & murc t6t.

Piém manh va han ché cua nghién ctru

Diém han ché cla nghién ctru cda chdng t6i la thiét
k& hoi ctru, don trung tdm. Khi xay dung mé hinh, ching
t6i chua c6 budce ngoai ki€ém nén gay han ché& kha nang
(rng dung cia mé hinh véi nhém dan s6 khac. S6 liéu
trong nghién ctru chua cé két qua giai phau bénh va két
qua phan tich di truyén trudc khi trich tinh trung ciing la
mot han ché cla nghién clru nay.

Diém manh cda nghién ctru la mo hinh ¢ s6 lugng
bién s6 it, cac bién sé la nhitrng théng tin nén cda bénh
nhan (tudi) hodc xét nghiém noi tiét co ban (FSH), dé &p
dung tai cac trung tdm chua c6 du diéu kién vé mat xét
nghiém. Gi4 tri ciia mé hinh thé hién qua AUC cao, md
hinh c6 kha ndng phan biét t6t gitta nhém bénh nhan cé
hoédc khong c6 kha nang tim thay tinh trung. Nomogram
dugc xay dung nham gilp bac silam sang c6 thém cong
cu tu van cho bénh nhan truée khi diéu tri.

5. KET LUAN

Mo hinh tién luvgng SRR t6t nhat bao gém hai bién s6
|4 tudi va néng do FSH huyét thanh. M6 hinh nay co kha
nang phan biét t6t vé ty lé tim thay tinh trung trén bénh
nhan NOA thuc hién TESE. Biéu d6 nomogram dugc xay
dung tir md hinh ¢6 thé &ng dung trén |&m sang dé tu
van va lua chon bénh nhén lam tha thuat. Tuy nhién, viéc
chua bao ham két qua giai phau bénh va cac phan tich di
truyén ciing nhu thi€u bude ngoai kiém la diém yéu cla
nghién ctru nay.
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