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TOM TAT

Dt vin dé: truyén mdu la mgt phwong phdp diéu tr rat can thiét. Tuy nhién truyén mdu cé rat
nhleu tai bién, mgt trong sé dé la tan huyét do hinh ‘thanh khang thé bdt thuong (KTBT) khdng hong
cau. Sang loc va dinh danh KTBT 0 bénh nhan truyén mdu nhleu lan nhu bénh thalassemia gép phan
ndng cao hiéu qud vd an toan truyén mdu. Vi vy chiing t6i tién hanh nghién ciru ndy. Muc tiéu nghién
cieu: xde dinh ty 16 va ddc diém KTBT; tim hiéu mgt so yéu té lién quan véi sy xudt hién KTBT va danh
gid két qua truyén khoi hong cau ¢ bénh nhan thalassemia c6 KTBT. Péi twong va phwong phdp nghién
CivU: nghién ciru mé ta cdt ngang trén 117 bénh nhan thalassemia c6 truyén mdu diroe sang loc va dinh
danh KTBT bdng phurong phdp ong nghiém. Két qua: ty ¢ KTBT la 27,3%, kiéu xuat hién KTBT don
déc chiém da so (68,7%), trong dé anti-E chiém ty 1 cao nhat (37,5%); kiéu két hop hay gap nhdt la
anti-E va anti-c (15,6%); phdn bé theo hé nhém mdu thi hé Rhesus chiém ty 1é cao nhat (63,6%). Truyén
mdu tir 5 lan tro lén c6 lién quan c6 y nghia Vo1 sy hinh thanh KTBT (p < 0,05). Ty ¢ bénh nhan c6
KTBT c6 két qud truyeén khoi hong cau dat S0 Véi Iy thuyet la 18,7%, ty Ié tang nong do Hb trung binh
sau truyén mdu so véi 1y thuyét chi dat 64,6 + 14,4%; toc do giam Hb theo tuan trung binh la 1,14 +
0,46g/dL/tudn, cao hon 10% so véi téc dé giam Hb theo tudn trung binh theo Iy thuyét (p > 0,05).

Tir khéa: khdang thé bat thuong, thalassemia.

ABSTRACT

INITIAL IDENTIFICATION OF UNEXPECTED RED BLOOD CELL
ANTIBODIES AND ASSESSMENT OF PACKED RED BLOOD CELLS
TRANSFUSION RESULTS IN THALASSEMIA PATIENTS

Nguyen Long Quoc, Nguyen Trung Kien
Can Tho university of Medicine and Pharmacy
Background: blood transfusion is an essential treatment in clinical practice. However, it
causes many complications, among them is hemolytic disease due to unexpected erythrocyte
alloantibodies. Antibodies screening and identification in transfusion-dependant subjects such as
thalassemia patients will improve the efficiency and safety of blood transfusion. We therefore conducted
this study. Objectives: to determine the prevalence of thalassemia patients presenting unexpected red
blood cell antibodies and their characteristics; to determine factors associated with antibodies
development and to assess the results of packed red blood cells transfusion in thalassemia patients.
Materials and methods: The cross-sectional descriptive study with 117 transfused thalassemia patients
were screened and identified for unexpected red blood cell antibodies. Results: 27.3% of individuals
presented unexpected red blood cell antibodies; 68.7% were found to have one type of antibody, in
which anti-E was the highest (37.5%); the most common antibody combination pattern was anti-E and
anti-c (15.6%); 63.6% of antibodies were of Rhesus system. More than 5 transfusions of packed red
blood cells was factor found to associate to antibodies formation (p < 0.05). Only 18.7% of patients
who presented antibodies have achieved expected packed red blood cells transfusion results; mean post
transfusion Hb level was only of 64.6 + 14.4% of expected level; mean weekly Hb reduction speed was
1.14 £ 0.46g/dL/week, 10% higher than the theoretical speed (p > 0.05).
Keywords: unexpected red blood cell antibody, thalassemia.

I. PAT VAN PE

Truyen mau la mét phuong phap diéu tri rat can thiét trong 1am sang. Tuy nhién truyén
méu c6 rat nhiéu tai bién, mot trong s6 d6 1a tan huyét do hinh thanh khang thé bat thuong
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(KTBT) khang hong cau. Sang loc va dinh danh KTBT & bénh nhén truyén méau nhiéu lan nhu
bénh thalassemia gop phan nang cao hiéu qua va an toan truyén mau.

Tai Can Tho, cho dén nay chua cé bénh vién nao thuc hién ky thuat nay ¢ bénh nhan
thalassemia noi riéng va cac bénh 1y can truyén méau khac noéi chung. Vi vay chiing t6i tién
hanh nghién ctru nay voi cac muc tiéu:

1. Xac dinh ty I va dic diém KTBT & bénh nhan thalassemia.

2. Tim hiéu mot s6 yéu té lién quan véi su xuat hién KTBT.

3. Panh gia két qua truyén khdi hong cau ¢ bénh nhan thalassemia c6 KTBT.

I1. POI TUQONG VA PHUONG PHAP NGHIEN CUU

2.1. Pédi twong
Go6m 117 bénh nhan duoc chan doan thalassemia diéu tri bang truyén méau tai 2 bénh
vién Pa khoa trung wong Can Tho va bénh vién Huyét hoc - Truyén mau Can Tho tir 07/2016
- 06/2017.
2.1.1. Tiéu chuan chon miu
T4t ca bénh nhan duoc chan doan thalassemia ¢ truyén méu.
2.1.2. Tiéu chuin loai trir
- Bénh nhan bénh mau c6 truyén mau nhung khong co du tiéu chuin chan doan xac
dinh thalassemia.
- Bénh nhén kho 1iy mau luong I6n > SmL dé lam xét nghiém.
- Bénh nhan du tiéu chuan chan doan 1a thalassemia nhung c6 thiéu mau do chay mau
cap tinh, hay nhiém trung phdi hop.
- Bénh nhan khong dong ¥ tham gia nghién ctu.
2.2. Phwong phap nghién ctru
Thiét ké nghién ctru: M6 ta cat ngang.
Phuong phap chon mau: Thuan tién.
Vit li¢u va thudc ther
Bo panel sang loc va dinh danh KTBT cua Vién Huyét hoc - Truyén mau trung wong,
thudc thir khang globulin ngudi, dung dich LISS, cac khang thé dung xac dinh nhom méu: anti-
D, anti-Mi?, anti-E...
Bénh phim: 2ml mau chdng déng EDTA va 3 ml mau khong chéng dong.
N6i dung nghién cuu
- Ty I& bénh nhan thalassemia c6 KTBT.

-Pic diém cac loai khang thé bat thuong: ty 18 ting loai KTBT, kiéu xuat
hién don doc hay phdi hop, phan b theo hé nhém mau Rh, MNS, Kidd, Duffy.

-Yéu t6 lién quan véi su xuat hien KTBT: tudi, 6 lan truyén mau, thé bénh,
cat lach.

-Két qua truyén khdi hong cau: ty 1é bénh nhan c6 KTBT c6 két qua
truyén khéi hong cau dat theo 1y thuyét, thé tich mau truyén trung binh trong dot
diéu tri, danh gia muirc ting Hb trung binh sau truyén mau va toc do giam Hb trung
binh theo tuan.

Ky thuat: Huyét thanh bénh nhan dugc sang loc khang thé bang bo panel sang loc gom
3 hdng cau mau, néu két qua sang loc duong tinh s& dinh danh khang thé bang bo panel dinh
danh khang thé gom 10 hdng cau mau.

I1l. KET QUA NGHIEN CUU
3.1. Ty I¢ va dic diém khang thé bat thuwong
Bang 1. Ty I¢ khang thé bat thuong

S6 miu nghién ciru S6 bénh nhin c¢6 KTBT Ty 18 (%)
117 32 27,3
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, Nhdn xét: Trong 117 bénh nhan dugc sang loc, ¢6 32 bénh nhan co xuét hién KTBT,
chiem ty ¢ 27,3%. ’ .,
Bang 2. Cac loai khang thé bat thuong dugc dinh danh va kiéu xuat hi¢n

Kiéu xuit hién Loai KTBT n Ty 18 (%)
Anti-E 12 37,5
Xuét hién Anti-Mj? 6 18,8
don doc Anti-Jk 1 3,1
n= 22 (68,7%) Anti-S 1 3,1
Khong xac dinh 2 6,3
2 10ai KTBT Ant!-E VE:l ant%-c _ 4 12,5
n=8 (25%) Ant!-E VE‘l an‘q-Ml 3 9,4
Anti-E va anti-C 1 3,1
3 loai KTBT Anti-E, anti-c va anti-S 1 3,1
n=2 (6,3%) Anti-E, anti-Mi?® va anti-Fy® 1 3,1
Tong 32 100

Nhdn xét: 68,7% bénh nhan c6 khang thé don doc, trong do anti-E chiém ty 1¢ cao nhat
(37,5%). Trong nhém bénh nhan c6 két hop nhiéu loai khang thé thi kiéu két hop hay gap nhat
la anti-E va anti-c (15,6%).

Bang 3. Phan b khang thé bit thuong theo ting hé nhém mau

Hé nhém mau Loai KTBT Tan so Ty 18 (%)
Anti-E 22 50
Rh Anti-c 5 11,3
Anti-C 1 2,3
Tong 28 63,6
Anti-Mi2 10 22,6
MNS Anti-S 2 4,6
Tong 12 27,2
Kidd Anti-Jk® 1 2,3
Duffy Anti-Fy® 1 2,3
Khong xac dinh Khong xac dinh 2 4,6
Tong 44 100

Nhdn xét: KTBT thudc hé Rh chiém ty 16 cao nhat 63,6%, ké dén 1a hé MNS chiém 27,2%.
3.2. Mot sb yéu td lién quan véi sw xuit hién khang thé bt thwong
Bang 4. Lién quan giita s6 lan truyén mau, thé bénh, cit lach véi sy xuat hién KTBT

Yéu t6 lién quan I(Cl:’)ang thle bat ;l(lgg:gg Tong p*
S6 lan truyén mau
1—41an 0 ” o
0% 100% 100%
>51an > > 96 <00
33,3% 66,7% 100%
Téng 32 85 o
27,3% 72,7 100%
Thé bénh
a-thalassemia ° o >
16,2% 83,8% 100%
, 26 54 80
B-thalassemia = HbE 32.5% 67,5% 100% > 0,05
Téng 32 85 1
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| 273% | 72,7% | 100% |

Cit lich
o 6 11 17

35,3% 64,7% 100%
Khong 26 74 100

26% 74% 100% | >0,05
Téng 32 85 117

27,3% 72,7% 100%

* Fisher’s exact

Nhén xét: Nhom bénh nhan duoc truyén mau trén 5 lan c6 ty 1é KTBT la 33 ,3%, cao
hon ¢6 y nghia (p < 0,05) so v6i nhém bénh nhan truyén mau dudi 5 1an. Thé bénh va cat lach
khong c¢6 mdi lién quan c6 ¥ nghia véi su xuat hién KTBT.

3.3. Két qua truyén khéi hong ciu & bénh nhan c6 khang thé bat thwong
_Trong 32 bénh nhan ¢ KTBT, chi ¢6 6 bénh nhan, chiém 18,7%, c6 ket qua truyén khoi
hong cau dat so vai 1y thuyét. )
Bang 5. Ty I€¢ Hb tang so vai ly thuyét

Nong dd hemoglobin Bénh nhin c¢6 KTBT
Hb tang tinh theo Iy thuyét (X + SD g/dL) 14,4 + 3,6
Hb ting thyc té (X + SD g/dL) 8,9+ 0,8
Ty 16 Hb tang so vai Iy thuyét (%) 64,6 + 14,4

Nhdn xéz: Ty 1é Hb tang so vdi Iy thuyet chi dat 64,6 = 14,4%.
Bang 6. Toc d§ Hb trung binh gidm sau truyén mau theo tuan

Nong d§ hemoglobin (fil ;(]))) P
Hb sau truyén mau 1 tuan (g/dL) 7,6 +3,1
Toc do giam Hb theo tuan thyc te (g/dL/tuan) 1,1 £0,5 - 0.05
Toc do giam Hb theo tuan Iy thuyét (g/dL/tuan) 1,0 ’
Ty 1é tc do Hb giam theo tuan thuc té so voi 1y thuyét (%) 10

th,n xét: Toc d6 giam Hb theo tuan trung binh 1a 1,1 + 0,5g/dL/tuan, cao hon 10% so
voi 1y thuyét. Sy khéc biét nay khong c6 y nghia.

IV. BAN LUAN
4.1. Ty ¢ va dic diém khang thé bét thwong
Trong 117 bénh nhan thalassemia duoc sang loc KTBT, 32 bénh nhan c6 két qua duong

tinh cho ty I¢ 1a 27,3%. Dudi day la két qua ty 18 KTBT trong nghién ctru cta ching ti voi
mot sO tac gid trong va ngoai nudc.

Tac gia Nim Pia diém Ty 18 (%)
Hoang Thi Thanh Nga [3] 2014 Vién HH - TMTU 9,7
Nguyén Thé Tung [5] 2011 Thz%i Nguyén 30,3
Cemil Kogyigit [10] 2014 Tho Nhi Ky 6,4
Chung toi 2017 Can Tho 27,3

Két qua cua chiing t6i phu hop Vi nghién ctru caa Nguyén Thé Tung [5]. So véi cac
nghién ctru cua Hoang Thi Thanh Nga va Cemil Kogyigit thi ty 1§ KTBT cua ching t6i cao
hon [3], [10]. Sy khac bi€t nay co thé 1y giai 1a Vién Huyét hoc - Truyén mau trung wong da
trién khai ky thuét sang loc va dinh danh KTBT tir nhirng ndam 2004 - 2005, va trién khai lya
chon va truyén mau hoa hop khang nguyén nhom mau hong cau ngoai h¢ ABO cho bénh nhén
thalassemia tir 2011, gitp nang cao hiu qua truyén mau va han ché viéc sinh KTBT & dbi
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tugng bénh nhan nay. Cac qudc gia khac trén thé gioi ciing dd ap dung ky thuat nay tir rat lau
nén ciing co ty 18 KTBT rat thap. Trong khi d6 tai Can Tho trudc diy chua c6 co sd Y té nao
trién khai k¥ thuat nay, viéc truyén mau mdi chi dung lai ¢ viéc lam phan tng hoa hop giita
huyét thanh caa bénh nhan v&i hong cau cia nguoi cho nén khong thé phat hién va han ché sy
hinh thanh KTBT, dan dén ty I¢ nay cao. Tai bénh vién da khoa trung wong Thai Nguyén ciing
chi mai trién khai sang loc va dinh danh KTBT tir nim 2011 (thoi diém nghién ctru), nén két
qua ciling cao tuong duong nhu cua ching toi [5].

Vé kiéu xuat hién cac loai KTBT, 68,7% bénh nhan c6 1 loai KTBT, trong d6 anti-E 1a
loai KTBT thuong gap nhat, chiém ty 1& 37,5%, sau d6 1a anti-Mi? chiém 18,8%. Trong nhom
bénh nhan c6 nhiéu loai KTBT, kiéu két hop hay gap nhat Ia 2 loai anti-E va anti-c (15,6%).
Phéan b6 loai KTBT theo hé nhém mau thi hé Rhesus chiém ty 1é cao nhat dén 63,6%. Theo
Hoang Thi Thanh Nga (2014), ty I& bénh nhan c6 1 loai KTBT chiém ty ¢ cao nhat 1a 62,9%,
¢6 2 loai chiém 24.,2%, c6 3 loai chiém 8%. Dic biét tac gia ghi nhan 2 truong hop (3,2%) ¢o

4 loai va 1 truong hop (1,6%) o 5 loai KTBT cung hién dién [3]. Co thé vi vién Huyét hoc -
Truyén mau trung wong 1a bénh vién dau nganh nén tiép nhan nhirng trudng hop bénh kho,
phuc tap. Loai KTBT thuong xuat hién nhat 13 anti-E (41,9%), sau d6 1a anti-Mi® (11,3%). Vé
kiéu két hop KTBT, hay gap nhat 1a anti-E va anti-c chiém 12,9%; phan b6 KTBT theo hé
nhém mau thi h¢ Rhesus chiém ty I¢ cao nhét 1a 68%. Vii Pire Binh (2017) ciing béo céo két
qua tuong tu [1]. Priti Elhence tai An D¢ (2014) thay rang 83,3% bénh nhan c6 1 loai KTBT;
hé nhém mau Rhesus co ty 1¢ KTBT chiém 64,3%, trong d6 anti-E chiém 39,3%; ké dén 1a hé
nhém méu Kell voi anti-K chiém 21,4%; hé MNS chi chiém 3,5% [11]. Tai Iran, Davari (2016)
ghi nhan 75% bénh nhén c6 1 loai KTBT; chiém ty I& cao nhat 1a anti-K (60%), ké dén 1a anti-
E [8]. Dietmar Enko (2014) trong nghién ctu tai Ao trén 65 bénh nhan c6 KTBT, 90,7% c6 1
loai KTBT; anti-D chiém dén 41,84% (tuy nhién trong d6 c6 dén 32,66% la anti-D mac phai
do truyén anti-D), anti-K chiém 8,16%, anti-E chiém 4,08%, khong co anti-Mi? [9].

Nhu vy, theo cac nghién ctu tién hanh & trong nudc, hau hét bénh nhan chi co 1 loai
KTBT, anti-E 14 loai KTBT hay gap nhat, ké dén 1a anti-Mi?; anti-E két hop voi anti-c 1a kiéu
két hop thuong gap nhat. KTBT thudc hé nhom mau Rhesus chiém ty 1& cao nhat, ké dén 1a hé
MNS. So vé&i nude ngoai, cac nghién ctru trong nudce cd diém twong ddng 1a da s6 bénh nhan
cling c¢6 1 loai KTBT, anti-E ciing 1a loai KTBT phd bién, va da s6 cac KTBT thudc hé nhom
mau Rhesus. Tuy nhién diém khac biét 1 rét nhat 1a tai Viét Nam khong c6 nghién ctru nio
bao cdo c6 hién dién anti-K, va nguoc lai, cac nghién ctu thuc hién ¢ cac qubc gia nude ngoai
ké trén khong phat hién anti-Mi® nhu & nguoi Viét Nam, ma cac KTBT thudc hé nhom mau
Kell dirng cao thir hai sau hé Rhesus, va hé MNS thi rat it gap. C6 thé két luan rang ty 1é cac
loai KTBT khac nhau giira cac qudc gia, khu vy, chung toc. Diéu nay giai thich 1a do kiéu
hinh nhom mau tai cac quoc gia, khu vuc, chung toc la rat khac nhau. Vi vay mdi qUOc gia nén
phat trién va sir dung bo panel hdng cau sang loc va dinh danh KTBT véi cac hong cau mang
khang nguyén dac thu cho chung toc cia quoc gia minh.

4.2. Mt s6 yéu td lién quan véi sw xuét hién khang thé bat thuong

Bang 4 cho thiy trong 117 bénh nhin duoc truyén mau, c6 96 bénh nhan dwoc truyén
mau tu 5 Ién trg 1én, trong d6 32 bénh nhan c6 xuét hién KTBT, chiém ty I¢ 33,3%; nhom bénh
nhan truyén mau dudi 5 lan khong ghi nhan c6 KTBT, sy khac biét nay c6 y nghia thong ke.
Hoang Thi Thanh Nga (2014) nghién ctru thiy ty 1€ KTBT ¢ nhom bénh nhan truyen mau dudi
5 lan la 3,8%, thap hon nhém bénh nhan c6 s6 1an truyén mau tir 5 dén 10 lan la 7,0%, ty 1&
KTBT cao nhét & nhém bénh nhan c6 sb 1an truyén mau trén 10 1an la 17,3%. Sy khac biét c6
¥y nghia thong keé [3]. Nguyén Thi Thu Ha (2014) ciing bao cdo két qua tuong tu: bénh nhan
truyén mau dudi 5 lan cé ty 16 KTBT la 5,9%,tu 5 - 10 lan 14 10,1%, trén 10 lan la 15,6% [2].
Tac gia Nguyén Thé Tung (2011) thdy rang ty 16 KTBT ting dan theo s6 1in truyén mau, cao
nhit & nhém truyén trén 10 1an (41,3%), ké dén tir 3 - 10 1an (24,6%), va tir dudi 2 1an thi khong
c6 KTBT [5]. Nguyén Huy Thach va cdng su (2010) thyc hién sang loc KTBT cho 152 bénh
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nhan co truyén mau tir 1 1an tr& 1én tai bénh vién da khoa Thanh Hoa ghi nhan nhirng bénh
nhén c6 truyén mau tir 5 1an tré 1én ¢6 ty 18 KTBT 1a 5%, khong c6 bénh nhin nao dwoc truyén
méu dudi 5 1an c6 KTBT [4]. Nhu vay, ty 16 KTBT tang dan voi sb lan truyén mau. Khi s6 lan
truyén mau cang nhiéu, co hoi dé hé mién dich tiép xuc véi cac khang nguyén hong cau la cang
cao, sé kich thich h¢ mién dich sinh ra KTBT cang cao. Nghién ciru chua ghi nhan c6 su lién
quan co ¥ nghia gitra cat lach va thé bénh véi su xuat hién KTBT.
4.3. Két qua truyén khoi hong ciu & bénh nhan c6 khang thé bat thuong

Trong 32 bénh nhin c6 KTBT, chi c6 6 bénh nhan, chiém 18,7%, c¢6 két qua truyén
khdi hong ciu dat so véi Iy thuyét. Ty 16 Hb trung binh tiang so vé6i Iy thuyét chi dat 64,6 +
14,4%. Téac gia Hoang Thi Thanh Nga (2014) nghién ctru nhom bénh nhan thalassemia c6
KTBT va c6 thiéu mau ning, khi truyén méu khong chon loc khang nguyén - khang thé, nong
d6 Hb trung binh trudc truyén mau 1a 5,41 + 0,38¢/dL, sau truyén 1a 8,68 + 1,24 g/dL, ty 1¢
tang Hb so vé6i 1y thuyét chi 1a 49,8% [3]. Téc do giam Hb trung binh theo tuan cua ca 32 bénh
nhan ¢6 KTBT 1a 1,1 + 0,5g/dL, ciing cao hon 10% so v&i téc do giam Hb theo tuan theo Iy
thuyét. Tuy nhién sy khac biét khong c6 ¥ nghia thong ké. Bui Van Vién (2009) nghién ctru
két qua truyén mau trén 345 bénh nhan thalassemia va ghi nhan téc 46 giam Hb theo tuan trung
binh 12 0,51 + 0,338g/dL/tuan [6]. Két qua nay thap hon so v&i nghién ciru cta chung toi vi dbi
tuong 1a bénh nhan thalassemia ndi chung, khong phan biét c6 hay khong c6 KTBT. Nhung
qua d6 cho thy so voi muc giam Hb chung & bénh nhan thalassemia, thi bénh nhan c¢6 KTBT
c6 tdc do giam nhanh hon. Theo y vin, hiéu qua truyén mau dugc danh gia thong qua muc d6
giam ndng d6 Hb sau truyén mau. Trung binh ndng d6 Hb ciia cac bénh nhan thalassemia giam
khoang 1g/dL/tudn. Néu muc giam trén 1g/dL/tuan thi can sang loc tim KTBT khang hong cau
[7]. Nhu vdy két qua nghién ctru cia chung toi pht hop véi y van.

Qua d6 c6 thé két luan rang, bénh nhan c¢6 KTBT dép tng truyén mau kém hon bénh
nhan khong c6 KTBT khi khong duoc truyén mau hoa hop khang nguyén - khang thé.

V. KET LUAN

- Ty Ié khang thé bat thuong ¢ bénh nhédn thalassemia 1a 27,3%.

- Kiéu xuat hién khang thé bat thuong don doc chiém da sd (68,7%), trong d6 anti-E
chiém ty I¢ cao nhat (37,5%); kiéu két hop hay gap nhat la anti-E va anti-c (15,6%); phan b
loai khang thé bat thuong theo hé nhém mau thi hé Rhesus chiém ty Ié cao nhat (63,6%).

- Truyén mau tir 5 1an tro 1én c6 ty 16 khang thé bat thuong cao hon nhom con lai, 1a
33,3%, véi p < 0,05.

- Chua tim thdy sy lién quan ¢ y nghia thong ké giira cat lach va thé bénh véi sy xuat
hién khang thé bat thudng ¢ bénh nhan thalassemia.

- Ty I¢ bénh nhan c6 két qua truyén khoi hong cau dat so véi Iy thuyet la 18,7%.

- Ty & tang ndng d6 Hb trung binh sau truyén méau so voi ly thuyét 1a 64,6 + 14,4%.

- Téc do giam Hb theo tuan trung binh 13 1,1 + 0,5g/dL/tuan, cao hon 10% so véi toc
d6 giam Hb theo tuan trung binh theo 1y thuyét 1a 1g/dL/tuan, p > 0,05.
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