NGHIEN CUU - TRAO DOI
https://doi.org/10.59459/1859-1655/JMM.425

DANH GIA MOI LIEN QUAN GIOA MU C PO
LF SAT O GAN TREN HINH ANH CONG HUWONG TU
VA NONG PO FERRITIN HUYET THANH VOl THE BENH
TREN BENH NHAN THALASSEMIA

Pang Thai Ton™

Nguyén Ngoc Trang? Pham Minh Théng?

Vii BDang Lwu?, Nguyén Ngoc Trung'

Tran Thi Nhw Quynh', Bui Thi Minh Phwong'

TOM TAT

Muc tiéu: Panh gia méi lién quan gitka mirc do (r sét & gan trén hinh dnh cong huéng tir va nbng dé ferritin
huyét thanh v&i thé bénh, trén bénh nhan Thalassemia.

D6i twong va phwong phap: Nghién ciwu tién ciru mé té cét ngang 566 bénh nhan Thalassemia (véi 725
Ian chup cdng huwéng tir), diéu tri tai Vién Huyét hoc - Truyén méu Trung wong va Bénh vién Bach Mai, tcr
théng 01/2014 dén thang 8/2016. Pénh gid mirc do (v sét & gan trén hinh dnh céng huéng tir theo két qua
céc nghién ctru ctia John C Wood va M.W Garbowski. Chén doén Thalassemia theo ICD-10.

Két qua: Bénh nhén trung binh 25,02 + 12,9 tubi: hay gdp bénh nhén tir 10-39 tudi (76,5%). Ti 1é phéan
bb bénh nhén theo thé bénh gém: 49,3% thé B-Thalassemia/HbE; 34,5% thé B-Thalassemia; 16,2% thé
a-Thalassemia. Néng dé ferritin huyét thanh trung binh cta bénh nhén la 3.108,8 + 1.841,6 ng/ml. Trong
dé, ndng dé ferritin huyét thanh trung binh trén nhém bénh nhan thé B-Thalassemia/HbE cao nhét (3.518,4
+ 1.853,8 ng/ml). Hinh énh chup cdng huéng tir cho thdy 67,7% bénh nhan cé (r sét & gan murc dé ndng. Ti
16 16n bénh nhan thé B-Thalassemia/HbE va B-Thalassemia cé tinh trang  sét trong gan mirc d6 néng trén
céng huéng tir (79,9% va 65,1%). Nong do ferritin huyét thanh va LIC trén céng huéng tir cé méi tuong
quan thuan mdre dg trung binh (R = 0,513; R2 = 0,263; p < 0,05).

T khéa: Qua tai sat, & sét, cdng hwéng tlr, Thalassemia.

ABSTRACT

Objectives: To evaluate the relationship between the degree of liver iron overload on magnetic resonance
imaging (MRI) and serum ferritin levels with disease types in Thalassemia patients.

Subjects and methods: A prospective, cross-sectional study was conducted on 566 Thalassemia patients
(with 725 MRI scans) treated at the National Institute of Hematology and Blood Transfusion and Bach Mai
Hospital from January 2014 to August 2016. Liver iron overload on MRI was assessed based on studies by
John C. Wood [12] and M. W. Garbowski [11]. Thalassemia diagnosis was classified according to ICD-10.

Results: The average age of the patients was 25.02 + 12.9 years; patients aged 10-39 years were
most commonly affected (76.5%). The distribution of patients by disease type was as follows: 49.3%
B-Thalassemia/HbE, 34.5% [-Thalassemia, and 16.2% a-Thalassemia. The average serum ferritin level
was 3,108.8 £ 1,841.6 ng/ml. Among these, the 3-Thalassemia/HbE group had the highest average serum
ferritin level (3,518.4 + 1,853.8 ng/ml). MRI imaging revealed that 67.7% of patients had severe liver iron
overload. A large proportion of patients with B-Thalassemia/HbE and [3-Thalassemia showed severe liver
iron overload on MRI (79.9% and 65.1%, respectively). Serum ferritin levels and liver iron concentration
(LIC) on MRI showed a moderate positive correlation (R = 0.513; R2 = 0.263; p < 0.05).
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1. DAT VAN BE

Thalassemia la bénh tan mau di truyén
do thiéu hodc méat tdbng hop mot loai chudi
globin. Cac thé Thalassemia thuong gép la
a-Thalassemia, B-Thalassemia va thé phdi hop
B-Thalassemia/HbE (v&i huyét séc t6 E). Hién
nay, xét nghiém gen van 1a phwong phap danh
gia va phan loai chinh xac thé bénh trén bénh
nhan (BN) Thalassemia. Diéu tri bénh chd yéu
van la truyén mau va thai sat. Hau qua cua
truyén mau két hop véi tadng hap thu sat tir dng
tiéu hoa gay ra tinh trang & st trong cac mé cua
cac co quan. Tinh trang nay xay ra dau tién va
nhiéu nhat & gan, sau d6 ma&i téi cac co quan
khac. M&rc d6 & sat & gan trén BN Thalassemia
con phu thudc vao thé bénh. Hién nay, cac trung
tam I&n nghién clru va diéu tri BN Thalassemia
trén thé gi¢i danh gia mirc d6 & sat trong gan
dwa trén phim chup céng hwéng tir (CHT). Bay
la mét phwong phap cé d6 chinh xac cao va
khéng xam lan. Tai Viét Nam, cac nghién clru
danh gia & sat & gan trén CHT con it, dac biét,
rat it cac nghién ctu danh gia méi lién quan
gitka mirc d6 (& sat & gan v&i thé bénh.

Xuét phat tlr thue tién trén, chang tdi thwe hién
nghién clru nay nham danh gia méi lién quan
gitra tinh trang & st & gan trén hinh anh CHT va
ndng do ferritin huyét thanh véi thé bénh trén BN
Thalassemia.

2. DOl TUQNG, PHWONG PHAP NGHIEN ClU
2.1. Déi twong nghién ciru
566 BN Thalassamia, diéu tri tai Vién Huyét hoc -

Truyén mau Trung wong va Bénh vién Bach Mai, tw
thang 1/2014 dén thang 8/2016.

- Tiéu chuan lwa chon: BN Thalassamia cé chi
dinh va chup CHT danh gia & st & gan; BN c6 kha
nang lam theo huéng dan clia can bo y té khi chup
CHT.

- Tiéu chun loai trir: BN dang bj viém gan, sét
nhiém trg‘mg; BN c6 dj vat kim loai trong co thé; BN
khong dong y tham gia nghién ctru.
2.2. Phwong phap nghién ctru

- Thiét ké nghién ctru: tién ctru mo ta cat ngang.

~-Co mau: chon mau thuan tién 566 BN voi 725

lan chup CHT nham danh gia & sat & gan.

- Phuwong tién nghién cru: may CHT Avanto 1.5
Tesla cua hang Siemens (Dlrc).

- KT thuat thyc hién: chup theo Protocol chuén
da quy dinh: cat trén 1 |at cat v&i cac TE khac nhau
tai vi tri: gitra gan theo mat phang axial, gitra vach
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lién that theo truc ngén cla tim. Do trén ROIs vung
ngoai va véach lién that véi cac TE khac nhau. Sau
doé, nhap cac dir liéu do trén ROIs vao Excel dé
tinh cac chi sé: T2* (ms), R2* (Hz), LIC (mg/g), MIC
(mg/g)

-Danh gia mirc dd &r sat & gan trén hinh dnh CHT
theo két qua nghién ctru ciia John C Wood [12] va
M.W Garbowski [11].

Danh gia két qua| T2*(ms) | R2*(Hz) | LIC (mg/g)
Binh thudng >11,4 <88 <2
Nhe 3,8-11,4 | 88-263 2-7
Trung binh 1,8-3,8 [263-555 7-15
Nang <1,8 | >555 >15

- Dao dirc: nghién clru dwoc thong qua hoi déng
dao duc Bénh vién Bach Mai. Théng tin BN duwgc
bao mat va chi str dung cho muc dich nghién ctru.

- X Ii két qua: bang phwong phap théng ké y
hoc, st dung phan mém excell va SPSS 16.0.

3. KET QUA NGHIEN clU
3.1. Pac diém dbi twong nghién cltru
Bang 1. Phan bé BN theo tubi

Tudi S6 BN Tile %
T 1-9 tudi 58 10,2
Tw 10-19 tubi 159 28,1
T 20-29 tudi 153 27,0
Tr 30-39 tudi 121 21,4
> 40 tudi 75 13,3
Téng 566 100

BN phan b tir 4-67 tudi, trung binh 25,02 + 12,9
tudi. Hay gap BN tir 10-39 tudi (76,5%).
- Phan bé BN theo thé bénh (n = 566):
483

50
34,5
40
30

20

Biéu d6 1. Phan b6 BN nghién ctru theo thé bénh.
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Biéu db 1 cho thdy thé bénh hay gdp nhét
la B-Thalassemia/HbE (49,3%), tiép dén la
thé B-Thalassemia (34,5%), it gdp nhat la thé
a-Thalassemia (16,2%).

- Phan bd BN nghién ctvu theo do tudi va thé
bénh (n = 566):

¢ - Thalassemia 1[5 - Thalassemia B- Thalassemia/HbE
o 517 58; 512
; 418
50 e 4 i
W )
0 288 248 3o |
27
2 131
0] 8 A
0 7

<9 10-19 2029 309 240
Biéu do 2. Phan bé BN nghién ctru
theo do tudi va thé bénh.

Két qua nghién ctru thdy, thé a-Thalassemia
hay gap trén BN = 20 tudi, thé B-Thalassemia hay
gap BN duéi 20 tubi, thé B-Thalassemia/HbE gap
nhiéu nhét trén BN tlr 20-29 tudi.

3.2. Pac diém qua tai sat caa BN nghién ctru va
méi lién quan v&i thé bénh
- Néng db ferritin huyét thanh:

Bang 2. Nong dd trung binh ferritin huyét thanh
theo thé bénh (n = 566)

Nong dé Ferritin
(X £SD) (ng/ml) | P

1.827,6 +1.185,6
3.127,6 £ 1.809,1
3.518,4 + 1.853,8
3.108,9 £ 1.841,6

Thé bénh

a-Thalassemia

B-Thalassemia
B-Thalassemia/HbE

<0,05

Chung

Néng do ferritin huyét thanh trung binh ctia BN
la 3.108,8 + 1.841,6 (ng/ml). Trong do6, ndng dd
ferritin huyét thanh trung binh trén nhém BN thé
B-Thalassemia/HbE cao nhét (3.518,4 + 1.853,8
ng/ml), tiép dén nhom BN thé B-Thalassemia
(3.127,6 + 1.809,1 ng/ml), thdp nhat 1a nhém BN
thé a-Thalassemia (1.827,6 = 1.185,6 ng/ml).
Khac biét gitra cac nhém cé y nghia thdng ké voi
p < 0,05.

- Mtrc d6 (r sat & gan trén CHT:
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Bang 3. Dic diém mirc do v sat & gan trén CHT
(n = 566)

Pha Chisé
an Y
a6 SOBN |T2*gan|R2*gan| LIC
] (ms) | (Hz) | (mgl/g)
Binh 1
thuong|  (0,2%) 12,3 81,5 1,8
Nh 43 58+ |1884+| 48+
® | 76%) | 19 | 532 | 15
Trung 139 24+ |4473+| 118+
binh (24,5%) 0,5 95,9 2,5
NEn 383 1,3+ [8069+| 221+
e (67,7%) 0,3 162,8 47
19+ |6704+| 182+
[0) I ) 3
Chung [566 (100%) 1.4 252 1 71

Trong sb BN nghién ctru thdy 67,7% BN chup
CHT c6 & sat & gan mirc d6 nang. Nong do séat
trung binh & gan trén CHT (LIC trung binh) la 18,2
7,1 (mg/g).

- Mrc d6 (r sat & gan biéu hién trén hinh anh
CHT theo thé bénh (n = 566):

m Ning m Trung binh Nhe

m Binh thidng
79.9

80
70 1
60 -
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40 1
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0- Thalassemia p- Thalassemia ~ f- Thalassemia/HbE

Biéu d6 3. Mirc d6 (r sat & gan trén CHT
theo thé bénh.

Da s6 BN thé B-Thalassemia/HbE va
B-Thalassemia c6 tinh trang & sat trong gan mwc
d6 nang trén CHT (79,9% va 65,1%).

Bang 4. Nong do sat trung binh (LIC) & gan trén
CHT theo thé bénh

Thé bénh LIC (X £ SD) (mg/g)| p
a-Thalassemia 13,1+6,0
B-Thalassemia 179+7,3

< 0,01
B-Thalassemia/HbE 20,1+6,4
Chung 18,2+ 7,1
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Két qua nghién ctru cho thay néng do séat trung
binh & gan trén CHT cao nhat & nhém BN thé
B-Thalassemia/HbE (20,1 + 6,4 mg/g), tiép dén
nhém BN thé B-Thalassemia (17,9 + 7,3 mg/g),
thap nh4t & nhém BN thé a-Thalassemia (13,1 +
6,0 mg/g). Khac biét gilva cac nhdom cd y nghia
théng k& (p < 0,01).

- Méi twong quan gitra ndng do ferritin va LIC
trén CHT (n = 566)

y=132.46x +691.64
1=(),26315

— Linear

(Series1)

‘ Biéu d6 4. Mé’j twong quan gicra
néng doé ferritin huyét thanh va LIC trén CHT.
Néng do ferritin va LIC trén CHT cé mdi twong
quan thudn mc d6 trung binh (R = 0,513; R2 =
0,263; p < 0,05).

4. BAN LUAN
4.1. Dac diém déi twong nghién ctru

Tudi BN nghién ctru tir 4-67 tudi, trung binh
la 25,02 + 12,93 tudi. Piéu nay cho thay tinh da
dang vé |am sang cla bénh, gébm nhitng BN nhd
tudi, nhwng thé nang va nhirng BN 16n tudi thé nhe
nhwng truyén mau trong nhiéu ndm. Khi so sanh véi
cac nghién clru truérc day, ching téi nhan thay, tudi
tho trung binh ctia BN Thalassemia ngay moét tang,
c6 thé do tién bo trong chan doan va diéu tri bénh,
cling nhw nhan thirc vé bénh ctia ngudi dan duoc
cai thién. Két qua nghién ctu thay 49,3% BN thé
B-Thalassemia/HbE, 34,5% BN thé B-Thalassemia
va 16,2% BN thé a-Thalassemia. Mét s6 nghién
ctu cho thay, thé bénh B-Thalassemia/HbE chiém
ti 1& cao nhéat [4]. Trong cac thé phdi hop cla
B-Thalassemia thi B-Thalassemia/HbE 1a thé phd
bién nhat & Bong Nam A.
4.2. Dic diém qua tai sat va méi lién quan véi
thé bénh

- Néng db ferritin huyét thanh:

Két qua nghién ctu cho thay, néng do ferritin
huyét thanh trung binh cia BN 12 3.108,9 + 1.841,6
ng/ml, trong dé c6 chi 26 BN (4,6%) c6 néng do
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ferritin huyét thanh < 1.000 ng/ml, diéu nay chi ra
tinh trang & sat rat nang né & BN nghién ctru. So
sanh v&i cac két qua nghién clru khac trong nwéc
[2] thdy ndng dd ferritin trong nghién clru ching
t6i thap hon, c6 thé do nghién clru ching téi cé
sb mau Ién hon, trén nhiéu Itra tudi va biéu hién
lam sang khac nhau hodc cé thé do diéu tri thai
sat da dwoc chu trong hon trwédc day. So sanh
véi két qua nghién ciru ctia Gananello va Belhoul
[8]. thAy ndng d6 ferritin huyét thanh th4p hon két
qua nghién cru cla ching téi. C6 thé do BN trong
nghién clru clla Gananello va Belhoul dwoc diéu
tri thai sat tot hon.

Néng doé ferritin huyét thanh trung binh cao
nhat trén nhém BN thé B-Thalassemia/HbE
(3.518,4 + 1.853,8 ng/ml) va thap nhat & nhém
BN thé a-Thalassemia (1.827,6 + 1.185,6 ng/ml).
Diéu nay chi ra mirc d & sat trén 1am sang cla
BN thé B-Thalassemia/HbE la nang né nhét (do
phu thudc truyén mau) va thé a-Thalassemia la
nhe nhét (it phu thudc vao truyén mau). Két qua
nay twong tw két qua nghién ctu cla Hoang Thi
Héng [2].

- Mrc d6 (r st & gan trén CHT:

Hién nay, cé nhiéu phwong phap do ham lwong
séat trong gan (LIC), nhw sinh thiét, SQUID, CHT,
trong dd, do ham lwong sét trong gan dwa trén
chup CHT dwoc coi la phwong phap an toan,
khéng xam lan, dé trién khai hon cac phwong
phap khac. Chup CHT duwoc danh gia la phwong
phap do ham lwong sét cé méi twong quan rat
chat v&i sinh thiét gan va da dwoc chirng minh
trong nhiéu nghién cu khac nhau, nhw nghién
ctru clia John C. Wood (2005), St. Pierre(2005),
Maciej W Garbowski (2009), Jane S. Hankins
(2009). Trong nghién ctu nay, chung toi ap dung
phwong phap do ham lwong sét trong gan cua
tac gia Jane S. Hankins. Két qué nghién ctru thay
T2*gan trung binh 1a 1,9 £ 1,4 (ms), R2*gan trung
binh la 670,4 £ 252,1 (Hz), LIC trung binh la 18,2
+7,1(mg/g); 474/566 BN (83,7%) BN c6 biéu hién
nhiém s&t ndng trén chup CHT. Céc gié tri trén cho
thdy, BN nghién clru c6 tinh trang & sét trong co
thé nang. Két qua nay kha gan véi két qua cla
Nguyén H6 Thi Nga (2014) [9], nhwng cao hon
két qua nghién clru cla tac gid trong nudéc [2].
Nguyén nhan thwc trang nay la do BN trong nwéc
thwong la nhirng ngwdi nghéo, khdng cé diéu kién
kham, chira bénh va theo déi thwdng xuyén, kém
theo c6 sb lwgng kha Ién BN & vung cao, thudc
cac dan toc thiéu s6 nén trinh do hiéu biét vé bénh
con han ché.
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- Mrc d6 (& st & gan trén CHT va thé bénh:

Két qua nghién ctru (bidu dd 3 va bang 4) cho thay
s6 BN thé B-Thalassemmia/HbE (& sat ndng chiém
ti 1& cao (79,9%); LIC trung binh nhém cao nhét &
nhom BN thé B-Thalassemmia/HbE (20,1 + 6,4
mg/g) va thap nhat & nhém BN thé a-Thalassemmia
(13,1 £ 6,0 mg/g), khac biét cé y nghia théng ké (p
< 0,05). Nném BN thé B-Thalassemmia/HbE c6 tinh
trang & sat trong gan nang hon so véi nhém BN
thé a-Thalassemmia. Theo bao céo ctia WHO, fi &
BN thé B-Thalassemia/HbE & Bong Nam A |a 66%,
tinh trang thiéu mau ctia thé bénh nay trén 1am sang
thworng & mire d6 vira va nang, phu thudc vao truyén
méau, nén tinh trang (& sat ctia nhém BN nay cao.
Nguorc lai, nhém BN thé a-Thalassemia thwdng biéu
hién 1am sang nhe, it phu thudc vao truyén mau, nén
tinh trang & sat thwong nhe. Nhw vay, két qua nghién
ctru nay phu hep véi nhan dinh trén.

- Méi twong quan gira ndng d6 sat trong gan
trén CHT va nbng db ferritin huyét thanh:

Nghién ctru tinh trang & sat khéng chi dwa va
cac chi sd sét huyét thanh, ma diéu quan trong la
phai danh gia dwoc mirc do (& sat tai cac co quan,
t6 chirc. Viéc phdi hop danh gia, so sanh ndng do
ferritin huyét thanh va néng do sat trong gan rat can
thiét trong diéu tri thai sat & BN Thaslasemia. Két qua
nghién clru nay thdy nhém BN cé néng dd ferritin
huyét thanh > 2.500 ng/ml c6 i 1& nhiém st nang rat
cao, chiém 85,2%:; twong tw két qua nghién ctru clia
Eghbali A MD (2012) [10], Maria Marsella (2011) [7].
Khi danh gia méi twong quan gitra ferritin huyét thanh
va LIC trén CHT thay hé sb twong quan R = 0,513, p
< 0,001. Két qua nay twong dong véi két qué nghién
clru cla Hankins (2009) [8], Azarkeivan (2012) [2] va
Hoang Thi Héng (2012) [2], d6 1a c6 mdi twong quan
gitva LIC trén CHT va ndéng dd ferrtin huyét thanh
trung binh. Nong d6 ferritin huyét thanh cé méi twong
quan voi LIC trén CHT, nhwng ferritin khong danh gia
hét dwoc nbng do sat trong gan. Vi vay, chup CHT do
ndng do sat & gan la rat can thiét trong chan doan va
diéu tri BN Thalassemia.

5. KET LUAN

Thé bénh B-Thalassemia/HbE c6 ndng do ferritin
huyét thanh va mirc d6 (r sat trong gan cao nhat
trong cac thé bénh Thalassemia. Nong do ferritin
huyét thanh c6 méi twong quan véi mirc d6 & sat
trong gan, nhung khéng danh gia hét dwoc néng
do sét trong gan.
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