TI LE HIEN HANH VA NGUYEN NHAN TANG FERRITIN
MAU O NGUOI LON TAI BENH VIEN AN GIANG

Nguyén Ngoc Rang, Huynh Thi My Thanh va Pham Ngoc Diing - Bénh vién An Giang

Abstract:

Title: Prevalence and etiological spectrum for hyperferritinemia among adult in An Giang
hospital, Vietham

Background: Hyperferritinemia is commonly found in Asian people including Vietnamese.
The objective of this study is to identify the etiologies for hyperferritinemia among adults.
Methods: A cross sectional study was performed in 928 adults, aged 22-60 years, who are
staff of An Giang hospital. A standardized questionnaire were done to collect the
dermographic characteristics including sex, age, weight and height, eating habits, tea or
drinking alcohol. Health check-ups and laboratory tests were done to detect the underlying
chronic diseases (chronic viral hepatitis, diabetes mellitus, polyarthritis, cancer, liver
cirrhosis, chronic renal failure...).

Results: Prevalence of hyperferritinemia among staff in An giang hospital was 24,8% in both
genders and 57,0% in male adult. The risk factors for hyperferritinemia were: chronic viral
hepatitis B and C (OR=1,8; 95% CI:1,1-3,0), metabolic syndrome (OR=3,1; 95%Cl:1,2-7,6)
and diabetes mellitus (unjusted OR=2,8; 95% CI:1,5-5,0). Consuming alcohol was the
unique risk factor for hyperferritinemia in healthy adult (OR=1,8; 95% CI: 1,1-3,1).
Vegetagian diet was the protective factor for hyperferritinemia (OR=0,27; 95% CI: 0,07-
0,99). The likely etiologies for 95 adults with high level of ferritinemia (>500 rg/L) were:
chronic viral hepatitis B and C (18,9%), metabolic syndrome (12,6%), diabetes mellitus
(11,6%) , consuming alcohol (37,9%) and unknown cause (15,7%).

Conclusion: The prevalence of hyperferritinemia is quite high (24,8%) among adults in An
giang hospital. The common causes for hyperferritinemia are: chronic viral hepatis B and C,
metabolic syndrome and diabetes mellitus. Consuming alcohol may be a risk factor for
hyperferritinemia among healthy person.

Tom tat:

Dit van dé: Ting ferritin mau hay gip ¢ nguoi chau A trong d6 c6 nguoi Viét Nam.

Muc dich cua nghién ciru nham xac dinh ti 18 hién hanh va cac nguyén nhan gay ting ferritin

mau ¢ nguoi 1on.
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Dbi twong va Phuong phap: Mot nghién ciu cat ngang gom 928 ngudi 16n 1a nhan vién cua

Bénh vién An Giang, tudi tir 22-60 tudi. Mot bang truy van chuan dé thu thap cac thdng tin
vé nhan khiu hoc nhu tudi gidi, chiéu cao, can ning, ché d6 an udng. Pong thai cac nhan
vién duoc kham stc khoe va lam xét nghiém dé xac dinh céc bénh man tinh néu cé (viém gan
virut B, C man, dai thao duong, viém da khdp man, ung thu, xo gan, suy than man...).

Két qua: Ti & hién hanh ting ferritin mau & nhan vién bénh vién An giang la 24,8% cho ca 2
gidi, riéng gioi nam l1a 57,0%. Céc yéu té nguy co ting ferritin mau : viém gan virut B, C
man tinh (OR=1,8; KTC 95%:1,1-3,0),hoi chtng chuyén héa (OR=3,1; 95%CI:1,2-7,6)va dai
thdo duong (OR chua hiéu chinh =2,8;KTC 95%:1,5-5,0).Ubng ruou la yéu té nguy co duy
nhét tang ferritin mau & ngudi khoe manh (OR=1,8; KTC 95%: 1,1-3,1). An chay la yéu t6
bao vé lam giam ferritin mau (OR=0,27; KTC 95%: 0,07-0,99). C4c nguyén nhan cé thé & 95
ngudi 6 ndng do ferritin mau cao (>500 pg/L : Viém gan virut B, C man (18,9%), hoi ching
chuyén hoa (12,6%), dai thao duong (11,6%, ), udng ruou (37,9%) va khdng rd nguyén nhan
(15,7%).

Két luan: Ti 1¢ hién hanh ting ferritin & nhan vién bénh vién 1a 24,8%. Nguyén nhan ting
ferritin mau thuong gap gom: Viém gan virut B, C man, hoi chiing chuyén héa va dai thao

duong. Yéu té nguy co duy nhat ting ferrtin mau & ngudi khoe manh 12 udng ruou.

PAT VAN DE:

Ferritin 1a mot protein ¢ ciu trdc da phan tir, ¢ trong lugng phan tar 450kDa, chira
khoang 4000 nguyén tir sit dudi dang hydroxit phosphat sat. Luong ferritin huyét twong cé
lien hé tuyén tinh véi ndng do6 sat & cac md [19], nhu vay c6 thé coi ferritin nhu dang du trir
sat trong noi té bao co thé con ngudi.

C6 2 nhém nguyén nhan chinh Iam ting feritin méau, c6 hoac khdng c6 & dong sat &
cac mo. Bénh c6 ¢ dong sit tién phat phd bién nhat 1a bénh @ sit md di truyén
(hemochromatosis) do dot bién gen HFE, gen tham gia vao diéu hoa hap thu sit ¢ rudt non.
Bénh hay gip & nguoi da trang va rat hiém gap o ngudi chau A [1]. O Viét nam, bénh ting
ferritin co & sat md thir phat hay gap nhat 1a bénh beta thalassemia [32].

Nguyén nhan ting ferritin khdng c6 & dong st & cac md, hay giap ¢ ngudi chau A
gom viém gan virus man tinh [4, 8,26,36], rwou hoic bénh gan do ruou va khéng do ruou
[15,22], bénh dai thao dudng hodc hoi ching bién dudng [5, 6,12, 20]. Ngoai ra ting ferritin
méu hay gap ¢ ngudi mac cac bénh man tinh nhu viém da khép dang thap, bénh ty mién, ung

thu va suy than man [35].
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Theo nhan xét cua cac tac gia nudc ngoai, ngudi chau A trong d6 c6 nguoi Viét Nam
c6 nong do ferritin mau cao hon so voi ngudi phuong tay [36]. Cho dén hién nay, ching toi
chua thdy cong bd ndo vé ndng do ferritin mau trén ngudi Viét Nam, vi vay ching t6i thuc
hién nghién ciru cat ngang nay nham xac dinh ti 1& hién hanh va cac nguyén nhan ting ferritin

mau & nguoi 1on 1a nhan vién cua bénh vién An Giang.

POI TUQONG VA PHUONG PHAP:

Dbi twong: Gom 928 nhan vién ¢ do lwong ferritin mau hién dang cong tac tai Bénh
vién Da khoa Trung tdm An Giang, tudi tir 22 dén 60.

Phuong phap: Thiét ké nghién ctiu cat ngang. Cac nhan vién duoc ghi nhan tinh trang
stc khoe qua dot kham dinh ky gdm kham téng quat, do chiéu cao, can nang, do huyét &p, xét
nghiém céng thic mau toan bo, men gan (AST, ALT), bilan m&, duong mau, xét nghiém
viém gan virus B va C. Mt bang truy van chuan soan sén dugc trao cho mdi nhan vién dé
cung cip thdng tin vé ché do6 an ( thit, c4, rau, an chay), udng tra, ruou va lugng ruou udng
mdi tuan, cac bénh man tinh mac phai va cac dau hiéu 1am sang néu co.

Nong do ferritin mau duoc do bang phuong phap hdéa phéat quang mién dich
(fluorimetric enzyme immunoassay) thuc hién trén may tu dong Cobas 6000 cua hang Roche.
Dinh nghia:

Thira can hoic béo phi duoc dinh nghia theo qui dinh caa T chtc Y té Thé gigi véi
chi s6 khéi co thé (BMI) 16n hon 25 kg/m?.

Ché do an gdm 3 loai: an chay, an thit nhiéu hon ca va an ca nhiéu hon an thit.

Ngudi duoc coi 1a ¢6 udng ruou khi luong rugu udéng méi ngay > 15 g con hoic > 2
lit bia mdi tuan.

Tang huyét ap dugc dinh nghia khi huyét ap cao hon 140/90 mmHg hoic & ngudi ¢6
tién sir tang huyét ap va dang udng thudc ha ap.

Tang cholesterol dugc dinh nghia khi ndng do cholesterol méau > 5.2 mmol/L.

Pai thao dudng duoc dinh nghia khi duong huyét > 7 mmol/L hoic c6 tién st mac
dai thao duong dang diéu tri.

Hoi chung chuyén héa duoc dinh nghia khi co 3 trong céac triéu chung sau: BMI 1on
hon 25kg/m?, tiang cholesterol mau, ting huyét 4p va lwong duong méau lac doi > 5,6 mmol/L

Mic bénh viém gan virut B khi xét nghiém HBSAg duong tinh va mic bénh viém

gan virut C khi anti HCV duong tinh.
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Tang ferritin mau duoc dinh nghia khi ndng do ferritin mau o gi¢i nam > 300 ug/L va

gioi nir > 200 pg/L [3].

Xt ly thdng ké: Vi tri sb ferritin khdng c6 phan phdi chuan, nén cac sé liéu dugc trinh bay
bang tri s6 trung binh, trung vi va d6 dao dong (range). Dung phép phan tich hdi qui logistic
c6 hiéu chinh gioi va tudi dé tinh odds ratio (OR) va khoang tin cay (KTC) 95%. Xt ly thong
ké bang phan mém SPSS phién ban 16.0. Su khac biét c6 y nghia thdng ké khi p <0,05.

KET QUA:

Co tat ca 928 nhan vién duoc thu vao nghién ctru, trong d6 nam c6 326 ngudi (35%)
va nit 602 (65%) ngudi. Tudi trung binh caa nam 1a 39+ 10 tudi va nit 1a 38 + 9 tudi.

C6 264 nguoi ting ferritin mau chiém ti 18 12 28,4% (264/928). Trong d6 ti 1& & nam
gidi 12 57% (186/326) va nit gisi 1a 13% (78/102).

Luogng ferritin mau trung binh (trung vi va d6 dao dong) cua nam la: 414 ug/L (340
ug/L; 3230 pg/L ) va cta nir la 112 pug/L (80 pg/L; 1049ug/L).

S6 nguoi mac bénh viém gan virut man (B, C) 1a 96 (10,3% ), bénh déi thao duong
type 2 1a 49 (5,3%), hoi ching chuyén hoa la 26 (2,8%) va 12 (1,3%) ngudi mac bénh man
tinh khac (viém da khdp, ung thu, suy than man, xo gan, viém dai trang man va luput do).

Trong s nhan vién mac viém gan virut man ¢ 9 ngudi vira mic viém gan B va C. C6
5 nguoi vira mac viém gan virut man va dai thao duong.

Phan tich hoi qui logistic don bién va da bién (hiéu chinh tudi va gisi) cac bénh ly

méc phai c¢6 nguy co tang ferritin mau, duogc trinh bay ¢ bang 1.

Bang 1. Phan tich cac bénh Iy mic phai c6 nguy co ting ferritin mau

C4c bénh mac phai OR (KTC 95%) p OR* (KTC 95%) p*
Viém gan virut man (n=96) 1,8 (1,2-2,8) 0,005 1,8 (1,1-3,0) 0,020
bai thdo duong (n=49) 2,8 (1,5-5,0) 0,000 1,1 (0,5-2,1) 0,910
HC chuyén hoa (n=26) 4,2 (1,9-9,4) 0,000 3,1(1,2-7,6) 0,014
Bénh man tinh khac (n=12) 2,5(0,8-7,9) 0,096 - -

OR* va p*: Odds ratio va p hi¢u chinh.
Sau khi hiéu chinh tudi va giéi, chi c6 bénh Iy viém gan virut man va hoi ching chuyén héa

c6 y nghia gay tang ferritin mau véi OR hiéu chinh lan luot 12 1,8 (1,1-3,0) va 3,1 (1,2-7,6).
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CAac yéu tb nguy co tang ferritin mau ¢ ngudi khoe, khéng mic bénh (n=756) duoc
trinh bay & bang 2.

Bang 2. CAc yéu té nguy co tang ferritin & ngudi khoe manh (n=756)

OR (KTC9%) P OR*(KTC9%) p*

Thira can (n=91) 29(1,8-45) 0,000  2,0(1,2-3,4) 0,009
An nhiéu thit (n=287) 1,3(0,9-1,8) 0,148 - -
An rau (n=738) 0,47 (0,19-1,17) 0,102 - -
An chay (n=37) 0,25 (0,07-0,82) 0,023 0,27 (0,07-0,99) 0,049
Udng tra (n=215) 2,3(1,6-3,3) 0,000 1,4 (0,9-2,1) 0,082
udng ruou (n=87) 6,1(3,8-9,8) 0,000 1,8 (1,1-3,1) 0,033

Sau khi hiéu chinh tudi va giéi, cac yéu t6 nguy co tiang ferritin mau gom c6 thira can va
udng rugu véi OR* lan luot 1 2,0 (1,2-3,4) va 1,8 (1,1-3,1). An chay giam nguy co ting
ferritin mau vai OR=0,27 (0,07-0,99).

Nguyén nhan tang ferritin mau ¢ nguoi co ferritin mau > 500 pg/L dugc trinh bay ¢ bang 3.

Bang 3. Nguyén nhan tang ferritin mau (> 500 pg/L) (n=95)

Nguyén nhan S6 ca (%)
Udng rugu 36 (37,9)
Viém gan virut man 18 (18,9)
Hoi chiing chuyén hoa 12 (12,6)
bai thao duong 11 (11,6)
Viém dai trang man 1(1,1)
Ung thu bach cau 1(1,1)
Xo gan 1(1,1)
Khéng rd nguyén nhan 15 (15,7)

BAN LUAN:

Ti 1€ hién hanh tang ferritin mau cua nhan vién bénh vién 1a 28,4% , dac biét nam gioi
c6 ti 1é tang ferritin mau rat cao (57%), phu hop véi nhan xét caa Harris va CS [15], nhitng
ngudi chau A thuong co ferritin mau cao hon nhiing ngudi phuong tdy. Hon nita luong
ferritin mau trung binh cia nam (414 pg/L) va nir (112ug/L) trong nghién ctru nay ciing cao
hon khi so véi cac béo cao khac & Hoa ky va Han Quéc [6,12] (nam: 140 pg/L, nit tién man

kinh: 34pg/L va man kinh: 93 ug/L). Theo nhan xét cua Yenson va CS [36] cho ring cac
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cong dong Chau A, trong d6 c6 Viét Nam, song tai Canada thuong ¢ nong do ferrtin mau
cao hon so véi ngudi da tring.

Nguyén nhan giy ting ferritin mau va & dong sit & cac mé 1a do dot bién gen HFE
gay ching bénh @ sit di truyén (hemochromatosis), tuy nhién ti 1¢& dot bién gen nay & ngudi
g6c chau A 1a cuc ky hiém voi tan suat khoang 0,000039% [1]. Bénh c6 kha ning ting
ferritin mau va gay @ sit mo cao nhit ¢ Viét Nam la bénh f thalassemia, tuy nhién cac bénh
nhan nay thuong kém theo triéu chiing thiéu mau nang, vi vay rat it kha nang c6 nhan vién
bénh vién bi mic bénh B thalassemia. Vi vay, kha ning nhan vién bénh vién méc 2 bénh ly
nay la cuc thap. Céc nghién ctru trude day [15, 36] déu cho ring ting ferritin mau & nguoi
chau A 1a don thuan it khi phdi hop véi & dong sit & cac mé. Cac bénh ly hay gap co ting
ferritin mau gdom bénh gan do ruou hoic khong do ruou, viém gan virut B hoic C man, dai
thao dudng type 2 hoic hoi chitng chuyén hda, cac bénh viém nhiém man tinh nhu viém da
khép dang thap, viém dai trang man va cac bénh ung thu.

Nhiéu nghién ctru trude ddy cho thay cac ngudi mac viém gan virut C va B man tinh
c6 ferritin mau cao [4, 8, 11, 14, 34, 36]. Nhirng nghién ctru trude day udc tinh khoang 28-
30% nam gigi mac viém gan virut man tinh c6 ferritin mau cao. Ti & nay thuong thap hon &
nit gigi. Mac du luong ferritin mau ting & ngudi mac viém gan virut man tinh, chi khoang
5% c6 (r sat & md gan [2, 8, 30] . O Viét Nam, tac gia Pham Thi Thu Thay va CS [26] nhan
thiy 38,2% bénh nhan mac viém gan virut B va C man tinh c6 ferritin mau ting. Qua nghién
ctru ndy, ching tdi nhan thy nguoi bi viém gan virut man co nguy co ting ferrtin mau gap
1,8 1an véi khoang tin cay 95%: 1,1-3,0 (p=0,02). Co ché ting ferritin méau trong viém gan
virut man chua duoc biét rd. Mot nghién ctiu gay day cho thiy, nong do prohepcidin huyét
thanh tang & bénh nhan mac viém gan C man tinh [21].

Nhiéu nghién ctu & Han qudc cho thiy c6 su lién quan giira ferritin méau va hoi chung
chuyén héa [20,28]. C6 sy tuong quan giita ferritin mau véi luong duong mau lac déi, voi
ting cholesterol mau va ting huyét 4p [29]. Qua nghién ciu nay, ching tdi thiy c6 su lién
quan giira ferritin mau va hoi chiing chuyén héa véi OR= 3,1 (KTC 95%: 1,2-7,6) (p=0,01).
Nhiéu nghién ctu cho thdy nguoi mac bénh dai thao duong type 2 ciing co6 nguy co ting
ferritin mau [5, 6, 12]. Trong nghién ctu nay, c6 su khac biét lugng ferritin mau gitra nguoi
méc dai thdo dudng so voi ngudi khdng méc véi OR=2,8 (KTC 95%:1,5-5,0) (p=0,000), tuy
nhién sy khac biét nay khong y nghia sau khi hiéu chinh gigi va tudi, c6 1& do s6 ngudi méc

dai thao duong khong nhiéu (n=49) so véi mau nghién ciu.
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C6 12 nhan mic bénh man tinh va ung thu, chi ¢6 3 ngudi mic viém dai trang man,
ung thu bach cau va xo gan do ruou c6 ferritin mau cao hon 1000 pg/L, cac truong hop con
lai déu co6 luong ferritin méu trong giéi han binh thuong.

Trong s6 ngudi khoe manh (n=756), co 188 (24,9%) nguoi ting ferritin mau. Chung
t6i tim hiéu cac yéu t6 nguy co gay ting ferritin gdbm ché d6 an nhiéu chat sit nhu in nhiéu
thit 6 [9,26], uéng thudc bd chara nhiéu chat sit va dic biét 1a do ubng nhiéu rugu. Ngugc
lai, ngudi dn chay va an nhiéu rau c6 nong do sit co thé thip hon ngudi dn man [7, 22].
Ngoai ra, ung tra 1am giam ferritin méau do wc ché hap thu sat o rugt [24,33].

Trong nghién ctu nay, ngudi ubng tra co ti Ié ting ferritin mau cao hon trong phan
tich don bién (OR=2,3; KTC 95%: 1,6-3,3), c6 1& nam giéi va ngudi 16n tudi udng tra nhiéu
hon, vi vay sau khi hiéu chinh giéi va tudi thi udng tra khong cé khac biét c6 ¥ nghia
(p=0,082). An thit nhiéu hon #n cé co tang luong ferritin mau nhung sy khac biét nay ciing
khong c6 y nghia thong ké (p=0,148). An nhiéu rau lam giam ferritin mau nhung khéc biét
khong c6 ¥ nghia thong ké (p=0,102).

Chung tdi ghi nhan ubng rugu lam ting nguy co ting ferritin mau gap 1,8 lan (KTC
95%: 1,1-3,1) (p=0,033) va an chay lam giam 73% nguy co tang ferritin mau: OR= 0,27
(KTC 95%:0,07-0,99) (p=0,049).

Nhiéu nghién ciru cho thay c6 sy twong quan giira udng ruou va nong do ferritin mau

[17] mic du co ché tang ferritin mau do rwou chua dwoc biét rd. Nhiing nghién ciu gan day
cho thay ruou anh hudng dén hepcidin, mot peptide san xuat tir gan va c6 vai trd trung tam
trong viéc diéu hoa lwong sat noi moi [16]. Ngoai ra, rwou 1am tang hap thu sit va doc td tur
rudt vao hé thong tuan hoan [10]. Nhu vay, nhitng ngudi khdng mac cac bénh 1y lam ting
ferritin mau thi ruou c6 thé 1a nguyén nhan tang ferritin mau & cac ddi twong nay.
Trong nhom nghién ctru nay, c6 95 ngudi co lugng ferritin mau > 500 ug/L, cao gan gap 2
1an tri s6 binh thuong, chi yéu 1a & nam giéi (94%). Néu ruou duoc xem nhu mot trong
nhitng nguyén nhan lam tang ferritin mau, két qua nguyén nhan tang ferritin mau & nhan vién
dugc ghi nhan & bang 3 nhu sau: viém gan virut man (18,9%), hoi chang chuyén hoa
(12,6%), dai thao duong (11,6%) va ubng ruou (37.9%). Con lai khoang 15,7% truong hop la
chua rd nguyén nhan.

Trong sé nhitng ngudi tang ferritin mau chua rd nguyén nhan, c6 thé do dot bién gen
HFE, mac dau rat hiém gip & ngudi chau A, tuy nhién dot bién gen HFE IVS5+1 G/A méi

duogc xac dinh gan day lai hay gap & nguoi Viét Nam [31]. Ngoai ra c6 thé mot sé it ngudi ¢6
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thé mac bénh thalassemia thé an, tuy nhién luwong ferritin mau ciing it khi ting trong bénh
thalassemia thé an.

Pé tai nghién ctru nay con nhiéu gisi han vi chung t6i chua lam duoc xét nghiém tim
dot bién gen HFE hoic HFE IVS5+1 G/A. Ngoai ra ching toi ciing khong lam cac xét
nghiém dé xac dinh luong st & dong & cic md nhu sinh thiét gan, transferritin méu hoac do
bao hoa transferritin. Tuy nhién, cac sé liéu vé théi quen in ubng, udng ruou bia, tinh trang
suc khoe ctaa nhan vién dugc thu thap kha chinh xéc.

Két luan: Ti 1¢ hién hanh ting ferritin mau & nhan vién Bénh vién An giang khé cao
(28,4%), dac biét 1a & nam gigi. Cac nguyén nhan c6 thé gay ting ferritin mau gém: udng

ruou, Viém gan virut B hoiac C man tinh, dai thao duong va hdi chang chuyén hoa.
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