NGHIEN CUU KHOA HOC

NONG DO VITAMIN B12 TRONG HUYET THANH BENH NHAN
MAY DAY MAN TINH TU PHAT

Lé Thai Van Thanh'?, Van Pang Hiru buc?

TOM TAT

Muc tiéu: Xac dinh nong d6 vitamin B12 toan phan va vitamin B12 dang hoat déng
(holotranscobalamin - holoTC) trong huyét thanh ctia bénh nhan may day man tinh tu phat tai khu vuc
TP. H6 Chi Minh.

Péi tuong va phuong phap: Nghién ctu dugc thuc hién ti thang 01/2020 dén thang 6/2020
bang phuong phap mé ta, cdt ngang c6 so sanh véi nhom ddi ching. Téng s6 c6 56 mau mau dugc
thu thap tir 45 bénh nhan may day man tinh tu phat va 11 nguai khée manh dugc dinh lugng nong d6
vitamin B12 toan phan va vitamin B12 dang hoat déng bang phuong phap mién dich dién héa phat
quang (ECLIA), s&r dung thang diém UAS4 dé€ danh gia hoat do bénh trong 4 ngay lién tiép

Két qua: Nong dé vitamin B12 toan phan trong nhom bénh nhan may day man tinh tu phat la
478,4 pmol/L (khodng ti phan vi 404 - 579,7) va nhém nguai khde manh la 719,7 pmol/L (khodng tu
phan vi 615,9 - 815,4). Néng d6 vitamin B12 dang hoat dong (holoTC), trong nhém bénh nhan may
day man tinh tu phat va nhom nguai khoe manh lan luot 1a 83,8 pmol/L (khodng té phan vi 64,1 - 156)
va 155,3 pmol/L (khoang tu phan vi 105,1 - 187). C6 méi tuong quan am, muc d6 manh gitta ndng do
vitamin B12 dang hoat déng (holoTC) va cac nhém diém hoat dd may day UAS4 (hé s6 tuong quan
Spearman -0,58, p < 0,001).

Két luan: Nong d6 vitamin B12 toan phan va néng dé vitamin B12 dang hoat dong (holoTC) 8 nhém
bénh nhan may day man tinh tu phat thap hon so véi nhom ngudi khoe manh. Dac biét, c6 maéi tuong
quan am, muc dé manh gitta néng do vitamin B12 dang hoat déng (holoTC) va diém hoat ddong may day.

Tu khéa: May day man tinh tu phdt; Vitamin B12; Vitamin B12 dang hoat déng (holoTC); Piém hoat
do may day.

1. DAT VAN DE mac trong su6t doi song trung binh la 4,4%.Ty 1é
hién mac tai moét thai diém (point prevalance) ¢

May day la bénh Iy thuong gap trong thuc gy khac biét I16n gitra cac khu vuc dia ly trong d6
hanh lam sang chuyén nganh Da liéu, c6 thé gdp  c4¢ nghién ctu dugc tién hanh & chau A lai ghi
& bat ky do tuSi nao tir tré em cho dén ngudi  phan ty 18 1&n dén 2,3% [2]. May day man tinh c6
I6n tudi. Riéng may day man tinh c6 ty 1& hién 5t nhiéu nhom nguyén nhan, c6 thé chia thanh
2 nhém 16n gobm may day man tinh tu phat

1: Bénh vién Dai hoc Y Dugc TP. H6 Chi Minh (Chronic Spontaneous Urticaria) chiém 75%
2: Truong Bai hoc Y Dugc TP. H6 Chi Minh
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va may day man tinh cé nguyén nhan (Chronic
Inducible Urticaria) chiém phan con lai. Vao nam
2002, lan dau tién tac gia Catherine S. va Gavin S.
da bdo cdo mét trudng hop bénh nhan may day
di kém vdi tinh trang thi€u hut vitamin B12, sau
dé bénh nhan da dugc diéu tri bé sung vitamin
B12 va cadi thién tinh trang may day [7]. Theo sau
dé la cac nghién cltu vao cac nam 2004, 2015,
2016 lan lugt clia cac tac gia khac trén thé gidi
cing cho thdy c6 tinh trang sut giam vitamin
B12 & nhém bénh nhan nay [5, 6, 9]. Ca thé
ngudi khéng thé tu téng hgp vitamin B12 ma
can phai bé sung chiing qua thuc an, trong khi
cac nghién clu néu trén déu dugc tién hanh trén
quan thé dan s phuong tay, ngi c6 ché dé an
uéng khac véi ngudi Viét Nam ching ta. Thém
vao dé, bénh may day man tinh cé anh hudng rat
I6n dén chat lugng cudc song clia ngudi bénh,
gay can trd sinh hoat ban ngay cling nhu dnh
hudng dén giac ng ban dém. Trong khi chua c6
phuong phap diéu tri dac hiéu déi véi bénh va
diéu tri bang cac loai thuéc sinh hoc cé chi phi
I6n thi vitamin B12 lai dé tim trong cac nguén
thuc pham hodc cac vién bé sung, gia thanh ré
va dé cung cap cho ngudi bénh. Vi nhiing van dé
néu trén, nghién ctu nay dugc tién hanh nham:
“Xdc dinh néng dé vitamin B12 toan phdn va
vitamin B12 dang hoat déng & nhitng bénh nhan
mdy day man tinh va khdo sdt cdc méi lién quan
gitra ching va hoat dé cta bénh”.

2.DOITUGNG VA PHUONG PHAP NGHIEN CUU

2.1.Déi tugng

- Nhom bénh: Tat ca bénh nhan bi may day
man tinh tu phat dén kham va diéu tri tai Bénh
vién Dai hoc Y Dugc TP. H6 Chi Minh co s& 1 tu
thang 01/2020 dén thang 6/2020.

NGHIEN CUU KHOA HOC

- Nhém chuing: Sinh vién, hoc vién, nhan vién
y t&, ngudi dan hién khéng mac may day, khong
c6 ché d6 an chay, an kiéng.

Tiéu chudn loai trur
- Ngudi dudi 18 tudi.
- Phu nir cé thai hoac dang cho con bu.

- Ngudi c6 uéng hodac tiém b sung vitamin
B12 trong 1 thang gan day.

2.2, Phuong phap

-Nghién cltu cdt ngang phan tich véi cd mau
dugc tinh dua trén cong thiic clia tac gia Bernard
Rosner so sanh 2 gia tri trung binh vé&i a = 0,05,
B = 0,05. TU d6 s6 mau tdi thiéu can thiét cho
nhom n1 (nhém bénh) la 45 mau va nhém n2
(nhém ching) 1a 09 mau. Thuc té thu thap dugc
45 mau nhém bénh va 11 mau nhém ching.

- Mau mau xét nghiém dugc lay truc tiép tai
Khoa Xét nghiém - Bénh vién Dai hoc Y Dugc TP.
H6 Chi Minh tai thai diém bénh nhan dén kham
(da nhin an it nhat 8 gio).

- Nong d6 vitamin B12 toan phan va vitamin
B12 dang hoat d6ng dugc dinh lugng bang phuong
phap mién dich dién hoa phat quang (ECLIA).

-Thuéc thir Elecsys Vitamin B12.
- M3y Elecsys 2010.Khoang do 22 - 1476 pmol/L.

X ly s6 liéu: Bang phan mém STATA 13.0;
dung phép ki€ém Mann-Whitney U (khéng phai la
phan phdi chudn) dé so sanh 2 gia tri trung binh
va phép kiém tuang quan Spearman dé tim mai
tuong quan. Su khac biét dugc xem la c6 y nghia
thong ké khi p < 0,05.

Pao di'c trong nghién ciu: Dé tai da dugc
Ho6i dong dao duc trong nghién ctu y sinh hoc Dai
hocY Dugc TP. H6 Chi Minh cho phép thuc hién tai
van ban s6 587/DHYD-HDDD.
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NGHIEN CUU KHOA HOC

3. KET QUA NGHIEN CcUU

Bdng 1. Cdc ddic diém nhém bénh trong nghién citu (n = 45)

Pac diém Phéan nhém: sé truagng hap (%)
Gigi Nam: 12 (26,7%) N0 33 (73,3%)
Tudi Trung vi (khoang tu phan vi) 39 (31-44)

Thai diém khai phét bénh

Trudc 30 tudi: 10 (22,2%)

Tu 30 tudi tré di: 35 (77,8%)

Diém hoat d6 may day UAS4

Nhe: 9 (20%)

Trung binh: 30 (66,7%)

Nang: 6 (13,3%)

S6 ngay bénh nhan an chay, an

kiéng trong 1 thang

0 ngay: 28 (62,2%)

1-3ngay: 11 (24,4%)

Tu 4 ngay trélén: 6
(13,4%)

Bdng 2. So sdanh néng dé vitamin B12 toan phdn trung binh 8 nhém bénh va nhém chung giira cdc

nghién cuu

Cong trinh nghién ciu

Néng d6 vitamin B12 toan phan trung binh (pmol/L)

Nhém bénh Nhém ching

Nghién ctiu clia ching téi* 478,4 pmol/L 719,7 pmol/L

A. Kasperska [5] 203,3 pmol/L 268,6 pmol/L
Cheng-Han Wu [9] 209,6 = 80 pmol/L 264,9 + 96,8 pmol/L

N. Mete [6]

207,7 + 94,1 pmol/L

343,1 +103,5 pmol/L

*Phép kiém Wilcoxon Ranksum, p = 0,0002.

Bdng 3. Néng dé holoTC huyét thanh & nhém bénh (n = 45) va nhém ching (n=11)

HoloTC (pmol/L) Nhom bénh Nhom chiing P
Trung vi (t& phan vi) 83,8 (64,1 -156) 155,3 (105,1-187) 0,0266*
*Phép kiém Wilcoxon Ranksum
g | . HoloTC | UAS4 | UAS4 | UAs4 r
(0-8) (9-16) | (17-24)
T Trung vi 171,3 83,5 549
B 1 (tu (1163- | (641 | (43,9-
o phanvi) | 1883) | -131,8) | 647) | -0.58"

UAS4 (0-8) UAS4 (9-16)

UAS4 (17-24)

*Phép kiém Spearman, p < 0,0001

Biéu dé 1. Méi tuong quan giita néng dé HoloTC véi cdc nhom diém hoat dé may day (UAS4)
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4.BAN LUAN

Nghién ctu cia ching t6i cho thay, nhém
bénh nhan may day man tinh c6 néng dé vitamin
B12 toan phan thap hon cé y nghia théng ké so
vGi nhom ngudi khde manh va két qua nay tuong
déng véi cac nghién ctiu khac dugc tién hanh trén
thé gidi (Bang 2) [5, 6, 9].

Két qua nghién ctiu clia ching t6i khong chi
tuong déng vai cac nghién ctu trudc & diém ndng
d6 vitamin B12 toan phan & nhém bénh nhan may
day man tinh thap hon c6 y nghia théng ké so véi
nhom ching ma con tuong déng & diém hau hét
cac bénh nhan van c6 néng dé vitamin B12 toan
phan & trong gidi han cho phép clia xét nghiém
va khéng cé thay d6i vé mat huyét hoc nhu thé
tich hong cau lan khéng co6 xuat hién thiéu mau.
Tuy nhién, c6 khac biét & chd két qua nghién ciu
cla chuing t6i cho thay néng d6 vitamin B12 toan
phan cao hon & cd nhém bénh nhan may day man
tinh lan nhém chiing néu so véi cac nghién clu
trudc tién hanh & nudc ngoai. Ching t6i tim thay
G nghién clu clia tac gia Nguyén Van Tuan (2017)
trén 136 d6i tugng chua cé bién ching dot quy
nao, c6 dé tudi trung binh 1a 64,26 + 10,53 tudi ghi
nhan néng do6 vitamin B12 toan phan trung binh
clia nhém chiing la 587,98 + 297,39 pmol/L [1].

Nhiéu nghién cttu cho thdy cé sy sut giam
vitamin B12 theo tudi, trong d6 c6 thé ké dén cac
nguyén nhan nhu viém teo da day, réi loan hap
thu thuc pham c6 chia cobalamin... Nhu vay c6
thé thay, mac du trong nghién clu cda Nguyén
Van Tuan nhom déi tugng nghién ctu déu cé
dé tudi I6n hon rat nhiéu so véi nghién cliu cua
chiing téi nhung néng d6 vitamin B12 toan phan
van cao hon dang ké so véi cac nghién clu trén
dan s6 chau Au. Diéu nay cling tuong dong vai két
qua nghién clru clia chdng t6i va cho thay that su
nong do6 vitamin B12 toan phan & dan sé TP. HO

NGHIEN CUU KHOA HOC

Chi Minh cao hon dang ké. Ching téi cho rang ché
dé an c6 gop phan dang ké trong viéc nay.

Mot van dé khac dugc dat ra do la tam ly
kiéng khem ctia nhitng bénh nhan may day man
tinh tu phat c6 lam anh hudng dén gia tri thong
sO vitamin B12 dugc dinh lugng hay khéng va
chuing téi nhan thay rang khong ¢é su anh hudng
nay trong nghién ctu vi ty 1&é ngudi bénh khong
an chay, an kiéng trong nghién ctu cta ching
to6i chiém dén han 62% va chi c6 khoang 13% s6
ngudi bénh c6 ché d6 an chay, an kiéng tur 4 ngay
tré1én trong 1 thang (Bang 1).

Tuong tuy, chidng téi tim thay ndng dé vitamin
B12 dang hoat déng - holoTC gilta nhém bénh va
nhom ching co su khac biét cé y nghia théng ké
(p < 0,05). Trong d6 nhdm bénh nhan may day
man tinh c6 nbng d6 holoTC thap hon (Bang 3).

Chung téi cling nhan thay co su tuong quan
nghich, mdc dd manh (r = -0,58) gilta néng do
holoTC va nhém diém UAS4 (p < 0,0001). Trong
dé nhém c6 diém UAS4 16n hon sé c6 néng do
holoTC thap hon (Biéu dé 1).

Nhu vay c6 thé thdy, vitamin B12 dang hoat
déng cé lién quan dén d6 nang cla bénh ly may
day man tinh. Cac tac gia nghién ctu vé nong do
vitamin B12 & bénh nhan may day trudc day déu
chua dua ra dugc co ché cu thé dé ly giai cho méi
lién hé nay, trong dé c6 tac gia cho rang vitamin B12
gidm la do tham gia vao qua trinh diéu bién mién
dich théng qua cac cytokin dé hoat héa céc té bao
mast & nhiing bénh nhan may day man tinh [9].

Chang t6i tim thdy y van cé ghi nhan vai
trd diéu bién mién dich cla vitamin B12 théng
qua té bao giét tu nhién (NK cells), cac té bao
lympho CD4+, CD8+ va ciing dang dugc xem la
mot trong nhiing liéu phap mién dich day hua
hen trong tuong lai. [8] Hon thé nita tac gia Ulala
Funada va céng su con tim thdy bang ching
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NGHIEN CUU KHOA HOC

vitamin B12 c6 tac dong dén phan tng di ting
trén chuét, cu thé ho tim thdy néng dé khang
thé IgE, histamin, IL-2 va IL-4 déu tang cao &
nhirng con chudt cé thiéu hut vitamin B12 va
sau khi dugc bd sung vitamin B12 cac trudng
hgp nay déu o IgE, histamin, IL-2, IL-4 gidm mét
cach ro rét [3]. Ngoai ra mét s6 tac gia con tim
thay bang chiing thi€u hut vitamin B12 dan dén
su chuyén dich s6 lugng cac té bao Th1 sang té
bao Th2, nguyén nhan gay gia tang khang thé
IgE - mét nhan t6 quan trong trong co ché bénh
sinh cla may day man tinh tu phat [4].

KET LUAN

Bénh nhan may day man tinh ty phat tai TP.
H6 Chi Minh ¢4 néng dé vitamin B12 toan phan
va ndng dé vitamin B12 dang hoat dong (holoTC)
déu thap hon so véi nhém nguai khde manh. Dac
biét, c6 moi tuong quan am, mic d6 manh gilta
néng dé vitamin B12 dang hoat déng (holoTC) va
diém hoat d6 may day, ggiy vé vai trd cQia vitamin
B12 trong co ché bénh sinh.
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SUMMARY

SERUM B12 VITAMIN CONCENTRATIONS IN CHRONIC SPONTANEOUS URTICARIA PATIENTS

Objectives: The study aimed to determine both the serum total B12 vitamin concentration and
the serum active form of B12 vitamin (holotranscobalamin - holoTC) concentration in CSU patients in

Ho Chi Minh City.

Subjects and methods: This study was carried out at the University Medical Center Ho Chi Minh City

from January 2020 to June 2020. A cross-sectional study was conducted. Blood samples were collected
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NGHIEN CUU KHOA HOC

to measure both the serum total B12 vitamin concentration and the serum holoTC concentration by
Electrochemiluminescence Immunoassay (ECLIA) from 45 CSU patients and 11 healthy people. We used
the Urticaria Activity Score for the CSU patients to assess the disease activity in 4 consecutive days (UAS4).

Results: The results showed that the median serum total B12 vitamin concentration in the CSU
group was 478.4 (25™ - 75% percentile range, 404 - 579.7) pmol/L and in the healthy group was 719.7
(25t - 75™ percentile range, 615.9 - 815.4) pmol/L. About the serum holoTC concentration, the CSU
group had the median at 83.8 (25™ - 75 percentile range, 64.1 - 156 pmol/L) which was also lower than
the healthy group - 155.3 (25 - 75t percentile range, 105.1 - 187 pmol/L). Especially, a strong negative
relationship was found between the serum holoTC concentration and the UAS4 groups (Spearman’s
correlation coefficient -0.58, p < 0.001).

Conclusions: Our results showed that the CSU patients in Ho Chi Minh City have lower in both the
serum total B12 vitamin concentration and the serum holoTC concentration than the healthy people
and there is a negative relationship between serum holoTC concentration and the UAS4 groups.

Keywords: CSU; B12 vitamin; HoloTC, UAS.
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