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V. KET LUAN

Kich thich budng trirng diéu tri thu tinh trong
ong nghiém bdng Follitropin Delta cho két qua
kha quan vdi thai gian kich thich bubng trirng
trung binh 10,76 + 1,52 ngay, téng liéu delta
follitropin la 145,25 + 23,63 mcg; s6 noan choc
hat trung binh la 16,82 = 7,85 noan va sG phoi
ngay 3 trung binh thu dugc la 6,83 £ 5,34. sO
pho6i ngay 5 trung binh thu dugc la 4,62 + 3,75.
Nhiing dir liéu nay cho thdy Delta Follitropin la
luva chon hiéu qua trong kich thich budng trirng
c6 kiém soét cho cac chu ky IVF.
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trén 80 bénh nhan di ing thudc tai Bénh vién Da Lieu
TP. H6 Chi Minh tir 8/2015-7/2016. Moi bénh nhan
dugc ghi nhan lam sang va do Hs-CRP huyét thanh.
K&t qua: Tudi trung binh 33,7 £ 14,6; nam chiém
63,75%. CO 21 truGng hgp di ing mdc d6 nang
(SJS/TEN), chiém 26,25%. Noéng d6 Hs-CRP trung
binh 8 nhdm nang cao han nhém nhe mot cach co y
nghia thong ké (83,01 so vdi 9,67 mg/L, p < 0,001).
Trong nhém nang, TEN c6 CRP cao hon SJS (131,15
vs 63,76 mg/L, p < 0,001). Trong nhéom nhe, hong
ban da dang va dé da toan than cd CRP cao han may
day, phu Quincke va hong ban sac t6 c6 dinh (p <
0,001). 63,75% bénh nhan cé Hs-CRP vugt nguGng
binh thudng. Khéng ghi nhan sy khac biét dang ké
gilta cac nhom thudc gay di ing (p = 0,497). Két
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luan: Hs-CRP huyét thanh tang cao lién quan chat
ché v6i mig d6 ndng cla di Ung thubc. hs-CRP cd
tiém nang ho trg danh gia mdc dé phan Ung di Ung,
dac biét trong cac trudng hgp ndng nhu SIS va TEN.
Tur khoa: di ung thudc, hs-CRP, SJS, TEN, khang sinh

ABSTRACT
THE RELATIONSHIP BETWEEN SERUM HS-CRP

LEVELS AND THE SEVERITY OF DRUG ALLERGY

Objective: To evaluate the association between
serum high-sensitivity C-reactive protein (Hs-CRP)
levels and the severity of drug allergy. Methods: A
cross-sectional study was conducted on 80 patients
diagnosed with drug allergy at Ho Chi Minh City
Dermatology Hospital from August 2015 to July 2016.
Clinical data and serum Hs-CRP levels were collected
for each patient. Results: Mean age was 33.7 £+ 14.6;
males accounted for 63.75%. Severe reactions
(SJS/TEN) occurred in 21 patients (26.25%). Mean
Hs-CRP was significantly higher in the severe group
than in the mild group (83.01 vs 9.67 mg/L, p <
0.001). Within the severe group, TEN had higher CRP
than SJS (131.15 vs 63.76 mg/L, p < 0.001). Among
mild reactions, erythema multiforme and exfoliative
dermatitis showed higher CRP than urticaria, fixed
drug eruption, and angioedema (p < 0.001). Elevated
CRP was observed in 63.75% of patients. No
significant difference in Hs-CRP was found among
drug classes (p = 0.497). Conclusion: Elevated
serum Hs-CRP is closely associated with the severity of
drug allergy. Hs-CRP may serve as a useful biomarker
to support clinical assessment, especially in severe
reactions like SIS and TEN. Keywords: drug allergy,
hs-CRP, SJS, TEN, antibiotics

I. DAT VAN DBE

Di (rng thudc la mot phan (rng bat Igi cla ca
thé vdi thubc qua co ché mién dich, thudc nhém
ADR type B — tic la khdng du dodn trudc dugc
va khong lién quan dén dugc ly cua thubec [1].
Phan Ung di i'ng thuGc xay ra khi hé thng mien
dich nhén dién thudc (hodc chat chuyén hda cua
thu6c) nhu mét khang nguyén la, kich hoat phan
(g qua man qua trung gian khang thé hodc t&
bao [1,2]. Méc du khéng phé bién nhu ADR type
A, di ¢ng thubc cd thé gdy hdu qua nghiém
trong, lam tang thdi gian diéu tri va tham chi de
doa tinh mang ngudi bénh.

Tai Viét Nam, tinh hinh di Ung thudc cd xu
hudng gia tdng, va cac nghién clu trudc day
cling cho thay khang sinh B-lactam va thudc
giam dau, chong viém khong steroid (NSAIDs) la
nhitng nhém thubc hang dau gay di ing thudc
[3-5]. Pang chd y, nhiéu trudng hdgp di Ung
thudc néng nhu  hoi chL'l’ng~ Stevens-Johnsgn
(S3S) va hoai tr thugng bi nhiem doc (TEN) van
ghi nhan véi tan suat dang k€, gay kho khdn
trong diéu tri va cd thé dan dén t&r vong néu
khoéng x(r tri kip thai. Tuy nhién, hau hét dir liéu

nghién clru tap trung & mién Bac [3-5], trong khi
dac diém va yéu td lién quan dén di Ung thudc
tai cac cg sd phia Nam chua dugc nghién ciu
day du.

Protein C phan (ng (CRP) la mot protein pha
cap nhay cadm, dudc gan san xuat dap ’ng vdi
tinh trang viém, su’ phdng thich histamine va tén
thuong m6 cd quan [2]. Nong d6 CRP huyét
thanh tdng nhanh trong vong 6-8 gid dau cla
qud trinh viém va cé thé tdng hang trdm [an
trong cac phan (ng viém hé thong. Ky thuat
dinh lugng hs-CRP (high-sensitivity CRP) cho
phép phat hién CRP & nong do rat thap (0,1-0,2
mg/L), gilp phat hién ca nhitng thay ddi nhé cla
phan rng viém. M6t s6 nghién ciru cho thay CRP
tang rat cao trong cac trudng hgp di ing thudc
ndng nhu SJS, TEN [2,6,7]. Diéu nay ggi y rang
CRP c6 thé 1a mdt ddu an sinh hoc phan anh
muc d6 nang cua phan Ung di Ung thudc.

Tai Bénh vién Da Liéu TP. HCM — mot trung
tam chuyen khoa tuyén cudi vé da liéu va di (ing
thudc & phia Nam, hang nam ti€p nhan nhiéu
truong hop di 'ng thudc tir nhe dén ndng. Tuy
vay, cho dén nay chua cd nghién clru nao tai Viét
Nam danh gid mai lién quan gilta néng d6 Hs-CRP
huyét thanh va mic d6 nang cua di ing thudc.
Do d6, ching tdi tién hanh nghién clru nay nham
lam rd van dé trén, gop phan cung cdp bang
chu’ng ho trg cho cdng tac Iam sang trong danh
gia va quan ly bénh nhan di iing thudc.

1. DOI TUONG VA PHUONG PHAP NGHIEN CU'U

2.1. Thiét ké& nghién ciru:

Nghién cru dugc thuc hién theo thiét k€ mo
ta cat ngang, két hgp phan tich tugng quan. Tat
ca cac bénh nhan dugc lay mau mau xét nghiém
Hs-CRP mdt [an tai thdi diém nhdp vién (trudc
khi diéu tri ddc hiéu) dé danh gid mdi lién quan
gira nong do6 Hs-CRP va mirc d6 nang cla phan
(fng di ('ng thudc.

2.2. Thdi gian va dia diém:

Nghién cltu ti€n hanh tur théng 8 nam 2015
dén thang 7 ndm 2016 tai Bénh vién Da Liéu TP.
HO Chi Minh, 1a bénh vién chuyén khoa da liéu
tuyén cudi khu vuc phia Nam. Pay la ngi tiép
nhén, chan doéan va diéu tri nhiéu trudng hap di
Ung thubc tir nhe dén nang, bao gom cac hoi
chirng da do thudc.

2.3. Poi tugng nghién ciru:

Bao gém 80 bénh nhan tir 15 tudi trg Ién
dugc chan doan xac dinh di Ung thudc tai Bénh
vién Da Liéu TP. HCM trong thdi gian nghién cuu.
Tiéu chuén chon bénh nhan va loai trir nhu sau:

e Tiéu chudn chon: Bé&nh nhan cd biéu hién
ldm sang dac trung cla di ing thudc, bao gom
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cac dang: may day, phu Quincke, hong ban da
dang, hdng ban séc td c6 dinh, dé da toan than,
héi chiing Stevens-Johnson (SJS) hodc hoai tir
thugng bi nhiém dbc (TEN). Tat cad bénh nhan
déu co tién s st dung it nhat mot loai thudc
trong vong 4 tuan trudc khi khéi phat triéu
chiing va xac dinh dugc thuéc nghi ngd gay
phan ’ng. Bénh nhan hoac than nhan dugc giai
thich vé nghién cru va dong y tham gia.

e Tiéu chuén loai trir: Loai trir nhitng trudng
hgp khong xac dinh dugc loai thudc hoac thdi
diém s dung thuéc nghi ngd, hodc cb s dung
ddng thdi nhiéu loai thudc (k& ca thudc Pdng y
hay thuc phdm chlc nang) gay khé khdn cho
viéc xac dinh nguyén nhan. Loai trir cac trudng
hgp cé tén thuong da khdéng ddc trung cho di
Ung thudc (nhu ngd doc, kich Ung, tac dung phu
qua muc do dugc ly). Nhitng bénh nhan khong
dong y tham gia hoac khong hgp tac thu thap
thdng tin cling bi loai khéi nghién clu.

Ap dung cac tiéu chi trén, cé tdng cdng 80
bénh nhan dugc Iua chon dua vao nghién cuu.
C8 mau nay dudc chon theo phugng phap chon
mau thuan tién toan bd cac trudng hgp trong
khoang thoi gian nghién c(tu, nhdm dam bao
tinh dai dién va phan anh trung thuc tinh hinh di
Ung thudc tai bénh vién.

2.4. Thu thap dir liéu:

Cac thong tin dugc thu thap bao gom: dac
diém nhan kh&u (tudi, gidi, nghé nghiép, trinh
dd hoc van, nai cu trl), déc diém Idm sang (thoi
gian xuét hién triéu chirng, thé Idm sang di Ung
thu6c, mic dd ndng nhe cua phan (ng, tén
thuong niém mac, v.v.), théng tin vé thudc st
dung (ly do dung thudc, loai thuGc va dudng
dung, tién st di ing thudc trudc do).

Moi bénh nhan dugc Idy 2 ml mau tinh mach
(6ng khong chat chdng dong), ly tam tach huyét
thanh va guri do néng do Hs-CRP tai Trung tam
Chan doan Y khoa Medic. Xét nghiém hs-CRP
dugc thuc hién bdng phuong phap mien dich do
dd duc tang cudng d6 nhay cao, vdi nguBng
phat hién thap dén 0,1 mg/L. Két qua hs-CRP
cta moi bénh nhan dugdc ghi nhan bang don vi
mg/L (miligram trén lit). Trong phan tich, ching
t6i 1dy 5 mg/L lam nguGng phan biét CRP binh
thudng va tang (dua trén gidi han binh thudng
thudng dung trong Iam sang).

2.5. Phan loai mirc do di irng thudc:

Dua vao phan loai chudn, nghién clu chia
phan Ung di ¢ng thu6c thanh mdc do nhe va
mic d0 nang. Nhém nang bao gom cac hoi
chiing 6 ton thuong da dién rdng, nguy co de
doa tinh mang nhu SJS (t6n thuong <10% dién
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tich da) va TEN (>30% dién tich da) [1]. Nhém
nhe bao gém cac thé Idm sang con lai nhu may
day, phu Quincke, hong ban da dang, hong ban
sdc td cd dinh, do da toan than,... von it nguy
hiém hon.

2.6. Xt ly va phan tich so liéu:

DT liéu dudc nhap va phan tich bang phan
mém thong ké SPSS 20.0. Cac bién sG dinh
lugng (nhu ndng dd hs-CRP) dudc kiém tra phan
phéi. Nhitng bién phan phéi chuan dudc biéu thi
bang trung binh + dd Iéch chuén; bién khdng
phan phéi chuidn dugc biéu thi bang trung vi
(median) va khoang tir phan vi. So sanh su’ khac
biét ndbng do Hs-CRP gilta cac nhdm dudc thuc
hién bang phép ki€ém t-test doc Iap (d6i véi hai
nhém) hodc ANOVA mot yéu to (doi vdi nhiéu
nhém). Trudng hdp phan phéi khdng chuén, sir
dung phép kiém phi tham s6 tuong (ng (Mann-
Whitney U hodc Kruskal-Wallis). Mdc y nghia
thong ké dugc xac dinh véi p < 0,05.

2.7. Pao dirc nghién ciru:

Nghién cfu dugc su chdp thuan cia Hoi
dong Dao dic Bénh vién Da lieu Tp.HCM. Moi
bénh nhan tham gia déu tu nguyén va ky cam
két dong y tham gia sau khi dugc giai thich ro vé
muc tiéu nghién clu. Thong tin cd nhan cua
bénh nhan dudc bao mat, chi sir dung cho muc
dich nghién clu.

1. KET QUA ) )

3.1. Dic diém dich té cia mau nghién cltu

T6éng cdng cd 80 bénh nhan di ('ng thudc,
gém 51 nam (63,75%) va 29 nit (36,25%), Véi
dd tudi trung binh 33,7 £ 14,6 (nho nhat 15, 16n
nhat 72). Nhdm tudi 20-39 chiém ty Ié cao nhét
(52,5%), tidp dén I3 nhom 40-59 (26,25%) va
nhom <20 tudi (15%) (Bang 1).

Bang 1. Bic diém dich té cua déi tuong
nghién cau (n = 80)

Pic diém :I'In‘:rl:: Gia tri 1(-2),/5
Tu6i (nam, trung -

binh + PLC) 37 % 1o

<20 12 15,0

e 20-39 42 52,5

Nhom tudi (n)  —z25-59 21 26,25

>60 5 6,25

b Nam 51 63,75

Gidi tinh (n) NG 29 36,25

3.2. Thé 1am sang va mirc do di ('ng
thuoc:

Trong 80 bénh nhan, cic thé 1dm sang di
Ung thudGc hay gap lan lugt la hong ban da dang
(26,25%), may day (22,5%), SIS (18,75%), do
da toan than (8,75%), phu Quincke (8,75%),
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hong ban sdc td ¢ dinh (7,5%) va TEN (7,5%).
Pa s6 phan ’ng thuéc mirc d6 nhe (59 trudng
hap, 73,75%), chi c6 21 trudng hdp (26,25%)
thudc mirc d6 nang (SJS, TEN). SO bénh nhan di
Ung do thubc khang sinh chiém ti 1€ cao nhat
72,5%, cac nhém con lai thi cd ti 1€ rat thap
(Bang 2).

Bang 2. Bic diém phan irng dj tng thuéc 6

déi tugng nghién ciau (n = 80)

3.4. Tuong quan giira hs-CRP va mirc
do nang cua di irng thudc:

Nong dd trung binh hs-CRP & nhdm bénh
nhan di Ung thuéc mdc d0 nang tang rd rét
(83,01 mg/dl) so véi nhdom di i’ng mic do nhe
(9,67 mg/dl), su khac biét nay cé y nghia thong
ké (p = 0,000). Trong nhém di &’ng nang, bénh
nhan mac hdi ching hoai tir thugng bi nhiém
doéc (TEN) c6 nbng do hs-CRP trung binh cao
han dang ké (131,15 mg/dl) so vdi hoi chirng
Stevens-Johnson (63,76 mg/dl), sy khac biét
cling c6 y nghia théng ké (p = 0,000). O nhém
di ing nhe, nong dé hs-CRP & thé hong ban da
dang (19,02 mg/dl) va do da toan than (13,76
mg/dl) cao hon so vdi hong ban sic t6 c6 dinh
(2,46 mg/dl), may day (2,49 mg/dl) va phu
Quincke (2,14 mg/dl), véi su khac biét cé y
nghia thong ké (p = 0,000). Ngudc lai, su khac
biét nong do Hs-CRP gilta cac nhdm thudc gay di
ing — gom thuGc giam dau, ha sot (31,21
mg/dl), khang sinh (28,94 mg/dl) va cac thudc
khac (20,89 mg/dl) — khéng cé y nghia théng ké
(p = 0,4968) (Bang 4).

Bang 4. Moi tuong quan cua nong dé hs-
CRP giira cac yéu toé phan loai khac nhau

Pac A . So lugng| Ty lé
diém Phan nhom (n) 9 (},’/o)-
Thudc| Giam dau, ha sot 17 21,25
da su Khang sinh 58 72,50
dung Thudc khac 5 6,25
Do da toan than 7 8,75
TEN 6 7,50
Hoi chirng Stevens-
Thé Johnson 15 18,75
Iam | Hong ban da dang 21 26,25
sang | Hong ban sac to co 6 75
dinh !
May day 18 | 22,50
Phu Quincke 7 8,75
Mirc | Nhe (may day, hong
do di ban da dang, do da, 59 73,75
ing ppu Quincke...)
N3ng (SJS, TEN) 21 26,25

3.3. Dac diém nong dd hs-CRP huyét thanh:
Nong d6 hs-CRP trung binh cia 80 bénh
nhan la 28,92 + 38,6 mg/dl. Trong cac thé 1am
sang di U'ng thu6c, ndng do trung binh trong hoi
chirng hoai tr thugng bi nhiem doc la cao nhat
(131,15 mg/dl) ti€p do la hoi ching Stevens-
Johnson (63,76 mg/dl), ké ti€p la HOong ban da
dang (19,02mg/dl) va Ddé da toan than
(13,76mg/dl) cac thé 1dam sang con lai thi cé
nong doé trung binh hs-CRP thdp han nhiéu
(Bang 3). Ngoai ra, bénh nhan c6 néng do hs-
CRP tang chiém 63,75% trong khi bénh nhan co6
nong do Hs-CRP trong gidi han binh thudng
chiém 36,25%.
Bang 3. Théng ké mé ta néng doé hs-CRP
huyét thanh d 80 bénh nhan di irng thuéc

. Nong do hs-CRP
Thélamsang | n trung binh (mg/dl)

Do da toan than| 7 13,76
TEN 6 131,15
H&i ching 15 63,76

Stevens-Johnson

Hong ban da 21

, ~ | Nong do
NROM | phan |, 30 | Hs-CRP (Gié tri
ploai nhom (h)g trung binh| p
: (mg/dl)
Miicdd| Nhe 59 9,67
AURI | Ngng | 21 | szor %000
HGi chiing
Stevens-
Th&1am| Johnson | 1° 63,76
sangdi| (SJS)
irng Hoai tr 0,000
nang | thugng bi
nhieém doc 6 131,15
(TEN)
bo Shaé:]oan 7 13,76
Hongban | 5, | 49 0p
. da dang
Thé lam Hong ban
sangdi| < T~ ~ 0,000
s | sac to co 6 2,46
'ng nhe dinh
May day 18 2,49
Phu
Quincke / 2,14
Nhém | Giam dau,
thuodc ha s6t 17 31,21 0.4968
gay di |[Khang sinh| 58 28,94 !
*ng |[Nhom khédc| 5 20,89

dang 19,02
Hong ban sac to6
6 dinh 6 246
May day 18 2,49
Phu Quincke | 7 2,14
TONng 80 28,92 + 38,6
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IV. BAN LUAN

Két qua nghién cltu cla chdng téi cho thay
hs-CRP tang & phan Ién bénh nhan (63,75%),
cho thdy phan Ung di ng thudc thudng kém
theo tinh trang viém toan than. Gia tri trung binh
Hs-CRP cia mau (28,92 mg/L) cao hon gidi han
binh thudng, nhat quan véi ban chat pha cap
cla CRP — mot chi ddu viém nhay cam thudng
tdng ngay ca trong cac phan Ung viém nhe.
Trong cac nghién cu qudc t€ vé phan 'ng co
hai cta thudc, ngudi ta cling ghi nhan CRP cd xu
hudng tdng trong hau hét cac trudng hop di ing
thudc, dic biét & cac thé cd tén thudong da va
md viém dang ké [2]. Czelej va cdng su' da bao
cdo hoat do IL-6 va CRP déu tdng cao & nhifng
bénh nhan bi phan 'ng da nang do thuéc. Chinh
IL-6 13 cytokine quan trong thic ddy gan san
xuat CRP trong cac phan (ng viém. Vi vay,
khong ngac nhién khi nhiéu bénh nhan di ng
thudc trong nghlen cu cla chung toi — du
khong pha| tat cd déu nang — van cd hs-CRP
tang so vaGi ngugi khoe manh.

Th& hai, két qua cho thay néng do hs-CRP
téng cd y nghia & nhom di i'ng thubc nang (SJS,
TEN) so vGi nhdm nhe. Két qua clia ching toi
tugng dong vai nhitng bao cao trén thé gigi vé
cac hoi chiing da nang do thudc. CRP va IL-6 co
thé tdng cao & cac bénh nhan SJS/TEN, va CRP
c6 thé vugt 100-150 mg/L trong nhiéu trudng
hgp TEN nang [2,6,7].

Th{ ba, phén tich hai thé 1dm sang SIS va
TEN cho thady hs-CRP trung binh & bénh nhan
TEN (131,15 mg/L) cao gan gap doéi so véi SIS
(63,76 mg/L). biéu nay phan anh ding mdc do
nang cla TEN — mét thé di 'ng nghiém trong vdi
hoai tir thugng bi lan rong va tén thuong da cg
quan, trong khi SJS nhe han ca vé dién tich da
ton thuong 1an biéu hién toan than [1]. Két qua
nay phu hgp véGi y van, khi Hoang Thi Tuyét
nghién cltu 21 bénh nhén SJS tai Bénh vién Bach
Mai cling nhan thdy ton thuong da-niém mac va
r6i loan xét nghiém (nhu men gan, bach cau) ty
Ié thuan véi mirc d6 nang cua héi chiing nay [8].
Do vay, viéc CRP — von la mot phan Uing viém
nhay — tang cao hon & TEN la hoan toan hgp ly
va dy doan dugc.

O nhém di ing nhe, nong d6é Hs-CRP cling
cho thdy su khac biét: cac thé 1dm sang nhu
hong ban da dang va dé da toan than cé CRP
cao han (13-19 mg/L) so véi may day hay phu
Quincke (=2-3 mg/L). Diéu nay ching t6 Hs-
CRP cd thé phan anh mulc d6 tén thugng md
ngay ca trong cac phan Ung di Ung khong de
doa tinh mang.
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Ngoai ra, ching toi nhan thdy khéng co su
khac biét dang k& vé Hs-CRP gilta cidc nhom
thuéc gay di ang. Du phan Ung do khang sinh
hay do thudc gidam dau, néu mic d6 lam sang
tugng duadng thi Hs-CRP tuong déi giong nhau.
K&t qua nay phu hop véi hiéu biét rang CRP 1a
phan (’ng viém khéng dac hiéu, dugc quyét dinh
bgi cuGng do viém ch& khéng phu thudc tac
nhan gay viém la gi.
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Nghién clru da chding minh mai lién quan
chdt ché gilra hs-CRP va mlc do nang cla di
(fng thudc. Két qua nay md ra hudng (ng dung
Idm sang cla hs-CRP trong quan ly di ing thudc.
Trong tuong lai, c6 thé xem xét sir dung hs-CRP
nhu mét tiéu chi bé sung khi phan tang nguy co
bénh nhan di ng thuGc nhap vién. Nhirng
truéng hgp cé hs-CRP tang cao vugt troi nén
dugc canh giac theo doi bién ching, tich cuc
diéu tri han vi nhiéu khd nang tuong Ung vdi
phan 'ng nang. Bong thdi, nghién clfu nay cling
déng gop vao hiéu biét cd ché bénh sinh: phan
U'ng di ing thudc ndng gay tdn thuong mo rdng
s& kich hoat phan ¢’ng viém hé théng manh, thé
hién qua CRP tang tuang Ung.
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