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MOT SO PAC PIEM LAM SANG VA CAN LAM SANG
CUA BENH NHAN TUYET LAP BACH CAU HAT
DO THUOC KHANG GIAP TONG HQ'P TAI BENH VIEN CHQ' RAY

TOM TAT

Muc tiéu: Khao sat cac dic diém lam sang va
can 1am sang cua bénh nhan tuyét lap bach cau_hat do
thudc khang glap tong hdp tai Bénh V|en Chg Ray. Poi
tugng: 40 bénh nhan tuyét lap bach cau hat do thudc
khang glap tong hgp. Phucong phap: Ngh|en cttu hoi
ctu. Két qua: Tu0| trung vi cla dan so nghién cu la
40,5 vGi dai da s la bénh nhan nit va dugc diéu tri
ch yéu Vi Methimazole. Triéu chL'rng lam sang chinh
la s6t va dau hong. So lugng bach cau hat trung vi khi
nhap vién la 65/uL va cac benh nhan van dang trong
giai doan cuding glap chua &n dinh. Thdl gian hoi phuc
s6 lugng bach cau hat trung vi 1a 6 ngay. Két luan:
Blen cerng tuyet Iap bach cau hat do thudc khang
giap tong hgp la mot bién co tuy hiém gdp nhung
nguy hiém, can co cac dau an sinh hoc du doan cac
phan u‘ng bat Igi nay dé glam thleu nguy cd cho ngu’dl
bénh. Tu’ khoa: 1am sang, can Idm sang, tuyét lap
bach cau hat, thudc khang gidp tong hap.

SUMMARY

CLINICAL AND PARACLINICAL
CHARACTERISTICS OF PATIENTS WITH
ANTITHYROID-INDUCED

AGRANULOCYTOSIS IN CHO RAY HOSPITAL

Objective: To investigate clinical and laboratory
characteristics of patients diagnosed with antithyroid-
induced agranulocytosis in Cho Ray hospital.
Subjects: Data of 40 patients with antithyroid-
induced agranulocytosis were collected. Method:
Retrospective study. Results: Median age of studied
population was 40,5 with the majority were females
treated with Methimazole. Major symptoms were fever
and sore throat. Median granulocytes at admission
were 65/uL and hyperthyroidism was not well
controlled in most of the patients. Median time for
granulocyte recovery was 6 days. Conclusions:
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Pham V6 Anh Tuén!, D5 Dirc Minh'?

Antithyroid-induced agranulocytosis is a rare but lethal
complication, therefore, predictive biomarker for this
adverse reaction need to be studied and identified.

Keywords: clinical, laboratory, agranulocytosis,
antithyroid drug

I. DAT VAN PE

Céc thubc khang giap téng hop (TKGTH) bao
gom methimazol, carbimazol hoac propyl-
thiouracil dugc st dung phé bién trong diéu tri
cac bénh ly cé hoi chirng cudng gidp nhu bénh
Graves, budu giap da nhan hdéa doc, nhan déc
giap... Mac du c6 hiéu qua cao trong diéu tri
nhung cac thude nay cd thé gay kha nhiéu phan
('ng phu & cac mic dd khac nhau nhu ndi ban
do, may day, dau khdp, r6i loan tiéu hoa, giam
bach cau hat, nhiém déc gan, viém mach...[1]

Tuyét lap bach cdu hat, dugc dinh nghia khi
sO lugng bach cau hat duédi 500/uL la mot trong
nhifng tai bi€n hiém gap nhung hét si’c nguy
hiém, xay ra & khoang 4/1.000 ngudi s dung
TKGTH véi ty 1€ tir vong Ién dén 6-20% sob ca.
Giam s6 lugng bach cau hat lam cho ngu@i bénh
¢ nguy cd cao bi méc cac bénh nhiém trung co
hoi, day cling 1a nguyén nhan chu y&u dan dén
t&r vong[2].

Hau hét cac trudng hgp tuyét lap bach cau
hat do TKGTH xay ra trong vong 90 ngay sau
dung thudc nhung mét s8 it trudng hop co thé
Xxay ra sau mot nam hoac hon[1,3]. MOt sG
nghién cliu chi ra rdng ngudi cao tudi cd nguy cd
giam bach cau hat do thudc khang giap cao hon
va ty |é tr vong do tai bién nay cling 18n hon so
vGi ngudi tré tudi. S6t cao va dau hong la nhu‘ng
biéu hién sdm nhat va thu‘dng gap nhat cua
tuyet lap bach ciu hat, cic biéu hién nhiém
khudn co hdi thu’dng gdp nhdt trong tuyét lap
bach cau hat la viém phdi, nhiém khun huyet
nhiém khuan ngoai da, tai mii hong, hau mon
truc trang, trong do, truc khgan mu xanh la
mam bénh gap nhiéu nhat, nhiem nam va virus
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thuGng gap trong nhitng trudng hgp s6 lugng
bach cau hat bi giam nang va kéo dai[3,4]. Du
hiém gap nhung v&i hdu qua nang né, viéc phat
hién va diéu tri kip thdi bién co tuyét lap bach
cau hét sic quan trong. V&i mong mudn dé,
chdng t6i ti€n hanh nghién ctu khao sat cac dac
diém 1dm sang va cén ldm sang cua cac bénh
nhan tuyét lap bach cau hat do TKGTH.

Il. DOI TUONG VA PHUONG PHAP NGHIEN CUU

2.1. Pai tugng nghién cliru

- Tiéu chuén chon bénh: Bénh nhan dudc
diéu tri néi tru tai Khoa NOi ti€t Bénh vién Chg
Ray vGi chdn doan tuyét lap bach cu hat do
TKGTH vdi cac tiéu chi sau: s6 lugng bach cau
hat < 500/uL sau khi dung TKGTH va lugng bach
cau hoi phuc sau khi ngung thudc.

- Tiéu chu&n loai trir: Bénh nhan c6 cac bénh
ly hé thong (lupus, xG gan...) hay cac bénh ly
huyét hoc co giam s lugng bach cau (loan san
tdy, suy tuy), hoac dugc diéu tri vdi cac loai
thudc khac c6 kha ndng anh hudng dén sb lugng
bach cau (diéu tri ung thu).

2.2. Phuang phap nghién ciru

2.2.1. Thiét ké nghién ciru: Nghién ciu
hoi clru, dua trén ho sd bénh an

2.2.2. C6 mau nghién cuu: tat ca cac
bénh nhan dugc chan doan tuyét lap bach ciu
hat do TKGTH tUr thang 6/2018 dén thang 6/2023.

2.2.3. Cac bién s6 chinh:

+ Cac d3c diém chung cua bénh nhan
nghién citu: tudi, gidi, loai TKGTH, lidu TKGTH,
thdGi gian dung TKGTH cho dén khi xay ra tuyét
lap bach cau hat,

+ Ladm sang:

. Triéu chirng cd nang dugc ghi nhan bao
gom sdt, dau hong, dau nhtfc toan than

_. Triéu chiing thyc thé: vi tri nhiém tring,
nhiém truang huyét

+ Can lam sang: s6 lugng va ti 1€ bach cau
hat khi nhap vién va hoi phuc, nébng dé FT3, FT4,
TSH, AST, ALT, Creatinin huyét thanh.

+ Cac bién sO lién quan dén diéu tri: dung
thudéc kich thich tao bach cau hat (GM-CSF:
granulo-macrophage colony stimulating factor),
lieu dung GM-CSF, thgi gian h6i phuc bach cau
hat (dudc dinh nghia khi bach cau hat > 500/pL)

2.3. Xtr ly s liéu. Cac so liéu trong nghién
cu dugc xr ly bang phan mém théng ké
Microsoft Excel 2016.

Il. KET QUA NGHIEN cUU

Trong khoang thgi gian tor 6/2018 dén
6/2023, chung toi thu thap dugc dir liéu cla 40
bénh nhan dugc chan doan la tuyét lap bach cau

hat do TKGTH. Cac déc diém chung cla bénh
nhan dugc thé hién trong Bang 1. C§ thé thdy
tudi trung vi cia dan s8 nghién clru la 40,5 véi
dai da s6 la bénh nhan nir va dugc diéu tri chu
yéu vdi Methimazole. Th&i gian dung TKGTH
trung vi la 2 thang v8i 90% bénh nhan cé phan
Ung tuyét lap bach cau hat xay ra trong vong 3
thang dung thuéc.

Bang 1. Cic dic diém chung cia bénh
nhan tuyét lap bach ciu hat do TKGTH

. A Bénh nhan
Chi so6 (n=40)
Tudi (Trung vi [Q1,Q3]) | 40,5 [31,0-50,3]
Gidi (n,%): Nam 12,5
NP 39 (97,5)
Loai TKGTH str dung (n,%)
Methimazole 38 (95,0)
PTU 2 (5,0)
Liéu TKGTH (mg) (Trung vi
[Q1,Q3])
Methimazol 20,0 [16,3-20,0]
PTU 250,0 [225,0-275,0]
Thai gian dung TKGTH
(théng) (Trung vi [Q1,Q3)) | %0 [1.0-3.0]
Thdi gian dung TKGTH < 3
thang (n,%) 36 (90,0)

Triéu chdng lam sang chinh clia cac bénh
nhan tuyét lap bach cau hat do thudc la sét va
dau hong, vdi vi tri nhiém tring thudng gap nhat
la viém hong. SO lugng bach cau hat khi nhap
vién la rat thap, trung vi chi la 65/uL. Ba phan
cac bénh nhan van dang trong giai doan cuGng
gidp chua 6n dinh, vai FT3, FT4 con téng cao va
TSH van bi Uc ché (Bang 2).

Bang 2. Cac dic diém Iam sang va can
l1am sangcua bénh nhan tuyét lap bach ciu
hat do TKGTH

Pic diém Bénh nhan

(n=40)

S6t (n,%) 40 (100)

Dau hong (n,%) 32 (80,0)

Dau nhuc toan than (n,%) 6 (15,0)

Vi tri nhiém trung (n,%)

_ Viém phoi 2 (5,0)
Nhiém trung ti€u héa 3(7,5

Viém hong 34 (85,0)

Nhiém trung da 1(2,5)
Nhiém trung huyét (n,%) 7 (17,5)

S0 lugng bach cau ldc vao vién
(Trung vi [Q1,Q3])
S6 lugng bach cau hat Iic vao
vién (Trung vi [Q1,Q3])
Ti Ié bach cau hat Iic vao vién
(%) (Trung vi [Q1,Q3])

900 [530-1512]

65 [20-210]

7,6 [1,9-18,2]
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FT3 (pg/mL) (Trung vi [Q1,Q3])| 6,5[2,7-14,3]
FT4 (pg/mL) (Trung vi [Q1,Q3])|30,5 [13,7-48,8]

TSH (mIU/L) (Trung vi [Q1,Q3])| %01 [0,004-

0,01]

Creatinin (mg/dL) (Trung vi )
[Q1,Q37) 0,7 [0,5-0,8]
AST (U/L) (Trung vi [Q1,Q3]) 24 [19-32]
ALT (U/L) (Trung vi [Q1,Q3]) 30 [17-40]
Trong s6 40 bénh nhan, c6 2 bénh nhan tir
vong, chiém ty 1& 5%. C6 thé thdy day la mét
bién chirng nguy hiém do thudc. Cac bénh nhéan
s& can khoang 6 ngay dé hdi phuc s8 lugng bach
cau hat, va s6 lugng bach cau hat trung vi sau
hdi phuc 1a 3500/uL. Cac dic diém lién quan dén
két cuc clia bénh nhan dudc thé hién trong Bang 3.
Bang 3. Cac dic diém két cuc cua bénh

nhan tuyét lap bach cdu hat do TKGTH

Chi sé Bénh nhan

(n=40)
T vong (n,%) 2 (5,0
S6 lugng bach cau khi hoi
phuc (Trung vi [Q1,Q3]) 7350 [5050-10660]
S6 lugng bach cau hat khi
hoi phuc (Trung vi [Q1,Q3])
Ti I& bach cau hat khi hoi
phuc (%)(Trung vi [Q1,Q3])
S6 ngay hoi phuc (ngay)
(Trung vi [Q1,Q3])
Dung thudc GM-CSF (n,%)
Liéu GM-CSF (ug) (Trung vi
[Q1,Q3])

IV. BAN LUAN

Nghién clfu cta ching t6i thu thap dugc 40
bénh nhan c6 chan doan la tuyét lap bach ciu
hat do thuSc khang giap téng hdp. Tubi trung vi
cla cac bénh nhan la 40,5 véi 97,5% la nit. Dac
diém tudi va gidi cua cac bénh nhan trong
nghién clru phu hgp véi cac déc diém cua bénh
nhén dugc chdn dodn bénh Graves-la nguyén
nhan phd bién nhat clia cudng giap[5].

Cac triéu ching nhap vién thudng gap nhat
la sot va dau hong. 95% s6 ca bi bién chiing
giam bach cau hat xay ra trong vong 3 thang sau
dung thudc, phu hgp véi cac dir liéu trong va
ngoai nudc[3,6,7]. Do thdi gian dugc diéu tri
TKGTH cho dén khi xuat hién bi€én ching trung
vi chi la 2 thang nén hau hét cac bénh nhan
nhap Vdi véi tinh trang cudng gidp chua on dinh
v@i TSH van con bi Uc ché, FT3 va FT4 tang cao.
Ngoai ra, 85% s6 cac ca bi giam bach cau hat
phai st dung thudc kich tao bach cau ho trg dé
hGi phuc nhanh s6 lugng bach cau hat vi sG

3500 [1900-6678]

51,7 [39,4-66,6]

6,0 [3,8-7,3]
34 [85,0]
30 [30-30]
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lugng bach cau hat trung vi khi nhap vién rat
thap chi la 65/uL, digu nay co thé dan dén nguy
cd nhiém trung cd hoi rat cao. Sau bénh nhan
khong can dung thudGc kich tao bach cau hat la
cac bénh nhan cd s6 lugng bach cau hat khi nhap
vién >300/pL va co thdi gian hdi phuc lugng bach
cau nhanh (thudng trong vong 3 ngay).

Trong s6 40 bénh nhan dugc khao sat, c6 2
bénh nhan cd két cuc t& vong do nhiém tring
huyét, suy hd hdp, viém phéi ndng, cho thiy
bién chi’ng giam bach cau hat du hiém gap
nhung thuc su' rat nguy hiém cho bénh nhan. Do
dd, néu ching ta cd thé phat trién dugc cac chi
dau sinh hoc cé kha nang du doan phan nao
nguy cd xay ra bién chiing nay sé mang lai rat
nhiéu Igi ich cho bénh nhan cé chi dinh dlung
TKGTH.

V. KET LUAN

S6t va dau hong van 1a cac triéu ching trung
thanh cda tinh trang tuyét lap bach cau hat do
TKGTH. Tinh trang tuyét lap bach cau hat hau
hét xay ra trong vong 3 thang dau diéu tri thudc
vdi ty 1é tr vong cao (5%), do do, bénh nhan
can dugc tu van va theo doi sat trong vong 3
thang dau tién khi diéu tri v8i TKGTH.
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