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Nhan trudng hop hdi chirng thuc bao mau sau viém tinh hoan bién

chirng suy da phu tang va dong mau rai rac trong long mach
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Tém tat

Mé& dau va muc dich: Hoi chirng thyc bao mau (hemophagocytic lymphohistiocytosis, HLH) 13 bénh canh
do tidng hoat héa qua mutc cac té bao thuc bao, dan dén tiéu hly cac t& bao mau binh thuong, dong thoi gay
tén thwong cac té bao va hé théng co quan; hau qua lam r&i loan chirc ndng da co quan, déng mau rai rac
trong Idbng mach (disseminated intravascular coagulation, DIC) hay thdm chi t&r vong vdi ty 1€ rat cao néu nhu
khéng chdn doan va déu tri kip thoi. Chang toi trinh bay trudng hop 1am sang nay nham muc dich cung cap
thém kinh nghiém trong chan dodn va diéu tri HLH. Bao cdo ca bénh: chiing t6i bdo cdo mét trudng hop bénh
nhan nam 53 tudi dugc chan doén trudec d6 2 thang vai viém tinh hoan, diéu tri vdi khang sinh va khang viém
khéng ddp (rng; sau d6 bénh nhan cé biéu hién hoi chirng thy'c bao mau theo tiéu chuin chan dodn HLH-2004
v&i sbt cao kéo dai, gan lach 16n, gidm 3 dong té bao mau ngoai vi, réi loan déng mau ndi ngoai sinh két hop
giam fibrinogen, tang triglycerid, ferritin va hinh anh tdy d6 cho thy cé nhiéu dai thyc bao dang thyc bao céc
té€ bao méu. Bénh nhan khéng dép (rng véi khang sinh va xuét hién bién chirng suy da ph tang va DIC. Sau d6
bénh nhan duoc diéu trj vdi Methylprednisolon liéu cao va thay huyét tuwong (Therapeutic plasma exchange,
TPE) thi céc triéu chirng 1dm sang va cdn 1am sang dan cai thién. Ban ludn: Bénh nhan dd tiéu chuin dé chan
dodn HLH v&i diém HScore 13 309 diém va xac suat mac HLH lén d&n 99,98%; nguyén nhan cé thé thi phat
sau viém tinh hoan. K&t luan: Hoi chirng thurc bao mau cé thé xuat hién sau nhiéu nguyén nhan khac nhau véi
hau qua IAm sang nang né vi thé viéc chan dodn va diéu tri sém rat can thiét cho bénh nhan, ching t6i bdo
c4o HLH xay ra & bénh nhan cé viém tinh hoan ma y van trudc day chua thay ghi nhan nhiéu.

Tir khéa: Hoi chirng thu'c bdo mdu, viém tinh hoan, suy da phd tang, DIC.
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Abstract

Introduction and purpose: Hemophagocytic lymphohistiocytosis is a condition caused by overactivation
of phagocytic cells, leading to destruction of normal blood cells and damage to cells and organ systems,
resulting in multi-organ dysfunction, DIC or even death with a very high rate if not diagnosed and treated
promptly. We present this clinical case for the purpose of providing additional experience in the diagnosis
and treatment of HLH. Case reports: We report a case of a 53-year-old male patient diagnosed 2 months
earlier with orchitis, which did not respond to antibiotic and anti-inflammatory therapy; then the patient
presented with hemophagocytic syndrome according to HLH-2004 diagnostic criteria with high fever,
hepatosplenomegaly, peripheral blood cytopenia, coagulopathy of extrinsic and intrinsic pathway combined
with decreased fibrinogen, hyperferritinemia, hypertriglyceridemia and hemophagocytosis in bone marrow.
The patient did not respond to antibiotics and developed multi-organ failure and DIC. After that, the patient
was treated with high-dose methylprednisolone and therapeutic plasma exchange (TPE), the clinical and
paraclinical symptoms gradually improved. Discussion: The patient meets the criteria for HLH diagnosis
with an HScore of 309 points and a probability of HLH of up to 99.98%; the cause may be secondary to
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orchitis. Conclusion: Hemophagocytic syndrome can appear after many different causes with severe clinical
consequences, so early diagnosis and treatment are essential for patients. We report that HLH occurs in
patients with patients with orchitis that has not been widely reported in previous medical literature.

Key words: Hemophagocytic lymphohistiocytosis, orchitis, multi-organ failure, DIC.

1. DAT VAN BE

Ho6i ching thuc bao mau (HLH) la tinh trang tang
dap ng mién dich cla co thé do sy suy gidm chirc
nang hoat déng cla té bao lympho T giy doc va té
bao diét ty nhién NK (natural killers) tao ra sy tang
sinh khong kiém soat cla cac dai thuc bao lanh tinh
trong tat ca cac co quan hé théng ludi ndi mé nhu thy
xwong, gan, lach, hach; hu qua xuat hién cac dai thyc
bao thuc bao céc té bao mau, dong thdi xuat hién bao
cytokin do tang tiét mét lvgng 16n clda cac cytokine
viém [1], [2]. S thuc bao céc té bao méu lam giam 3
dong té€ bao mau ngoai vi, bén canh d6 b3o cytokin gay
tén thwong t& bao gan lam ting cao ndng do ferritin,
tricglycerid, gidm fibrinogen, rdi loan déng mau,
DIC va r6i loan chirc ndng da co quan (multi-organ
dysfunction, MOD) [2]. Ca bénh dau tién dugc mé ta
vao ndm 1939 béi hai tac gia Scott Robin va va Smith
V@i tén bénh ban d4u 13 HOi chirng thuc bao hdng cau
ludi tay xuwong (histiocytic medullary reticulocytosis)
[3-6]. HLH dugrc chia thanh 2 thé I3 nguyén phat (cé
tinh gia dinh — Familial HLH) va thi phét hay méc phai
(Secondary HLH hay Acquired HLH). HLH nguyén phat
thuong do di truyén gene 13n trén nhiém sac thé (NST)
thudng, 40 - 60% dot bién trén gene PRF1 trén NST s6
9, 10 va Unc-13 Homolog D trén NST s8 17 (UNC13D)
gay suy gidm hién tuong chét té bao theo chuong trinh
[1, 7]. Trong khi d6 HLH th& phat 1a hau qua cla sy hoat
hda qua mirc hé théng dai thy'c bao — mono do nhiéu
nguyén nhan khac nhau nhv réi loan mién dich (gip
trong viém, nhiém vi khuan, virus, ky sinh trung), cac
loai ung thu (leukemia cdp, u lympho hay cac ung thu
tang dac,...) [7]. HLH du nguyén phat hay thir phét déu
c6 thé dan dén nhiéu nguy hiém cho bénh nhan nhu
ton thuwong da co quan, nhiém khuan néng. Vivay chan
doan va diéu tri sdm gilp tién luvgng tdt hon cho bénh
nhan. Ching t6i bao cdo ca bénh nham muc dich cung
c4p thém théng tin va kinh nghiém trong chan doan,
diéu tri HLH.

2. BAO CAO CA BENH

Bé&nh nhan nam 53 tudi, vao Bénh vién Truong
Pai hoc Y - Dugc Hué thang 5/2023 vdi ly do swng
dau vung ben biu.

Bénh str: Hai thang trudc khi nhap vién bénh nhan
bat dau dau vung biu trdi ting dan kem sét nhe, duoc
diéu trj tai Bénh vién Trung wong Hué va&i chan doan
viém tinh hoan, diéu trj v&i khdng sinh va khang viém
thi cdc cac triéu chirng trén co thuyén gidm nhung

khong khoi han, bénh nhan duoc xuat vién va diéu tri
ngoai trd & nha thi cac triéu chirng sung dau lai xuat
hién tré lai két hop véi vang da toan than khién bénh
nhan vao nhap vién tai Bénh vién Truong Pai hoc Y -
Dugc Hué. Bénh nhan khoéng cé tién st bénh ly gan
mat gi trwdc day va udng ruou bia it.

Thdm kham vao vién: bénh tinh, tiép xdc tét, vang
da vang két mac mat, s&t cao dao déng tir 39-40°C,
mach huyét ap trong gidi han binh thuédng, phu nhe
2 chi dudi; kham gan I&n dudi bo swon khoang 3 -
4 cm, lach I&n dudi bo swon khoang 2 - 3 cm, tinh
hoan trai sung dau . B&nh nhan duwoc chan doén so
b6d: viém gan cap chua rd nguyén nhan, theo déi suy
gan cap/viém tinh hoan trai.

Siéu 4m thay viém tinh hoan-mao tinh hoan bén
trai, kém tudi mau tinh hoan trdi; gan lach Ion.

Bénh nhan duogc lam céc két qua can |dm sang
vGi két qua gidm 3 dong té bao mau ngoai vi (Bach
cau 1,84 G/L trong dé neutrophil 50%, lumphocyte
45%, monocyte 4%, eosin 1%, chiém Hb 120 g/L, tiéu
cau 36,4 G/L), rdi loan ddng mau ndi ngoai sinh (PT:
21,8 gidy (11,5 - 15,5 giy), INR = 1,67 (0,89 - 1,20),
ty prothrombin 49% (> 70%); APTT: 44,4 gidy (24 -
35 giay), r = 1,41 (0,75 - 1,2), gidm fibrinogen 0,71
g/L. Sinh héa mau: tang cao ALAT 454,5 U/L, ASAT
656,8 U/L, ALP 480,6 U/L, GGT 480 U/L bilirubin toan
phan 151,4 umolL, bilirubin tryc ti€p 120,7 umol/L,
procalcitonin 0,532 ng/ml, Ferritin 57724 pg/L, LDH
1733 U/L, Triglycerid 5,71 mmol/L, chitc nang than
binh thudng (creatinin 52 umol/L, uré 4,1 mmol/L),
albumin 26 g/L, cidc xét nghiém HBsAg, Anti-HCV,
Anti-HAV, Anti-HEV va Anti-HIV déu dm tinh, cdy méu
khoéng tim thay vi khuan, kéo mau khéng tim thay ky
sinh trung sot rét. Xét nghiém tdy d6 cho thady mat
dd té bao thy gidm nhe, cé nhiéu dai thyc bao trong
thy xuwong, mét s6 dai thye bao dang thuc bao cac
té bao mau.

Chan doan xac dinh: Hoi chirng thuc bao mau/
Nhiém khuan huyét/DIC/Suy gan cap.

Bénh nhan dwoc chuyén sang khoa Hoi strc tich
cuc, Bénh vién Trung wong Hué. Bénh nhan duogc
diéu tri v&i Methylprednisolon liéu cao va thay huyét
tuwong, cac triéu chirng cai thién; bénh nhan hét sét,
cam giac nguoi khde hon, cac xét nghiém cén lam
sang ciing chuyén bién theo chiéu hwéng tich cuc
nhu cac dong té bao mau tang dan, khéng con tinh
trang réi loan déng mau, giam néng d6 ALAT, ASAT,
bilirubin, ferritin, LDH.
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Hinh 1. Cic dai thuc bao dang thuc bao té bao mau trong tly xwong (mi tén)

3. BAN LUAN

Bénh nhan nhap vién vé&i b6i canh s6t cao kém theo gidm 3 dong té bao mau ngoai vi, ndng dd ferritin
tang rat cao 57724 ug/L (gia trj tham chiéu 30,0 - 400,0 pg/L), theo khuyén cdo cla Hiép hoi Huyét hoc Anh
(British Society fot Heamatology) 2018 néu mét bénh nhan c6 néng d6 ferritin > 10000 pg/L can nght dén
nhitng nguyén nhan hiém gdp nhu bénh Still hodc héi chirng thuc bao méu, nhung cling can chd y dén cac
tinh trang pho bién hon nhu bénh gan than, nhiém trung hodc cac bénh ly ac tinh (8). Cac triéu chirng nhw
s6t cao, gan lach I&n, gidm 3 dong t& bao mau cang giup dinh hudng bénh canh HLH xay ra trén bénh nhan.

Xét theo tiéu chuan chan dodn Hoi chirng thuc bdo mau — 2004 khi c6 mét trong hai nhém tiéu chuan
HLH - 2004 (Bang 1)

Bang 1. Tiéu chuan chan doan HLH — 2004 [9]

Nhém tiéu chudn vé sinh hoc phén ti: Nguwdi bénh duoc chin dodn Hoi chirng thu'c bao mau nguyén phat
khi cé t6n thwong mét trong céc gene dac hiéu: PFR1 (vi tri 10q21-22), UNC13D (vi tri 17q25), STX11 (vj tri
6024), STXBP2.

Nhém tiéu chuén vé Idm sang va xét nghiém: Néu khdng cd tiéu chuin vé sinh hoc phan tlr, nguwdi bénh
duwoc chan doan Hoi chirng thuc bao mau khi cé 5/8 tiéu chuén sau:

+ Tiéu chuén vé 1am sang:

e SOt kéo dai.

e Lach to.

+ Tiéu chuan vé xét nghiém:

e Gidm it nhat 2 trong 3 dong t& bao mau (Hemoglobin < 90 g/L, s6 luvgng tiéu cau < 100 G/L, sb lugng
bach cau hat trung tinh < 1G/L).

e Tang triglycerid mau = 3,0 mmol/L va/hodc giam fibrinogen < 1,5 g/L.

e Tang ferritin > 500 ng/mL.

e Té& bao va md bénh hoc: hinh anh dai thwc bao dang thuc bao t€ bao mau trong tly xuong, lach
hoac hach. Khdng kem theo cac tinh trang ac tinh khac trong trudng hop hdi chirng thuc bao nguyén phat.

e Té& bao NK gidm ho3c mat hoat tinh.

e (D25 hoa tan (IL-2 receptor) = 2400 U/ml.

Bé&nh nhan trong trwdng hop nay thda man dd 6/8 tiéu chudn dé chidn doan HLH d4 |a cb biéu hién sét kéo
dai; lach to; giam 2 dong té& bao mdu ngoai vi (s6 lwgng tiu ciu < 100 GL va s6 lwgng bach ciu hat trung tinh
0,92 G/L); tang triglycerid mau 5,71 mmol/L va gidm fibrinogen 0,71 g/L; ting rat cao ndng dd Ferritin 57724
ug/L; hinh anh tay d6 cho thay cé nhiéu dai thwc bao dang thuc bao cac t& bao mau. Ching téi st dung thang
diém HScore dé wdc tinh nguy co méac HLH cho mdt ca nhan (Bang 2).
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Bang 2. Thang diém HScore trong chan dodn HLH (6)

Tham sd Tiéu chi chdm diém
Suy giam mién dich (nhiém HIV, dung thudc - Khoéng (0 diém)
glucocorticoids, azathioprine,...) - C6 (18 diém)
- <38,4°C (0 diém)
Nhiét d6 cao nhat - 38,4-39,4°C (33 diém)
- >39,4°C (49 diém)

Gan, lach

- Khéng lén (0 diém)
- Gan hoac lach 16n (23 diém)
- Gan va lach lon (38 diém)

Gidm cac dong t& bao mau ngoai vi (Hb <92 g/L, s6

lwgng bach ciu <5 G/L, s6 lwong tiéu cau < 110 G/L).

- 1dong (0 diém)
- 2 dong (24 diém)
- 3dong (34 diém)

Ferritin (ug/L)

- <2000 (0 diém)
- 2000-6000 (35 diém)
- > 6000 (50 diém)

Triglyceride (mmol/L)

- <1,5(0 diém)
- 1,5-4 (44 diém)
- >4 (64 diém)

- - <2,5(0diém
Fibrinogen (g/L) _so5 530 dié’ri\)
Aspartate aminotransferase (AST) : : gg E(:Qd::igz\)
Hinh anh dai thuc bao thuc bao t€ bao trong tly xuong Egjgi g)ig:)m)

Piém HScore tinh duwoc trén bénh nhan 13 309
diém vdi xac sudt mac HLH 1én dén 99,98%.

HLH th(r phat c6 thé xdy ra sau dot nhiém virus
(herpes virus (EBV, CMV, HHV-8, HSV), HIV, HTLV,
adenovirus,...), vi khudn (Staphylococcus aureus,
Mycoplasma spp., Clamydia spp., Salmonella typhi,
Mycobacterium tuberculosis,...), ndm (Candida spp.,
Cryptococcus spp., Pneumocytis spp., Aspergillus
spp.,...), ky sinh trung (Plasmodium falciparum
hodc vivax, Toxoplasma spp., Leishmania spp.,
Strongyloides spp.,...); ¢6 ty |& HLH th& phat sau cac
bénh ly 4c tinh (u lympho, bénh Kahler, leukemia
cap, ung thu biéu mé té bao gan, ung thu phdi,... va
cac bénh ly tu mién (lupus ban dé hé thong, viém
khdp hé thdng,...) [10]. Bénh nhan ching téi nhap
vién vdi béi canh trwdc doé vdi viém tinh hoan trai
diéu tri khang sinh, tuy nhién dap &ng 1am sang lai
khong hiéu qua; khéi phat HLH sau viém tinh hoan
gan 2 thang; vi thé ching téi hwdng nhiéu dén HLH
tht phét sau viém nhiém trung tinh hoan, viéc xac
dinh tac nhan vi khuan gy bénh tr& nén khé khan
hon khi bénh nhan da dung khang sinh trudc dé. Cac
xét nghiém virus, ky sinh trung, bilan bé&nh ty mién
am tinh nén chdng tdi khéng nghinhiéu dén HLH tha

phét sau céc bénh ly trén. Nhiéu nghién ctru trén thé
gidi cling cho thay cé nhiéu tredng hop HLH nhung
khéng tim ra nguyén nhan cu thé, nghién ctru trén
137 bénh nhan HLH |dy théng tin tir 44 vién nghién
ctru clia Blrc cho thay cd 44,5% thir phat sau nhiém
trung, 35% bénh ac tinh, 9,5% bénh tu mién/viém
hé théng va c6 11% khéng tim thdy nguyén nhan
[11]. Mét nghién clru hdi ciru ciia nhdm téc gia dén
tlr trvdng Pai hoc Saint-Luc, Vuong Quéc Bi trén 52
bénh nhan HLH giai doan 2010 - 2022 ghi nhan HLH
th(t phét sau bénh ac tinh va nhiém trung chiém ty lé
cao nhat lan luwot 1a 42% va 38,5%; bénh Iy tw mién
chiém 13,5%; dac biét cé 1 trvong hop HLH xuit
hién trong thai ky va 3 bénh nhan khéng tim thay
nguyén nhan [12].

Trong b6 canh bénh Iy HLH, bénh nhan sét
cao do sy tdng tiét cdc inteuleukin; bén canh cac
té& bao mau bi thwc bao bédi cac dai thuc bao thi
yé&u t6 hoai tlr u TNFa va interfern IFNy t3ng trong
HLH gép phan gy gidm 3 dong t& bao mau ngoai
vi. Cac cytokin tan cdng té bao gan gy suy giam
chirc ndng gan gy tang ferritin mau, dong thoi
hoat tinh enzyme lipoprotein lipase & gan suy giam
lam tang triglycerid mau; ngoai ra cac dai thuc bao
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hoat hda tang tiét chat hoat hda plasminogen, tang
chuyén plasminogen thanh plasmin, chinh plasmin
gdy phan huy fibrinogen. Cac rdi loan nay nhanh
chéng chuyén thanh réi loai chirc ndng da co quan
(MODS), DIC va t&r vong néu nhu khéng kip chan
dodn va diéu trj kip th&i [13]. Cau hdi dat ra 13 liéu

bénh nhan cé DIC chéng 18p trén HLH khi ma ca 2
b&i canh nay déu cé chung triéu chirng 13 gidm tiéu
cau va giam fibrinogen. Theo Hiép hdi cdm mau va
tdc mach quoc té (ISTH) dé xuat néu trén |am sang
c6 bénh ly cé nén cé thé gay DIC thi thyc hién cac
xét nghiém dé danh gia thang diém (Bang 3)

Bang 3. Tiéu chuin chan doan DIC theo ISTH [14]

Chisd DPiém
S8 lwgng tiéu cau
+>100 G/L 0
+50-100 G/L 1
+<50G/L 2
Thoi gian prothrombin
+ PTs > PT chitrng dudi 3s 0
+ PTs > PT chitng 3 - 65 1
+ PTs > PT chi*ng trén 6s 2
Fibrinogen
+ Fibrinogen > 1g/L 0
+ Fibrinogen < 1g/L 1
Céc chéat lién quan dén fibrin (FDP, D-dimer, FM)
+ Khong tang 0
+Tang vlra 2
+ Tang cao 3

Bénh nhan trong case |1am sang dat dwoc 5 diém
nén chin dodn DIC duoc dat ra. Theo Hiép héi Phan
tach mau Hoa Ky (The American Society of Apheresis,
ASFA) 2019 d3 ban hanh tai liéu Hudng dan st dung
liéu phap phan tach mau trong thyc hanh 1am sang
[an th& 8 m& rong, cé dé cap dén céc chi dinh TPE
trén nhiéu bénh ly [15]. Bénh nhan bdo cdo cua
ching t6i c6 nhidu bénh canh dé diéu tri TPE, cu thé
13 suy gan cdp (nhém |, d6 1A), héi chirng thuc bao
mau (nhém 1Il, d6 2C), nhiém khuan huyét véi suy
chirc ndng da co quan (nhédm l11, d6 2B). Viéc két hop
methylprednisolon v&i TPE mang lai ddp (rng t6t trén
bénh nhan, cac biéu hién |dm sang va can |dm sang
cai thién theo chiéu huéng tich cuc.

Chan doan xac dinh va diéu tri HLH duoc dua ra

dudi sy hd tro va phdi hop dén tir chuyén nganh
Ia&m sang (ndi khoa, hoi stre tich cuc, huyét hoc 1am
sang) d&n chuyén nganh can |am sang (huyét hoc xét
nghiém, vi sinh, ky sinh trung, héa sinh) [16].

4. KET LUAN

Hoi chirng thuc bao mau cé thé xuat hién sau
nhiéu nguyén nhan khic nhau véi hdu qua I1am sang
nang né vi thé viéc chan doan va diéu trj sém rat
can thiét cho bénh nhan. Ching téi bdo cdo mét
truong hop hoi chirng thyc bao mau sau viém tinh
hoan bién chirng suy gan cap, réiloan chirc nang da
co quan. V&i su phéi hop trong quan ly va diéu tri
da chuyén khoa, bénh nhan phuc hdi tét sau diéu tri
cht yéu vdi methylprednisolon va loc huyét twong.
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