Nghién citu ddc diém ldm sing va cin ldm sing 6 bénh nhin c6 hinh dnh ...
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Hodng Thi Thanh Trang', L& Thanh Hai' va CS,

TOM TAT

Muc tiéu: M6 ta dac diém 1am sang, cén I&m sang va mét s6 yéu t6 lién quan hién tuong dai thuc bao
thure bao mau & tuy xuwong.

Doi twrong va phwong phap: Nghién ctru mé té 32 trurdng hop 6 hinh dnh thue bao méu trén tiéu ban
tay xwong tai Bénh vién Trung wong Hué tir thang 1/2013 dén thang 12/2013.

Két qua: Tubi trung binh 13 45,03 + 24,01 (nhd nhét 1 tudi va 16n nhét 96 tudi). Ty 1é nam/nix fa 1,13,
Da sé bénh nhén vao vién véi ly do sét (90,62%). Triéu chirng khi lam xét nghiém huyét db-tay dé: Sot
(90,63%), xuét huyét duwéi da (28,12%), xuét huyét niém mac (18,75%), vang da (9,38%), dau sung khop
(6,25%), gan to (33,38%), l4ch to (40,63%), hach to (18,75%), triéu ching vé da (6,25%), triéu chiing hé
hép (18,75%), triéu chung thén kinh (15,63%). Gidm 3 dong té bao méu ngoai vi: Hb <120 g/L (96,87%);
Sé lwong bach céu trung tinh (SLBCTT) < 1,5 G/L (37,50%), SLTC < 100 G/L (84,37%). Fibrinogen<1,5 g/L
(28,12%), Ferritin >300 ng/L (93,75%), triglyceride >2,3mmol/L (96,87%), SGOT > 38U/L (78,12%), SGPT
> 41U/ (71,87%), LDH > 480 U/L (46,87%), suy than (9,37%).

Trong 32 truong hop 6 hinh &nh thurc bao méu trén tiéu ban tdy xwong c6 50% du tiéu chuan chén doén
héi chiing thure bao méu. Khéng c6 sw khéc biét gitra 2 nhém da tiéu chuén va khong da tiéu chuén chén doan
hoi chirng thue bao méu vé tudi, gisi va triéu ching Ia&m sang véi p > 0,05. Hb < 90 g/L, ferritin > 500 ng/L,
LDH > 500 U/L va SGPT > 41 U/L ¢6 sw khac biét ¢6 y nghTa thdng ké gitra 2 nhém v6i p < 0,05, Céc yéu té .
lién quan thuc bao méu bao gdém: nhiém trung (28,12%), bénh Iy &c tinh (18,75%), bénh Iy ti mién (3,13%)
va 46,88% chua tim ra nguyén nhan. So sénh yéu té lién quan thuc bao méau gitka hai nhém khéng c6 sw
khéc biét cé y nghia théng ké.

Két luan: Duwa vao biéu hién 1&m sang va céc xét nghiém cén I&m sang, dac biét huyét tiy do c6 thé goi
¥ chédn doan sém hoi chirng thuc bao méu. Pa s céc trong hop van chuwa xac dinh dwoc nguyén nhén
géy ra hién tuong thuc bao nay.

Tw khéa: Hoi ching thuc bao méau, hemophagocytosis, hemophagocytic lymphohistiocytosis (HLH).
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ABSTRACT
STUDY ON SOME CLINICAL AND PARACLINICAL CHARACTERISTICS IN PATIENTS
WITH HEMOPHAGOCYTOSIS ON MARROW SPECIMEN
Phan Hoang Duy', Nguyen Duy Thang’, Phan Thi Thuy Hoa’,
Ngo Tu Cuong’, Tran Ngoc Vi,
Hoang Thi Thanh Trang’, Le Thanh Hai' et al

Objective: To describe clinical, paraclinical characteristics and related factors in patients with
hemophagocytosis on marrow specimsfi.

Material and Method: A cross- sectional study on 32 patients with hemophagocytosis on myelogram at
Hue Central Hospital from January 2013 to December 2013.

Results: The average age was 45.03 + 24.01 (range: 1- 96), with a man:female ratio of 1.13. Hospital
administration cause was fever in most of patients (90.62%). Clinical signs were fever (90.63%), cutaneous
bleeding (28.12%), mucous bleeding (18.75%), jaundice (9.38%), arthralgia (6.25%), hepatomegaly
(33.38%), splenomegaly (40.63%), lymphadenopathy (18.75%), rash (6.25%), respiration signs (18.75%),
neurological signs (15.63%). Pancytopenia: Hb<120g/L (96.87%); neutrophiles<1.5G/L (37.50%), platelets
<100G/L (84.37%), fibrinogen <1.5g/L (28.12%), ferritin>300ng/L (93.75%), triglyceride>2.3mmol/L
(96.87%), SGOT>38U/L (78.12%), SGPT > 41U/L (71.87%), LDH > 480U/L (46.87%), renal failure (9.37%).

Among 32 patients, 50% patients were diagnosed hematophagocytic lymphohistiocytosis. Age,
sexual and clinical symptom of two group weren’t statistically significant with p>0.05. Hb<90g/L,
ferritin>500ng/L, LDH>500U/L and SGPT>41U/L of two group were statistically significant with p<0.085.
The triggers associated hemophagocytosis were as follows: infection (28. 12%), neoplams (18.75%),
autoimmune diseases (3.13%) va 46.88% idiopathic or unknown. Compare the two groups about

triggers weren't statistically significant.

Conclusion: The clinical and laboratory characteristic, specialy myelogram were the critical factors for
early diagnosis HLH. The high percentage of associated causes with hemophagocytosis is unknown.
Keywords: Hemophagocytosis syndrom, hemophagocytosis, hemophagocytic lymphohistiocytosis (HLH).

I. PAT VAN BE

Hbi chimg thuc bao mau la mét tinh trang bénh
Iy hiém gip nhung ty 1& tir vong rét cao. Hién tuong
dai thuc bao thue bio té bao mau & tiy xuong 1a mot
trong nhiing tiéu chudn chan dodn quan trong dé
chin doan bénh nhén bj hdi chimg thuc bao mau c6
lién quan mat thiét dén bénh thuc bao miu mo bao
lympho (HLH) [1], [2], [9].

D ¢é nhiéu nguyén nhin khac nhau, nhiing
biéu hién l1am sang ning né cua hién tuong viém
da hé thdéng va dién tién tir vong nhanh chdng ddi
v6i héi chimg thue bao khong didu trj da thu hit
s quan tdm cia nhitng chuyén gia vé huyét hoc,
mién dich, bénh truyén nhim va di truyén hoc.
Tuy nhién cho dén nay, héi chitng thuc bao mau
van con duoc xem 1a mot van dé nan giai dbi vai
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c4c nha khoa hoc trong viéc ly giai sy hinh thanh
cling nhu cac bat thudong cua qua trinh didu hoa
phan ting mién dich trong co thé ngudi bénh. Viée
phat hién sém hdi chitng nay, trudce khi ¢6 cac biéu
hién suy da co quan 1a yéu t6 quan trong gop phan
ctru sdng ngudi bénh [6], [8].

Chiing t5i tién hanh nghién ciru nay nhim muc
tiéu: Danh gia vé cac dic diém 1am sang, cin lam
sang va cac yéu t6 lién quan hién tugng dai thuc bao
té bao méu.

II. POI TUQNG VA PHUONG PHAP
NGHIEN CUU

2.1. D6i twgng nghién ciru: 32 bénh nhin diéu
tri tai Bénh vién Trung uvong Hué, ¢6 chi dinh choc
hit thy xuong va két qua huyét tiy d6 c6 hinh anh
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cac dai thue bao thuc bao té bao mau trén tiéu ban
tay xuong, thoi gian tir thang 1/2013 dén thang
12/2013.

2.2. Phwong phap nghién ciru

2.2.1. Thiét ké nghién cibu: Mb ta cit ngang.

2.2.2. Tiéu chuén chén dodn:

- Tiéu chuin chin doan theo Hbi mé bao 2004
c6 thé chin dodn xéc dinh khi ¢6 5/6 tiéu chuan sau:
1. S6t>38,5°C, kéo dai > 7 ngay

2. Lach to

3. Giam 2 hoic 3 dong té bao mau (Hb <90g/L;
SLBCTT <1,0G/L; SLTC <100G/L)

4. Tang triglyceride >3,0mmol/L va/hodc giam
fibrinogen <I,5g/L.

5. Co hién tugng thue bao mau trong thy xuong

III. KET QUA NGHIEN CUU
3.1. Pic diém chung

hodc lach, hach va khéng c6 bing chimg cta bénh
ly 4c tinh.

6. Ferritin >500ng/L.

- Tir ndm 2004, Hoi md bao thém 2 tiéu chuin
méi nhung trong diéu kién ctia ching t6i hién nay
chwa thé 4p dung duoc tiéu chudn 7 va 8.

7. Giam hodc mét hoat lyc ciia té bao NK.

8. CD25 hoa tan > 2400U/mL [5], [7].

1.1.3. Cdc bién s6 nghién ciru

+ Lam sang: S6t, triéu chimg xuat huyét, gan
lach hach xwong khép...

+ Cén lam sang: Luong Hb, s6 luong bach ciu
va tidu clu, ferritin huyét thanh, ting LDH, ting
triglyceride, fibrinogen mau.

2.2.4. Xir Ij 56 ligu: Phin mém SPSS 16.0.

- Tudi: Tudi nho nhét 14 1 tudi, cao nhit 1a 96 tudi. Tudi trung binh 1 45,03 + 24,01 tudi, tap trung chi

yéu 1a 16 dén 60 tudi.

- Gigi: Nam: 17 bénh nhén (53,13%). Nit: 15 bénh nhén (46,87%). Ty 1€ nam/nir 1a 1,13.

3.2. Pjc diém Iam sang

Bang 1: Déc diém ldm sang

Triéu chirng lim sang n %

Sbt 29 90,63

Xanh xao 32 100

Mét moi 32 100
Xuét huyét da 9 28,12
Xuit huyét niém mac 6 18,75
Vang da 3 9,38

bau sung khop 2 6,25
Gan to 11 33,38

Lach to 13 40,63
Hach to 6 18,75

Triéu chimg vé da 2 6,25
Triéu chimg hé hép 6 18,75
Triéu chirng than kinh 5 15,63
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Bang 2: Ddc diém giam 3 dong 1é béo mdu

Hemoglobin Bach clu trung tinh Tidu ciu
Dic diém
n Yo n %o n %
Giam 31 96,87 12 37;50 27 84.37
Binh thuong 1 3:13 20 62,50 3 15,63
Téng 32 100 32 100 32 100
Bang 3: Ddc diém giam fibrinogen:
Pic diém n Ty 18 (%)
Giam fibrinogen 9 28,12
Luong fibrinogen trung binh(X £ SD) 2,78 £ 1,57
Bang 4: Dac diém giam ferritin, LDH va suy thdn
Dic diém n=32 % Trung binh + SD
Ferritin >300 ng/mL 30 93,75 1300,91 = 773,94
LDH (> 480 U/L) 15 46,87 526,37 + 395,08
Suy thén e 9,37

Bang 5. Pdc diém chung nhom di tiéu chudin va khéng dii tiéu chudn chan dodn héi chimg thuc bao mau

. Hgi chirng Khéng di tiéu chudn
Dic diem thye bao méu chén doan HCTBM .
n=16 n =16
Nam/Nir 1,66/1 0,78/1
: >0,05
Tudi trung binh 38,0+21,41 52,06 £ 25,05
3.2. Cac yéu to lién quan thyc bao méiu
Bang 6: Mot $6 yéu té lién quan gdy thic bao mdu cua nhém du tiéu chudn va
khéng di tiéu chudn chdn doan HCTBM
: T
o Hoi chimng lll(lzonghgu (;elf Hién twong
Yeéu to lién quan thure bo mau 2 thuc bao mau ?
thwe bae miu HCTBM
n=16 % n=16 % n=32 %
Nhiém tring 4 95.0 6 37,50 10 28,12
Bénh ly 4c tinh 4 25,0 2 12,50 6 18,75
s o e % >0,05
Bénh ly tu mién 0 0 1 6,25 1 3,13
Chua rd nguyén nhan 8 50,0 7 43,75 15 46,87
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IV. BAN LUAN

4.1. Pic diém chung

Ty 1é nam/n{t trong nghién ciu cia ching t6i la
1,13/1. Nhin chung theo cic bdo cdo trude diy thi
ty 1€ nam nit nhu nhau hodc nam hoi nhiéu hon ni.
Theo nghién ctru cia Lam Thi M¥ tai Bénh vién Nhi
Péng 1 trén 33 ca hoi chimg thue bdo mau ¢é ty 18
nam/nif la 1,5/1[3]. Theo nghién ctru clia Henter J.I
trén 113 ca héi chung thuc bao mau co ty 1¢ nam/
nit 14 1,17/1[7].

Pic diém lam sang: Nhin chung da sb bénh
nhan déu c6 st trude lac vao vién (90,62%). Triéu
chung sbt thuong di kém véi xanh xao, mét moi do
da s& bénh nhin déu sét kéo dai hodc bénh nhan
dang c6 bénh nén, trén 32 bénh nhan nghién ciru
déu c6 biéu hién nay. Pay ciing 1a 1 tiéu chuén chén
doan hoi chiing thue bao mau.

Chiing t6i nhan thiy c6 28,12% truong hop xut
huyét da, chii yéu 1a dang chim va dang mang bim
tim noi tiém chich va 18,75% xuit huyét niém mac,
chti yéu 1a xuat huyét tiéu héa va niém mac mii khi
[am xét nghiém huyét tiy do.

Su ting sinh va thim nhiém lympho bao vao cic
co quan ndi tang trong hdi chirng thuc bao mau gy
ra tinh trang gan, lach, hach to. Ching t6i ghi nhan
ty 1¢ nay lan luot 1a 33,38%, 40,63% va 18,75% &
bénh nhan ¢6 hinh anh thuc bao mau & tay xwong.
Diy ciing 1a 1 tiéu chudn chin doan hdi chimg
thue bao mau. Céc triéu chirng khac it gdp hon nhu
phat ban (6,25%), vang da (9,38%), dau sung khép
(6,25%), biéu hign hé hip (ho, kho thd) (18,75%),
biéu hién than kinh (dau dau, budn nén) (15,63%).

Bic diém cin lim sang: C6 13/32 truong hop
bi tén thwong it nhat 2 dong té bao mau ngoai vi
tai thoi diém lam huyét tay dd. Trong do, dong
hdng ciu anh hudng nhidu nhit (96,87%) ké dén
1a tidu cdu (84,37%) va sb luong bach cu trung
tinh (40,62%). C6 thé do bénh nhan d ¢6 tinh trang
thiéu mau truée 36 do bénh nén nén khi ¢6 thue bao
mau ma thuong bi thire bao nhiéu nhit nén hiu nhu
bénh nhan nao ciing bi thidu mau tir mirc d6 nhe dén
ning mic di ¢é thé bénh nhan di dugc truyén mau
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truée d6. Pay ciing 1a mot trong nhimg tiéu chudn
chén doan hoi ching thuc bao mau. Nghién ciu
ctia Casals M.R va cong sy, ty 1& thiéu méau chiém
ty 16 67%, giam tiéu cdu 78% va giam bach cau hat
42% [4].

Trong hdi ching thuc bao mau, cic qué trinh
déng cAm mau ciing bi anh huéng & ca 2 con duong
ndi sinh va ngoai sinh. Pay I3 hiu qua cua viéc
giam san xudt, ting tiéu thu cac yéu té déng mau do
tdn thuong gan, déng mau ndi mach rai rac. Trong
nghién ctru cua chung tdi, 28,12% truong hop gidm
fibrinogen.

Tang ferritin méau 1a 1 trong cac tiéu chudn chin
doan hoi chimg thuc bao mau. Su ting thanh phan
nay trong mau ching té c6 phan tng viém hoat
dong manh. Nghién ctru cia ching tdi cé 93,75%
bénh nhan ting ferritin huyét twong (>300ng/L).

Trong nghién ciru ching t6i ¢6 3 bénh nhén co
biéu hién suy than chiém ty 1& 9,37%. Theo nghién
ctru ciia Lé Biru Chdu, ty 1€ suy than la 7,7% [1].

Trong nghién ciru cia ching t6i thi c6 16/32
truong hop di tiéu chuin chan doan héi chimg thue
bao mau 2004 chiém ty 1¢ 50%. Hién tuong thuc bao
méu [2 mot diéu kién rit can nhung chua du dé chin
doén hdi chiing thure bao mau vi ¢6 thé gap hinh anh
ndy trong cac bénh nhén huyét tan, da nhiém tring
hodc céc bénh nhén dang diéu tri tai cac phong diéu
tri tich cuc.

4.2. Céc yéu t6 lién quan thuc bio méu

Két qua nghién ctru cua ching t6i cho thdy
nguyén nhin da sb la khéng rd nguyén nhin
(46,87%). Hién twong thuc bao mau lién quan dén
bénh Iy nhiém tring chiém ty 1& cao (28,12%), dic
biét 1 sbt rét (9,37%), sét xuat huyét (3,13%).

Hién tuong thuc bao mau lién quan dén bénh 1y
4c tinh chiém ty 18 chiém ty 18 18,75%, cic nguyén
nhin nhu bach ciu cép (6,25%), u Iympho non
hodgkin (3,13%), céc ung thu khic (6,25%). Két
qua nghién ctru cho thiy yéu td bénh Iy tw mién lién
quan thyc bao méu chiém ty 18 3,13%.

Két qua nghién ctru cta chiang tai cho thdy céc
yéu td lién quan gay thuc bdo méu & nhém du tidu
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chudn ciing gy thirc bio mau & nhom khdng da tiéu
chuén khéng c6 su khéc biét ¢6 ¥ nghia thong ké véi
p > 0,05.

V. KET LUAN

- Hi ching thuc bao méu 12 mdt bénh Iy hiém
gip nhung ty 1€ tir vong cao. Hién tugng thuc bao
mau ¢ tiy xuong la mat tiéu chuén quan trong dé
chan doan.

- Bidu hién 1am sang thudng 13 sbt kéo dai, tinh

trang suy kiét, gan lach lon. Cac bét thuong vé cin
lam sang la giam 2 hodc 3 dong té bao méu, tang
ferritin, ting LDH, tang triglyceride.

- 50% bénh nhan cé hinh anh dai thuc bao thuc
bio mau & tiry xuong dii tiéu chuén chan doan héi
chirng thuc bao mau.

- Céc yéu tb lién quan thyc bao mau bao gdm
nhiém trung (HBV, HIV, sbt rét, st xuat huyét...),
bénh ly ac tinh (bach cau cép, u lympho...), bénh Iy
tu mién.

TAI LIEU THAM KHAO

1. Lé Btru Chéau (2012), Hdi chimg thyc bao mau ¢
ngudi I6n: nhan 30 truong hop diéu tri tai Bénh
vién Nhiét d6i TP HCM, Y hoc TP. H6 Chi Minh,
16, tr. 146- 150.

2. Nguyén Ngoc Minh, Nguyén Vin Tranh, Phan
Thi Thiy Hoa, Tén Thit Minh Tri, Tran Thi
Phuong Ty, Ngé Tt Cuong (2006), Nhan xét
vé hoi chiung hoat héa dai thuc bao qua mot
s6 truomg hop duge phat hién dau tién & Bénh
vién TW Hué, Tap chi Y hoc thuc hanh, 545,
tr. 181-186.

3. Lam Thi My, Lé Bich Lién, Nguyén Thanh
Hung va cdng su (2012), Dap ting ciia bénh nhin
bi hoi chimg thuc bao mau kém nhiém Epstein-
Barr virus v6i phat 46 HLH-2004 trong giai doan
ban ddu tai Bénh vién Nhi Ddng 1, TPHCM, ¥
hoc TP. H6 Chi Minh, 16, tr. 120- 127.

4, Casals M.R, Zeron PB, Guillermo AL,
Khamashta M.A, Bosch X (2014), Aldult
heamophagocytic syndrome, Seminar, 383.

5. Filipovich A.H (2009), Hemophagocytic

Tap Chi Y Hoc Lim Sang - Sé 23/2014

Lymphohistiocytosis (HLH) and related
disorders, American Society of Hematology, pp.
127- 131.

6. George Melissa R (2014), Hemophagocytic
lymphohistiocytosis: review of etiologies and
management, Journal of Blood Medicine, 3, pp.
69-86.

7. Henter J.I, Horne A.C, Aricé M, Egeler R.M,
et al (2006), HLH-2004: Diagnostic and

Therapeutic Guidelines for Hemophagocytic

Lymphohistiocytosis, Pediatr Biood
Cancer,48(2), pp- 124- 131.
8. Janka G.E, Lehmberg Kai (2014),

Hemophagocytic syndromes-An update, Blood
Review, 3, pp. 2-10.

9. Tang Yong-Min, Xu Xiao-Jun (2011), Advances
in Hemophagocytic ~Lymphohistiocytosis:

Pathogenesis, Early Diagnosis/
Differential Diagnosis, and Treatment,
ThecscientificWorldJOURNAL, 11, pp. 697-

707.

77



