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BAO CAO MOT SO CA BENH HUYET KHOI & BENH NHAN
DA U TUY XUONG

Nguyén Thj Thao', Trin Thj Kiéu My’, Vii Birc Binh?
TOM TAT

Huyét khoi 1& bién ching thuong gép trong céc bénh &c tinh noi chung va da u tdy xwong
néi riéng, mét trong nhiing nguyén nhén hang dau géy tir vong va gia ting génh nang bénh tat
& bénh nhan da u tuy xwong. Muc tiéu: Tim hiéu céc yéu t6 lién quan dén nguy co huyét khéi &
bénh nhan da u tiy xuong. Déi twong: Bao. c4o 4 ca bénh huyét khdi & bénh nhén da u tdy
xuong dugc diéu trj phéc db VTD tai khoa H5 — Vién Huyét hoc — Truyén méu Trung wong.
Phwong phdp: M6 ta cét ngang, tién ciru, c6 theo déi doc. Két qua: Ca 4 bénh nhén déu ton
tai tinh trang tang déng tru6c diéu tri, 2/4 bénh nhan tién trién thanh huyét khéi tinh mach, 1/4
bénh nhan bj nhéi mau néo sau 2-3 chu ky diéu trj VTD, 1/4 bénh nhén huyét khéi tinh mach
xuét hién truée diéu tri. Két ludn: Tang déng & bénh nhén da u tdy xwong lam ting nguy co
hinh thanh huyét khéi ddc biét véi phac dé co thubc diéu hoa mién dich két hop
Dexamethasone.

Tir khéa: Pa u tiy xwong, ting déng, huyét khéi tinh mach, thubc diéu hoa mién dich.

1. DAT VAN BE s6ng.>®® Chung tdi xin bao cdo 4 ca bénh
huyét kh6i &@ BN DUTX diéu tri tai Vién Huyét
hoc - Truyén mau Trung wong tlr nam 2019.

Cdc tiéu chuan dwoc dp dung trong bdo
cdo: Tiéu chudn chan doan DUTX theo
IMWG 2014, chan doan giai doan bénh theo
ISS 2005 [7]. Chan doan xac dinh huyét khéi
bang Siéu am Doppler mach, MRI so n&o.
Céc xét nghiém dong mau dwoc thwe hién tai
khoa DPong mau, Vién Huyét hoc — Truyén
mau Trung wong. Phac dd diéu tri &@ 4 bénh
nhan: VTD (Velcade 1.mg/m2 tiém tinh mach
ngay 1, 4, 8, 11; Thalidomide 100mg/ngay
ubng lien tuc; Dexamethason 40mg/ngay
truyn tinh mach ngay 1-4).

'Pa u tlly xwong (BUTX) la bénh Iy ac tinh
dong twong bao, chiém khoang 1% céc bénh
ung thw néi chung va 10% bénh ly huyét hoc
ac tinh.” Bénh nhan (BN) BUTX cé nguy co
cao bj huyét khéi tinh mach (venous
thromboembolism — VTE) va huyét khdi déng
mach, dic biét khi didu tri véi cac thudc diéu
hoa mién dich (immunomodulatory drugs —
IMiD) nhw Thalidomide, Lenalidomide va hoac
két hop hoa trj liéu.® Huyét khéi 1a mét trong
nhi*ng nguyén nhan hang dau gay tl vong,
tac dong bét loi dén diéu trj va gia tdng ganh
ndng kinh té & bénh nhan DUTX, tdng nhu
cau nhap vién, tang nguy co bién chirng cling
nhw cac tac dong xAu dén chét Iwgng cudc 2. CAC CA LAM SANG

e £ . Bénh nhan 1

. Vién Huyét hoc — Truyén mau Trung Uong

Téc gia chinh va chju trach nhiém khoa hoc: BN nir, 71 tu6i, khéng cé tién s gi dac
Nguyén Thij Thao 1 L. L o MBS
Email: thaobg1602@gmail.com biét, nhﬁp vLen ng}ay 27/08/2019 v0f bieu hién
Ngay tiép nhan: 25/8/2020 mét méi, gay sut 7kg trong 2 thang, duwoc
Ngay phan bién: 01/10/2020 chan doan DUTX IgA Lambda, giai doan Il

Ngay chap nhan dang: 4/12/2020
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nguy co tiéu chuan. BN sau d6 duoc didu tri
phac dd VTD. Sau 2 chu ky, xuét hién mét
nhiéu, dau dau, MRI so ndo c6 nhdi mau nao
6 khuyét, khdng cé chi dinh phau thuat, dwoc
diéu tri voi aspirin 81mg/ngay va tiép tuc VTD
8 chu ky. Hién tai, BN dang diéu tri duy tri
thalidomide 100mg/ngay, aspirin, khéng dé lai
di chirng gi.

Bénh nhan 2

BN ni, 57 tudi, vao vién ngay 9/12/2019
véi biéu hién dau cot séng thét lung 1 nam.
Trwdc vao vién 1 thang, BN thay mét mai, da
xanh, xét nghiém c6 thiéu mau ning (Hb
57g/l), vao vién Huyét hoc duoc chan doan
PUTX IgG Kappa, giai doan Il, nguy co tiéu
chuédn. BN duwoc trao dbi huyét twong ngay
sau do, diéu tri phac dd VTD. Sau 3 chu ky,
xuét hién dau tirc cang chan hai bén, siéu am
Doppler mach cé Huyét khéi tinh mach sau
chi dwéi hai bén. BN duwoc diéu tri Lovenox
4000 IU x 2 bom/ngay trong 8 ngay, sau do
duy tri aspirin 100mg/ngay. Hién tai, BN dang
diéu tri VTD chu ky thir 8, siéu am Doppler
khéng con huyét khéi.

Bénh nhan 3

BN nam, 69 tudi, tién s& Tang huyét ap 5
nam nay, diéu tri thwdng xuyén bang Amlor
5mg/ngay, nhap vién ngay 16/12/2019, mét
méi nhiéu, hoa méat chéng mat, dwoc chan
doan BDUTX IgG Kappa, giai doan Il, nguy co
cao (FISH dwong tinh vé&i TP53 va dups1q).
BN dwoc trao dbi huyét twong, sau dé didu tri
phéc dd VTD. Sau 3 chu ky, BN xuét hién dau
tirc cang chan hai bén, siéu &m Doppler mach
c6 Huyét khdi ban phan tinh mach dui, didu tri
véi Lovenox 6000 IU x 2 bom/ngay trong 7
ngay va duy tri aspirin 81mg/ngay. Sau 3 chu
ky VTD, BN dap &ng kém, chuyén diéu tri
VRD (Velcade, Lenalidomide,
Dexamethasone), hién chu ky th& 6, siéu am
Doppler khéng con huyét khéi.
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Bénh nhan 4

BN nam, 61 tudi, nhap vién ngay 18/6/2020,
xuét hién dau xwong dui hai bén 3 thang.
Trwdc vao vién 1 thang dau tang, han ché van
dong, vao bénh vién 103 chan doan Thiéu
mau, suy than do IV, duwgc dat Catherer tinh
mach chau phai lpc mau 2 Ian, chuyén Vién
Huyét hoc dwoc chdn doan Huyét khéi ftinh
mach chi dwéi trai/PUTX chudi nhe Lambda,
giai doan lll, nguy co cao (FISH dwong tinh véi
dups1q), BN sau dé dwoc trao déi huyét
twong, Lovenox 6000 IU x 2 bom/ngay, aspirin
81mg/ngay, sau dé 1 tudn bat dau véi VTD,
hién con duy tri Lovenox, aspirin.

* Xét nghiém cua 4 bénh nhan

Tai thoi diém vao vién, bénh nhan 2, 3, 4
c6 tang néng do D-Dimer (> 500ng/ml), néng
dd cac yéu tb Vlli:c, WWF Ag, VWF Act ting &
hau hét bénh nhan, trong d6 s ting thé hién
rat ré & bénh nhéan 4 (bang 2.1).

Tai thoi diém xuét hién triéu chirng, bénh
nhan 2, 3 c6 néng do D-Dimer, Vlll:c, VWF
Ag, VWF Act tang cao rd rét. Bénh nhan 4 sau
1 chu ky diéu trj VTD va Lovenox ndng do cac
yéu t6 trén van con cao (bang 2.2).

3. BAN LUAN

Tinh trang tdng dong da dwoc quan sat
thay & khodng 10% nhitng bénh nhan cé rdi
loan protein mau va da u tly xwong. Tang
dong dan dén viéc huyét khéi hinh thanh mat
céach dé dang hon [1], [9], [10]. Co ché chinh
xac cla tdng déng, huyét khéi trong BUTX
van chwa dwgc chirng minh rd rang. Nguoi ta
nhan thay huyét khéi trong DUTX Ia da yéu td
va dwgc chia thanh 3 nhém chinh: yéu tb
nguy co lam sang lién quan dén bénh nhan,
lién quan dén ban than bénh, va lién quan
dén diéu trj [6).

Ban than bénh BUTX 1a mét yéu té nguy
co, mdi trwdng tadng déng & BUTX dugc duy
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tri b&i mire d tang ctia cac cytokine gay viem
va cac yéu té déng mau khac. Qua trinh phan
huy fibrin va qua trinh tring hep fibrin cling bj
gian doan do sy can thiép ctia thanh phan
protein don dong [4], [6]. Rdi loan chirc nang
tiéu cau va tang do két dinh da dwoc bao cao
& bénh nhan BUTX, diéu nay ciing c6 thé giai

thich hiéu qua cta aspirin nhw mét tac nhan
dy phong huyét khéi &@ bénh nhan PUTX [2],
[4], [6]. Cung vé&i d6 1a sw gia tdng néng dd
céc yéu t6 VI, WF Ag, vVWF Act, gidm ndng
dé PS, PC, ATIII va tinh trang khang PC hoat
héa da dwgc chirng minh lam tang nguy co
hinh thanh huyét khéi & bénh nhan BUTX [6].

Bang 2.1. K&t qua xét nghiém cuia 4 bénh nhan thoi diém vao vién

Chi sb Bénh nhan 1 Bénhnhdn2 Bénhnhan3 Bénhnhéan4
Hb (120 — 135g/1) 93 57 86 7o
TC (150 - 450G/1) 247 146 138 178
BC (4 — 10G/1) 26.4 2.5 9.3 8
ProTP (65 - 82g/l) 90.3 127.5 128.1 76.8
A/G (1.3-1.8) 0.7 0.3 0.24 0.92
IgA (70 — 400mg/dL) 2461 10.9 13.5 8.5
IgG (700 — 1600mg/dL) 769.7 7866 8871 436.3
IgM (40 — 230mg/dL) 48.8 18.3 20.8 18.6
Kappa (3.3 - 19.4mg/L) 13.6 171 83.7 34.2
Lambda (5.71 —26.3mg/L) 1560 9.1 9.73 17600
[B2M (0.8 — 2.2ng/L) 6.88 3.14 11.72 21.94
Creatinin (62 — 120pmol/l) 64 65 83 566
Calci ion (1.17 — 1.29mmol/L) 1.32 1.28 2.21 1.99
Calci toan phan (2.15- 7 534 ode S
2.6mmol/L)
Fibrinogen (2 — 4g/l) 3.51 4.71 3.51 4.03
PT (70 — 140%) 96 67 79 112
rAPTT (0.8 -1.2) 0.98 0.98 1.28 1.01
D-Dimer (< 500ng/ml) 167 3527 871 5510
Vill:c (70 — 150%) 208.7 152.7 159.8 485.6
VWF Ag (42 — 141%) 161.9 124.1 262.1 500
VWF Act (40 — 126%) 150.9 108.9 196.7 230.9
PS (63 — 149%) 97 73.4 46.8 58.8
PC (70 - 140%) 108 85 109 199
ATII (83 — 128%) 115 92 76 119

Hb: Hemoglobin, TC: Tiéu cdu, BC: Bach céu, ProTP: Protein toan phan, B2M: Beta2

microglobulin,

Willerbrand hoat tinh, PS: Protein S, PC: Protein C, ATIII: Antithrombin IlI.
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VWF Ag: Yéu t6 Von Willerbrand khéng nguyén, vWF Act: Yéu té Von
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Bang 2.2. Xét nghiém tai thoi diém xut hién triéu chirng

~ ~ ~ a2 h 5
Chi sé B¢""1"ha" Bénh nhan 2 Benhnhan3  oenh "ha"k;)(sa" e g
Flbrmogc-:»no 5.6g/l  Fibrinogen 4.76g/l, Fibrinogen 4.77g/l,
PT 86%, PT 93%, PT 120%
Aol rAPTT 0.98 rAPTT 1.06, s
Fibrinogen ? p rAPTT 1.21
D-Dimer D-Dimer :
4.39¢/| D-Dimer 4582ng/ml
. 5778ng/ml 1478ng/ml
bong PT 94% S " Vlll:c 300.5%
3 Vlil:c 188.2% Viil:c 204.1%, -2
mau rAPTT 0.98 3 VWF Ag 244.5%
D-Dimer VWF Ag 252.4%, VWF Ag 250.7% VWF Act 215.9%
y 4;)n i VWFAct204.4%,  VWF Act 174.5% S X
g PS 140.2% PS 77.6% PC 11'50/0
PC 114% PC 123% e 07;’/
ATII 129% ATII 95% ;
Siéu am Doppler o Siéu am Doppler mach:
mach: Hinh anh it F)opf)ler Hinh anh huyét khéi
£ = mach: Hinh anh p 2 -
huyet khoi tinh &S 5 A3 T khong hoan toan tinh
- : huyet khoi ban A T R
5 mach sau chi x : mach chau ngoai den tinh
Chan Sl S b phan ngay truéc X P
; dwé&i hai bén (tinh e mach dui chung, dén
doan z Y : cho chia tinh mach £ L
2 MRIso ndo.  mach chay trudéc . bl doan tinh mach dui ndéng
hinh ¢ G OR dui nong va tinh Ty - ro
3 lan vao dén tinh Y ¢6 hinh anh huyét khoi
anh mach dui sau den

mach chau ngoai
trai, tinh mach sau
trong co bung chan
phai.

hoan toan kéo dai dén
doan 1/3 gitva dui. Phu né
td chirc dwéi da viing ben

ndng va dui bén trai.

chd tiép ndi tinh
mach chau ngoai
hai bén.

Nhiéu tht¢ nghiém Idm sang da chi ra viéc
st dung IMID va cac dan xuét cda né
(thalidomide, lenalidomide va pomalidomide)
cé lién quan dén sy gia tang tan suat VTE
trong da u tdy xwong. Thalidomide hoac
lenalidomide don tri liéu khéng gép phan
dang k& vao nguy co VTE ban dau. Né dwoc
bao cao 1a khodng 3—4% nhuwng c6 thé ting
len dén 26% khi bd sung dexamethasone liéu
cao hodc héa tri lieu da tac nhan hoac
anthracyclines. Nguy co huyét khéi cao nhét
thwng xay ra trong 6 thang dau tidn ké tuy
thoi diém chan doan, dic biét trong 2 dén 3
chu ky diéu tri dau tién [6], [10].

Ca 4 BN trong bao céo clia ching téi déu
thudc nhém nguy co huyét khéi cao (2 diém
cho bénh nhan 1, 2, 3, 3 diém cho bénh nhan
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4). Cac xét nghiém dong mau trwdc didu tr
cho thiy 4 bénh nhan déu co6 ting ndng do
yéu t6 Vil:c (1an lwot 13 208.7%, 152.7%,
159.8%, 485.6%), yéu t§ VWF Ag (IAn lwot I3
161.9%, 124.1%, 262.1%, 500%), yéu t6 VWF

Act (1&n lwot 1a 150.9%, 108.9%, 196.7%,

230.9%), sy tang cao dang ké dwoc thé hién
rd hon & bénh nhan sb 4. Khéng c6é sw thay
nhiéu v& néng do cac yéu tb PS, PC, ATIII.
Nhw vay, tinh trang ting déng tén tai & ca 4
bénh nhan ngay tai thei diém chan doan. Viéc

diéu trj v6i phac dd VTD da lam tang nguy co.

thac day sy hinh thanh huyét khéi.

Tai thoi didm xuat hién huyét khéi, bénh

nhan 1 khéng dwoc dinh lwgng yéu té déng

mé&u do chuyén vién, xét nghiém déng co ban |

khéng c6 gi d&c biét, bénh nhan 2, 3 cho thay
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ndng do D-Dimer (lan lwot 1a 5778g/ml,
1478ng/ml), Vil:c (JAn lwot 1a 188.2%,
204.1%), VWF Ag (lAn lwot 1a 252.4%,
250.7%) , VWF Act (lAn lwot 1a 294.4%,
174.5%) da tang lén sau didu tri véi VTD.
Bénh nhan 4 huyét khéi hinh thanh ngay
trwéc didu tri va tdn tai cho dén hién tai, ndng
dé D-Dimer, Vlll:c, VWF Ag, VWF Act ludn
cao, cao hon so vé&i 3 bénh nhan con lai. Nhw
vay, cac bénh nhan déu tdn tai tinh trang tang
doéng trwéc didu tri va tién trién thanh huyét
khéi sau 2 dén 3 chu ky.

Sau khi dwoc diéu tri voi Lovenox, tinh
trang huyét khéi ctia cac BN déu cai thién,
viéc dw phong véi aspirin sau dé da mang lai
hiéu qua ro rét trong viéc tranh tai phat. Hién
tai, bénh nhan 1, 2, 3 chwa phéat hién huyét
khoi tré lai, bénh nhan 4 con tiép tuc duy tri
diéu tri. Dw phong huyét khéi & BN DUTX la
can thiét, mang lai hiéu qua trong diéu trj cho
cac bénh nhan.

4. KET LUAN

Trén day 1a cac ca bénh vé bién chirng
huyét khéi & bénh nhan BUTX. Chung toi
nhan théy ring tinh trang ting dong ton tai &
ca 4 BN ngay trwéc diéu tri, bidu hién bang
sy gia ting ndng d6 D-Dimer (tang 6-10 l4n),
Vill:c, WF Ag, VWF Act c6 thé tang vira dén
rat cao (ting 3-4 lan). Sau khi diéu trj voi
VTD, huyét khéi da xuét hién & nhirtng bénh
nhan nay. Nhw vay, viéc danh gia nguy co
huyét khéi trwdc didu tri, theo doi va dw
phong 1a can thiét dé tranh cac bién chirng,
lam gian doan diéu tri cho bénh nhan d&c biét
voi ci&c phac dd c6 IMID két hop
Dexamethasone.

Kién nghij

Can tién hanh xét nghiém day du cac yéu
td lien quan dén ting dong & bénh nhan da u
tdy xwong va diéu tri dy phong véi aspirin khi
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bénh nhan cé xét nghiém thé hién tinh trang
tang dong ngay truérc diéu tri.

L&i cam on

Chung t6i glri Ioi cdm on chan thanh toi:
Ban giam hiéu Pai hoc Y Ha Noi, Phong quan
ly dao tao Sau dai hoc (Trwdrng Pai hoc Y Ha
N6i), Ban lanh dao Vién Huyét hoc — Truyén
méau Trung wong, B6 mén Huyét hoc —
Truyén mau dai hoc Y Ha Noi, Khoa Bénh
méu tdng hop (H5) Vién Huyét hoc — Truyén
mau Trung wong, cing toan thé céc déng
nghiép da tao didu kién, gitp d& cho nghién
ctru hoan thanh.
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SUMMARY

THROMBOSIS IN MULTIPLE MYELOMA: REPORTING SOME CASES
STUDY

Nguyen Thi Thao', Tran Thi Kieu My, Vu Duc Binh?
'Hanoi Medical University
National Institute of Hematology and Blood Transfusion

Thrombosis is a common complication in malignancies and multiple myeloma, one of the
leading causes of death and increased burden of disease in patients with multiple myeloma.
Objective: Investigating the factors are associated with the risk of thrombosis in multiple
myeloma patients. Subjects: Reporting 4 cases study thrombosis in multiple myeloma patients
were treated VTD regimen in H5 department — National Institute of Hematology and Blood
Transfusion. Methods: Cross-sectinal study, follow up. Results: All 4 patients had pre-
treatment hypercoagulation, 2/4 patients progressed to venous thromboembolism, 1/4 patient
had cerebral infarction after 2-3 cycles of VTD, 1 patient with venous thromboembolism
appeared before treatment. Conclusions: Hypercoagulation in multiple myeloma increases the
risk of thrombosis, especially with combination of immunomodulatory drugs and
dexamethasone.

Keywords: Multiple myeloma, hypercoagulation, venous thrombosis, immunomodulatory
drugs.
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