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XAY DYNG MO HINH PHAN TiCH CHI PHi - HIEU QUA CUA
PEMBROLIZUMAB SO VO CAC PHAC PO CHUAN TRONG PIEU TRI
UNG THU PHOI KHONG TE BAO NHO TAI VIET NAM

V6 Thi Thu Ha!, Lé D Thanh Pat?,

Nguyén Cao Pirc Huy?, Nguyén Thi Thu Thiiy?

TOM TAT

Phén tich chi phi — hiéu qua la mot cong cu khong
the thi€u khi ra quyet dinh danh gia t|nh hop ly cta
cac can th|ep y t€, trong doé xay dung moé hinh dugc
xem la mot trong nhifng budc quan trong nhat
Pembrollzumab (PEM) dugc Cuc Quan ly Thuc phadm
va Dugc pham Hoa Ky (Food and Drug Administration
- FDA) c6ng nhan vao nim 2016 nhu thubc dau tay
trong diéu tri bénh ung thu phéi khong té bao nho
(UTPKTBN). Tuy nhién gia thanh cao cla thudc 13 rao
can rat Ién khi ch| dinh thu6c trén thuc t& 1am sang,
ddc biét d cac qudc gia dang phét trién nhu Viét Nam.
Do d6 can phai xem xét tinh kha thi cta viéc lya chon
thuoc trén Iam sang dua tren phan tich chi phi - hleu
qua. Vai perdng phap mo hinh hoa két hop vai tong
quan tai liéu va tham van y kién cac chuyén lam sang,
nghién ctru d3 xay dung dudc md hinh phan tich chi
phi — hiéu qua dua trén phan mém Microsoft Excel
2013 vGi cau trdc mé hinh gom cac trang tinh toan
cho cac tham s6 dau ra (chi s6 gia tang chi phi — hiéu
qua, do nhay). Mo hinh cho phép phén tich chi phi —
hiéu qua cua PEM so vGi hda tri trong diéu tri
UTPKTBN giai doan tién xa tai Viét Nam.

T’ khéa: Chi  phi-hiéu qua mo
pembrolizumab, ung thu’ phdi khong t& bao nho.

SUMMARY
CONSTRUCT THE MODEL OF COST-
EFFECTIVENESS ANALYSIS OF
PEMBROLIZUMAB VERSUS STANDARD
THERAPY IN THE TREATMENT OF NON-
SMALL CELL LUNG CANCER IN VIETNAM
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Cost-effectiveness analysis is a tool used to aid
decisions about which medical care should be offered,
in which constructing model is considered one of the
most important steps. Pembrolizumab (PEM) was
recognized by the Food and Drug Administration (FDA)
in 2016 as the first-line drug in the treatment of non-
small cell lung cancer (NSCLC). However, the high
price of drug has been creating a large barrier in using
this drug in practice, especially in developing countries
like Vietnam. It is necessary to consider the feasibility
of drug selection in clinical practice based on cost -
effectiveness analysis. With modeling research method
combined with literature review and indepth-interview
with clinical experts, the cost — effectiveness analysis
model has been built based on Microsoft Excel 2013
software with model structure including calculation
pages for outcome parameters (Incremental cost —
effectiveness ratio (ICER), Sensitivity analysis). The
model allows to evaluate the cost — effectiveness of

PEM monotherapy versus chemotherapy in the
treatment of NSCLC in Vietnam.
Keywords: Cost-effectiveness, model,

pembrolizumab, non-small cell lung cancer.

I. DAT VAN PE

Nghién clru phan tich chi phi — hiéu qua la
mot trong nhitng céng cu ho trg trong qua trinh
ra quyét dinh gilp lua chon phuong phap diéu tri
t6i vu cho bénh nhan. Trong dé xay dung mo6
hinh phan tich chi phi — hiéu qua dugc xem la
mot trong nhirng budc quan trong dau tién cua
nghién cru. Pembrolizumab (PEM) (duGi tén biét
dugc la KEYTRUDA®) dugc Cuc Quan ly Thuc
phdm va Dugc phdm Hoa Ky (FDA) c6ng nhan
vao nam 2016 nhu liéu phap dau tay trong diéu
tri bénh ung thu phdi khdng t&€ bao nho
(UTPKTBN) di can. Tuy nhién gia thanh cao cla
PEM la rao can rat I6n khi chi dinh thudc cho
bénh nhéan, dac biét & cac qubc gia dang phat
trién nhu Viét Nam. Do d6 can phai xem xét tinh
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kha thi khi lua chon thudc trong thuc hanh lam
sang dua trén phan tich chi phi — hiéu qua. Vi
vay nghién cllu dugdc ti€én hanh nhdm muc tiéu
xay dung md hinh dé phén tich chi phi — hiéu
qua cua PEM so vGi cac phac d6 chudn trong
diéu tri UTPKTBN giai doan tién xa phu hgp véi
boi canh diéu tri tai Viét Nam.

Il. DOI TUONG VA PHUONG PHAP NGHIEN CU'U

2.1 Poi tugng nghién ciru: M6 hinh phan
tich chi phi — hiéu qua cla PEM trong diéu tri
UTPKTBN giai doan tién xa.

2.2 Phuong phap nghién ciru

Phuong phap: M6 hinh héa két hgp tdng
guan tai liéu va tham van y kién chuyén gia.

Cac budc xay dung mo hinh phan tich chi phi —
hiéu qua dudc trinh bay trong hinh 1.

[ Budc 1 ] [ Xay dung mo hinh phan tich chi phi — hiéu qua sg bo

[ Budc 2

J |

Tham van y kién chuyén gia lam sang

) {

[ Budc 3

Mo hinh phan tich — chi phi hiéu qua hoan chinh

Hinh 1. Cac budc xdy dung mé hinh

Budc 1: Xay dung mo hinh sg bo dugc thuc
hién dua trén téng quan cac md hinh phéan tich
chi phi — hiéu qua cua PEM so véi cac phac do
chuan trong diéu tri UTPKTBN giai doan tién xa
bdng phudng phép téng quan hé thdng theo
hudng dan PRISMA

Tim ki€Em cac nghién cu: Nghién ctu tién
hanh tim ki€m trén 4 nguon cg s@ dir liéu dién tr
la Pubmed, Cochrane, Science Direct va Embase
V@i cac cau lénh tim ki€m dua trén cac tir khoa:
“cost-effectiveness”, “cost effectiveness”
“pembrolizumab”, “non-small cell lung carcinoma”,
“non-small cell lung cancer”, "NSCLC".

Sang loc va lua chon nghién ciru: Cac nghién
ctu tim thdy dudc luva chon thong qua cac tiéu
chi lua chon (nghién cltu phan tich chi phi - hiéu
qua cla PEM véi cac phac dd chudn trong diéu

Bang 1. Bic diém cua mé hinh

tri budc 1, trén bénh nhan UTPKTBN, dugc viét
bang ti€éng Anh) va tiéu chi loai trlr (nghién clu
khong st dung mé hinh, khéng dua trén quan
diém ngudi chi tra, khdng tiép cin dugc bai toan
van; tdng quan hé thdng, thu gui ban bién tap,
bdo cdo ca, binh luan).

Trich xu&t, tdng hop va trinh bay di liéu: Céc
nghién cru dap Ung tiéu chi lua chon va loai trir
dudc trich xuét thdng tin bao gdém dic diém vé
md hinh nghién cltu, khoang thai gian, chu ky,
quan diém nghién clu, ty 1& chiét khau.

Xay dung mo hinh phan tich chi phi — hiéu
qua sd bd

TU két qua tdng quan, xdy dung md hinh
phan tich chi phi — hiéu qua cta PEM so véi cac
phac d6 chuén trong diéu tri UTPKTBN vGi cac
dac diém nhu bang 1.

STT Pac diém Yéu ciu

1 Cau tric cia mo hinh M0 ta cac trang thai bénh ly theo dién ti€n bénh

2 Chu ky mo6 hinh Khoang thdi gian tinh toan chi phi, hiéu qua

3 Khoang thdi gian Thdi gian udc lugng cac théng s6 nghién cru

4 QuaN thé nghién ctu Nhém bénh nNhéq dua vao n_”!c“) hinh v&i cac ddc di@:’m 1&m
sang nhat dinh dugc gia dinh trong nghién ctu

5 Cac can thiép so sanh Cac phac d6 dugc st dung trong nghién clru

6 Ti 16 chit khau Ty 1& nham tinh toan su thay d_c“)’i gia tri cla ca chi phi va

hiéu qua theo thai gian nghién ciu
7 Quan diém nghién cliu Thé hién khia canh, géc nhin, pham vi nghién c(fu
8 Churc ndng m6 hinh Udc lugng chi phi — hiéu qua cua ting phac do

Buoc 2: Tham van y ki€n chuyén gia

DE m6 hinh hoan thién hon va phan anh
ddng thuc trang diéu tri UTPKTBN giai doan ti€n
xa tai Viét Nam, mo hinh sé& dugc hiéu chinh bgi
cac chuyén gia lam sang tai bénh vién Chg Ray
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nam, dong y tham gia nghién clru) va tiéu chi
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loai trir (Khdng cung cap day du cac thong tin
cho buGi phdéng vén).

Budc 3: Xay dung mé hinh hoan thién

M6 hinh dudc xay dung trén phan mém
Microsoft Excel 2013 vdi cac trang tinh toan,
trang tham s8 dau vao, dau ra hoan thién dé tré
thanh céng cu phén tich chi phi — hiéu qua cla
PEM trong diéu tri UTPKTBN phu hgp vdi béi
canh diéu tri tai Viét Nam.

INl. KET QUA NGHIEN cU'U
3.1 Xay dung mo hinh phan tich chi phi
— hiéu qua sd bd. Dua trén cg sd dir liéu va

cau lénh tim ki€ém, dé tai ghi nhan 251 nghién
ctu (23 nghién clfu tir Pubmed, 16 nghién clru
tir Cochrane, 58 nghién cltu tir ScienceDirect va
154 bai tr Embase). T 251 nghién c(u tim
dugc, dé tai loai bo 88 nghién clru trung lap, 140
nghién clu khong théa tiéu chi lua chon, 11
nghién cru loai vi khong cé bai toan van. Cudi
cung, 12 nghién cu dugdc dua vao phan tich
tdng quan hé thdng. Trich xudt dir liéu vé dic
diém xay dung mé hinh clia 12 nghién cltu dudc
trinh bay trong bang 2.

Bang 2. Bdc diém mé hinh cua 12 nghién ciu duoc lua chon

Tac gia (nam xuat L0 A ps Khoang thai . [Chiét
STT ban) Quan diém Mo hinh gian Chu ky Khau
1 |Huang e (2017) Ngudi chi tra Songvfﬁ]tgpha” 20 ndm | 1tudn | 3%
7 Georgieva va cs Hé thong y té (Anh), Bayesian- Toan thai 1 thana | 3%
(2018)[3] ngudi chi tra (My) _Markov gian séng 9| 3%
3 |Insinga A (2018) Ngudi chi tra Songvfj?]tgpha” 20 ndm | 1tudn | 3%
Bhadhuri va cs N Song sét phan o ~ o
4 (2019)[2] NguGi chi tra viing 20 nam 1tuan | 3%
5 |Huang vz[a4§s (2019) Ngusi chi tra Songvfﬁ]tgpha” 20 n&m 1tudn | 3%
g |Insinga e (2019) Ngudi chi tra S°”9V3%tgpha” 20 n&m | 1tudn | 3%
7 |She va cs (2019) [8] Ngugi chi tra Cay -Markov 20 nam 6 tuan | 3%
g | Zeng S (2019) Ngudi chi tra Markov 20 nim 21 ngay | 3%
Zhou va cs (2019) v s o Khong | .,
9 [12] Ngudi chi tra Markov 10 nam d& cip 3%
Wan va cs (2020) v s Toan thai "
10 [9] Ngudi chi tra Markov gian s6ng 3tuan | 3%
0/ -
11 Wu va cs (2020) [10] Ngugi chi tra Cay —Markov 20 nam 21 ngay 35({;0
1p |Barbier ¥ (2021) Ngudi chi tra Markov 10 ndm |1 thang | 3%

Theo bang 2, phan I&n nghién cliru ap dung
md hinh s6ng sét phan vung (5/12 nghién ciu).
Thdi gian thr nghiém mo hinh khac nhau & moi
nghién cfu, dao doéng tr 10 nam dén 20 nam
hodc toan thdi gian séng cla ngudi bénh, vdi
chu ky tur 1 tuan, 3 tuan (21 ngay), 4 tuan va
nhiéu nhat la 6 tuan. Cac nghién ctru thuc hién
trén quan diém ngudi chi tra. Chiét khdu dugc

Bang 3. Pac diém cia mé hinh so b

ap dung cho ca chi phi va hiéu qua vai gia tri 3%
& da sO nghién clru.

Dua vao két qua tdng quan hé thdng, dé tai
xay dung mod hinh s6ng sét phan viung véi 3
trang thai ¢ ban: 6n dinh, tién trién va tir vong.
M6 hinh dudc xday dung trong phan mém
Microsoft Excel 2013 vdi cau tric gbm cac trang
tinh todn cac thong s6. Cac déc diém cua mo
hinh sd b6 dugc mo ta nhu trong bang 3.

Pac diém caa mo hinh

Xay dung mo hinh so bo

Cau trdc cta mo hinh

Mb hinh s6ng s6t phan viing vdi 3 trang thai: 6n dinh, tién trién va tir vong

Chu ky mé hinh

1 tuan

Khoang thdi gian mé hinh

Toan thdi gian s6ng clia bénh nhan

Ti |& chiét khau

3%
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Quan diém nghién ciu Quan diém bao hiém y t& (BHYT)
. R A Bénh nhan cd d6 tudi > 18 tudi, dudc chan doan UTPKTBN giai doan tién
Quan thé nghién cau xa 6 PD-L1> 50% ,
Can thiép so sanh PEM so véi cac phac do hda tri liéu chuan
o A Bénh nhan cd ddc diém dich té tuang duang vdi bénh nhan trong nghién
Gia dinh cua mo hinh citu 14m sang ,
Chirc nang ctia mé hinh | Cho phép phan tich chi phi-hiéu qua clia PEM so vdi cac phac do chuan

3.2 Tham van y kién chuyén gia

Dua trén tham van y ki€n nhdom chuyén gia, dé tai ghi nhan nhitng hiéu chinh can dugc thuc hién
vGi két qua trinh bay trong bang 4.

Bang 4. Téng hop tham vén y kién chuyén gia vé mé hinh so bé

Pac di€ém mo hinh Y kién dong gop cua cac chuyén gia
Cau tric rr;g nhéns%f han ving Phdp Vi dién tién bénh UTPKTBN giai doan tién xa
Chu ky mé hinh Hiéu chinh 3 tuan phu hgp vdi lich trinh tai kham cta bénh nhéan
Khoang thdi gian Phu hgp
Ti I chiét khau Phu hgp
Quan diém nghién cuu Phu hgp
Quan thé nghién clru Phu hgp
Can thiép so sanh , Phu hgp
Gia dinh mo hinh BO sung thém mot s gia dinh lién quan dén diéu tri
. A B& sung thém chirc ndng cho phép danh gia cac yéu t6 anh
Chtrc nang mo hinh hudng dén chi phi — hiéu qua ctia mé hinh

3.3 MO hinh danh gia chi phi — hiéu qua hoan thién. Sau khi tham van y kién chuyén gia
I&m sang, m6 hinh dugc hoan thién vai cau tric bao gom cac trang tinh todn dudc xay dung bang
phan mém Microsoft Excel 2013 dudc trinh bay nhu trong hinh 2.

HOME | INSERT  PAGE LAYOUT FORMULAS DATA  REVIEW  VIEW
= c - =t )
L 36 Cut Calibri 11 -l a A = - EF Wrap Text General - ‘ ';,“ | ~ s
y < =
Paste - B I U -~ - m A &= 5= S Merge & Conter - $ - % » | %8 9§ Conditional Formatas Cell
- 8 - . Formatting - Table - Styles

Alignment i Number ~ Styles

E F G K

Théng sé ddu vao

TIEN TRIEN

Hinh 2. M6 hinh phan tich chi phi — hiéu qua xady dung trén phian mém Excel

Gia dinh cia md hinh B Chirc néng ciia md hinh B

- B&nh nhan cé dic diém dich té, ti 1& bién - Uéc lugng ti Ié bénh nhan & maoi trang thai
chiing va tac dung phu trong diéu tri tuong tai cac thdi diém.
dugng vdi ti 1€ dugc nghién clu cla nghién cu - Phan tich chi phi — hiéu qua ctia PEM so vdi
Idam sang Keynote 024. cac phac db chuan.

- Gia thudc va dich vu y té€ & cac bénh vién - Cho phép danh gia cac yéu t6 anh hudng
tudn thu bang gia clia BO Y té. dén chi phi — hiéu qua.

- Bénh nhan tuan thi ding phac d6 huéng Thong s6 dau vao va dau ra cla mo hinh

dan chan doan va diéu tri. dugc trinh bay trong bang 5.
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Bang 5. Cac théng s6 ddu vao va ddu ra cia mé hinh

Cac théng s6 |

Noi dung

| Tén goi trang tinh toan

Thong s6 dau vao

SO lugng bénh nhéan
@ tiing trang thai
theo thdgi gian

Udc lugng bénh nhan & cac trang thai: on dinh,
ti€n trién, tr vong theo thdi gian

Pembrolizumab
Hda tri

Chi phi thu6c, chi phi quan ly bénh, chi phi diéu

CP thudc, CP quan ly bénh, CP

phi — hiéu qua diéu tri

Chi phi tri tdc dung phu, tdng chi phi m6i phac d  |quan ly TDP, CP titng phac d6
Hé s6 chat lugng Hé s6 chat lugng song theo thdi gian dén khi HG s5 CLS
song bénh nhan ti vong i
Thong s6 dau ra
Chi sG gia tang chi | Chi so gia tang chi phi — hiéu qua cta phac do Két qua

Phan tich do nhay

D0 nhay 1 chiéu va xac suat

Phan tich d6 nhay

IV. BAN LUAN

Dé tai da xay dung hoan thién mé hinh phan
tich chi phi — hiéu qua ciia PEM so v@i cac phac
dd chudn trong diéu tri UTPKTBN giai doan tién
xa trén nén tang Microsoft Excel 2003. Bay dugc
coi la cdng cu quan trong d€ danh gia tinh chi
phi — hiéu qua ctia PEM ciling nhu udc lugng murc
d6 anh hudng cla cac thong s6 dau vao Ién két
qua va tinh chdc chan cla cac két qua thu dugc.
Mdc du trén thé giGi cd nhiéu nghién clru phan
tich chi phi — hiéu qua cia PEM da dugc tién
hanh vé6i phuong phap mé hinh héa nhung tai
Viét Nam chua c6 dé tai nao tuong tu dugc thuc
hién cho dén thdi diém hién tai. Hon nira dé c6
th€ (ng dung md hinh tai Viét Nam, can co
nhirng diéu chinh phu hgp véi thuc té |am sang.
Vi vay, la nghién ctu dau tién dugc thuc hién
lién quan dén chu dé nay, dé tai mang tinh (ng
dung cho nhitng nghién ciru vé chi phi — hiéu
qua clia PEM trong tucng lai dong thdgi co gia tri
tham khao cho nhiing dé tai tuong tu. Deé tai da
lwa chon md hinh sdng sét phan vung dé xay
dung V@i 3 trang thai cd ban: 6n dinh, tién trién
va tlr vong tuong tu’ véi cdc mo hinh trong phan
I6n nghién cltu da dudc xay dung trén thé gidi
nhu nghién cdu clda Insinga (2019), Huang
(2019),...[4], [7]. Khac v8i mo6 hinh Markov
thudng dugc sir dung trong cac nghién clu vé
chi phi — hiéu qua tai Viét Nam trudc day, mo
hinh s6ng sét phan vung phu hgp han véi cac
bénh ung thu nhu UTPKTBN giai doan tién xa khi
ma bénh nhan dang & trang thai bénh tién trién
sau khong thé quay trd lai trang thai bénh ban
dau. M6 hinh s6ng sét phan ving co thé sir dung
truc ti€p thong s6 dau vao la cac dudng cong
song sot Kaplan- Meier dugc cong bd trong cac
thir nghiém 1am sang va tir d6 cd thé thiét 1ap
dugc cac ham sdng sot dé€ udc tinh ti 18 bénh
nhan & mdi trang thai ma khéng can xac dinh

tan s& chuyén ddi gilta cac trang thdi nhu' md
hinh Markov. M6 hinh dugc diéu chinh bdi cac
chuyén gia 1dm sang dé& phu hop véi bdi canh
diéu tri tai Viét Nam. Trong cac nghién clfu nudc
ngoai, khung thdi gian trong mo hinh séng sot
phan vung thudng la 10 hodc 20 ndm, dé tai lua
chon khung thgi gian la toan thdi gian s6ng cla
bénh nhan dé phu hgp vdi thuc trang cla bénh
UTPKTBN giai doan tién xa tir d6 danh gia dugc
su’ khac biét vé chi phi — hiéu qua gilta cac phac
d6 diéu tri. S&r dung hgp ly cac phudng phap
phén tich kinh t& dugc, mé hinh xdy dung co thé
cung cap cong cu hitu ich cho co quan quan ly y
t€, cac chuyén gia lam sang trong viéc lua chon
phac do6 diéu tri t6i uu cho bénh nhan va tu dé
dé xudt cac chinh sach y t& d€ lam gidm ganh
nang kinh té cho bénh nhan va xa hoi.
V. KET LUAN

MO hinh dugc xay dung trong phan mém
Microsoft Excel 2013 vdéi cdu tric mo hinh bao
gobm cac trang tinh toan cac tham sé dau ra cho
phép phan tich chi phi — hiéu qua cla PEM trong
diéu tri UTPKTBN, danh giad dudc cac yéu to lién
guan dén chi phi — hiéu qua va cho phép cap
nhat cac tham s& dau vao dé thu dugc két qua
cap nhat nhit cho ting thdi diém nghién clu
nhat dinh.
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DANH GIA HIEU QUA CUA PHU'O'NG PHAP CAN THIEP NOI MACH
TRONG PIEU TRI CHAY MAU TA TRANG

Lé Thanh Diing?, Truwong Bich An?, Thian Vin S§*

TOM TAT

Muc tiéu: Danh gia tinh hiéu qua va an toan cla
phuong phap can thiép nit mach cam mau trong diéu
tri bénh nhan (BN) chdy mau ta trang cdp tinh. DO
tugng va phuong phap nghién ciru: Nghién ciu
h6i ciu/tién ciu mé ta tor 01/01/2020 dén
31/05/2021, 21 BN dugc chan doan chay mau ta trang
va can thiép ndi mach cdm mau tai Bénh vién Hiu
nghi Viét Duc. Két qua: Ty Ié thanh cong vé ky thuat
va lam sang lan lugt la 21/21(100%) va 14/21(66,7%)
trudng hop. Ty 1€ bién chitng sém chay mau tai phat
chiém 4/21(19%), trong dé 1 BN dugc nut mach lan
hai, 3 BN dugc noi soi nhdc lai hodc phau thuat cam
mau sau nat, 1 BN u ta trang sau ndt mach cé bién
chu’ng thi€u mau ta trang dugc kiém tra lai bang noi
soi va diéu tri phau thuat. Ty I& tr vong trong vong 30
ngay sau nut la 9/21 (42. 8%), trong do6 2 BN nang Ién
do u tién trién ma khdng cd bi€u hién chay mau tleu
hoa tai phat. K&t luan: Can thlep nit mach cam mau
la mét phucng phap an toan, hiéu qua trong klem
soat chay mau ta trang that ba| vGi diéu tri cdm mau
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qua n0| soi, nhat Ia do6i véi nhitng BN thudc nhom cao
tudi, co benh ly ndi khoa két hgp.

SUMMARY
THE RESULTS OF THE ENDOVASCULAR
EMBOLIZAITON IN TREATMENT OF

DUODENAL BLEEDING

Purpose: To evaluate the efficacy and safety of
endovascular embolization in treatment of acute
duodenal bleeding. Materials and method:
Retrospective and prospective descriptive study, from
January 2020 to June 2021, 21 cases diagnosed as
duodenal bleeding, were alternatively attempted to
the transcatheter arterial embolization (TAE) under the
guidance of DSA (digital subtraction angiography).
Results: The technical and clinical success rates of
TAE were respectively 21/21 (100%) and 14/21
(66,7%). The early complication of recurrent bleeding
rate for 4/21 (19%), of which 1 patient was embolized
for the second time, the last 3 cases were repeated
endoscopic or hemostasis surgery secondary. There
was 1 case with duodenal ischemic complication
checked by repeated endoscopic post —
embolotherapy due to duodenal tumor, followed by
surgical intervention. Mortality rate within 30 days
after embolization was 9/21 (42.8%), 2 patients had
poor prognosis due to tumor progression without
rebleeding, the remaining patients was affected by
underlying diseases, coagulation disorders, death
leaded by hemorrhagic shock or multiple organ failure.



