GIOI THIEU LUAN AN
1. Pit véan dé

Ung thu phéi (UTP) 14 ung thu phd bién nhét va la nguyén nhan hang
dAu dan dén tir vong trén toan thé gidi trong nhitng ndm gan day.

Lién quan gitta UTP véi viém va dap ung viém ngay cang duoc
quan tam va co lién quan chat ché voi nhau. Viém dong vai tréo quan
trong trong tao vi moi truong u, thuc dy ting sinh va ting trudng
khéi u, xAm 14n té bao u, ting sinh mach, ting toc di cin va thoi gian
song thém ciia bénh nhan. Boi vy, ddu 4n viém c6 thé tré thanh yéu
tb phu hop trong tién lugng UTP. Viéc xac dinh cac du 4n viém va
dap ung mién dich dé thuc hién, voi chi phi thép va dugc s dung
rong rdi trong thyc hanh lam sang nhu sO luong tiéu cau (SLTC), sd
luong bach cau (SLBC), lymph6, ménd, bach céu trung tinh (BCTT),
ty 1¢ bach cdu trung tinh/lymphé (NLR), ty 1& sd luwong tiéu
cau/lymphé (PLR).

Bén canh viéc phat hién mdi lién quan gilta nhirng dau 4n vién voi
phat trién ung thu, thi gin day ciing c6 mot sb nghién ctru vé nhimg
bat thuong dong cAm mau trén bénh nhan UTP da duoc ghi nhan.
Thay d6i dong cam mau thudng duge phat hién trong ung thu phdi va
mirc do hoat hoa hé théng dong cAm maéu va tiéu soi huyét co lién
quan dén tién trién 1am sang cta bénh.

Hoat hoa hé théng dong cAm mau va tiéu soi huyét (TSH) 6 bénh
nhan UTP c6 thé biéu hién & muc do 1am sang va can lam sang. D6 la
mot phan tmg phirc tap, c6 vai tro quan trong trong co ché bénh sinh
cua huyet khoi va triéu ching bénh. Bénh nhan (BN) c¢6 biéu hién
huyét khdi tinh mach sau hodc ting dong mirc do can 1am sang ludn
lién quan dén tang truong khéi u, di can, diéu hoa dap tmg viém, ting
sinh mach, va c6 tién lugng XAu.

Trén thé gidi da co mot sd nghién ciru vé thay doi huyét hoc, dong
cam mau va hé thong tiéu soi huyét trén bénh nhan UTP. Song & Viét
Nam nhitng nghién ctru vé van dé nay con it, trong khi d6 UTP 1a bénh
kha phd bién. Vi vdy, chiing t6i tién hanh dé tai nay véi muc tiéu:

1. Nghién ciru sw thay doi cdc chi sé té bao mdau ngoai vi va dong

mau trén bénh nhdn ung thw phoi nguyén phat.

2. Phan tich méi lién quan giita thay doi mét sé chi s té bdo

madu ngoai vi va déng mdu véi dic diém lam sang cia bénh
nhén ung thw phéi nguyén phdt.



2. Tinh cp thiét ciia luin 4n

Theo T6 chirc Y té thé gidi bao cdo nam 2012 wdc khoang 1,8
triéu nguoi moi mic va khoang 1,59 tri€u bénh nhan tr vong do UTP
trén toan cau. Pén nim 2018 con sd nay ting lén khoang 2,1 tridu
nguoi moi mic va khoang 1,8 triéu bénh nhan tir vong. Mic du da co
nhiéu tién bo trong diéu tri va chan doan UTP, nhung tién luong UTP
van con 1a van dé khé khan, ty 1¢ séng thém sau 5 nam thap, chi
khoéang 15%.

3. Nhirng dong gop méi cia ludn an

- Xac dinh duogc ty 1€ thiéu mau, tang ) Iwgng bach ciu, tang )
lwong tiéu cau, ting luong fibrinogen, nong d6 D-dimer va ty 1& bét
thuong mot s6 cht khang dong sinh 1y & bénh nhan UTP.

- Ty 1& huyét khi

- Méi lién quan gilta thé moé bénh hoc, NLR, PT(%), lugng
fibrinogen, va nong d6 D-dimer véi kich thudc khi u.

- Lién quan giita SLTC, lugng fibrinogen va ndng do D-dimer véi
giai doan bénh.

- Xéc dinh dugc cac yéu td gdm SLBC, LMR, PT(%) va CTintem -
1a nhitng yéu t6 co gia tri tién lwong doc 1ap véi TGSTTB & bénh
nhan UTP nguyén phat.

4. B6 cuc ciia luin an: Luén an gdm 146 trang. Ngoai phan dit
vén dé (2 trang), két luan va kién nghi (3 trang), luén 4n c6 4 chuong.
Chuong 1: Tong quan (35 trang); Chuong 2: Di tuong va phuwong
phap nghién ciru (18 trang); Chuong 3: Két qua nghién ctru (37
trang); Chuong 4: Ban luan (51 trang). Luén 4n c6 47 bang, 16 biéu
dd, 2 hinh minh hoa va 4 so d6. Luan an ¢ 203 tai liéu tham khao,
trong d6 ¢ 19 tai liéu tiéng Viét va 172 tai liéu tiéng Anh.

CHUONG 1:TONG QUAN TAI LIEU
1.1. Pac diém dich té, yéu to nguy co' va co ché gay ung thw phéi
1.1.1. Pc diém dich té hoc ung thw phéi nguyén phat
UTP ciing 14 ung thu c6 ty 1& tir vong cao nhit trén toan cau. Theo
thong ké cia TCYTTG (2018) wéc co khoang 1,8 triéu trudng hop tir
vong do UTP va chiém 18,4% tng sb truong hop tir vong do ung
thu. O Viét Nam, nam 2012, ¢6 trén 19.000 truong hop tir vong do
UTP, chiém tong s6 20,6%. Ty 1¢ tir vong & nam gidi 1a 37,2/100.000
dan, & nir gii 1a 10,9/100.000 dan. Pén nam 2018 s ca tir vong do
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1. Clinicians can conduct D-dimer concentrations, and ROTEM
testsfor LC patients to detect a condition that activates plasma
coagulation in these patients.

UTP 1a 20.710 trudng hop (chiém 19,14%) téng sb trudng hop tir
vong do ung thu (dung hang tha 2 sau ung thu gan).

L1.2. Yéuté nguy co'va co ché bénh sinh ung thuw phéi

1.1.2.1. Cacyeu 10 nguy co

Theo To chirc Y té Thé gidi, hut thude 1a, thude lao, xi ga, tiu
hodc cac tac dung cua hut thudc khéac co ddt soi thude 14 (goi chung
1a thudc 14) da gay chét 100 triéu ngudi trén toan thé gidi.
1.1.2.2. Co ché bénh sinh ung thuw phoi

O muc do té bao va phan tir cho thy céc té bao ung thu c¢6 nhiéu sy
thay ddi ca vé s6 lugng va céu triic NST khéng hdi phuc 14 nhimg chi
diém quan trong cua su xuét hién UTP.

Cung voi bat thuong NST 1a cac bat thuong vé gen nhu: gen P53
lién quan dén stra chita ADN, phan chia t& bao, chét theo chuong
trinh va diéu hoa tiang truong té bao. Ho gen Ras (K-ras, Hras, Nras)
1a cac gen tién ung thu quan trong trong phat trién UTP. Dot bién
EGFR (HERI1) 1a mot loai cia nhém protein dan truyén tin hiéu
xuyén té bao.

1.2. Mot sé két qua nghién ciru vé thay ddi huyét hoc, dong mau
trong UTP.

1.2.1. Thay doi té bao mdu trong ung thuw phoi

1.2.1.1. Thiéu mdu trong bénh nhdn ung thwphtfi

Trong ung thu, ty 1¢ thiéu mau c6 thé gap 30% bénh nhan. Tuy
nhién, ty 1¢ nay phu thudc vao tirng loai ung thu. Thiéu mau trong
ung thu ¢6 thé lién quan dén qua trinh tu din bién ciia bénh hodc do
diéu tri nhu hoa tri liéu hodc xa tri va/hoac phau thuat. Cac yéu té
lién quan den thiéu mau thuong gap 1a rdi loan chuyén hoa sit, giam
so luong té bao dau dong cua dong hong cau trong tuy xuong, tang
nong do cac chit cytokin gy viém, tan mau ngoai mach, di hoa cia
nhitng BN ¢6 ganh ning u va lién quan dén thiéu hut erythropoietin.
Theo két qua nghién ctru cua Aoe K va CS (2005) nghién ctru trén
611 bénh nhan UTP cho thay ty 1¢ thiéu mau 1a 48,8%, trong do ty 1
thiéu mau trong UTP KTBN la 50,62% va ty 1¢ thiéu mau & UTP
TBN 14 43,88%. Lién quan dén thiéu mau va giam TGST da dugc
chimg minh, trong nghién ctru tac gia cho thdy nhom BN bi thiéu
méau ning c¢6 TGST trung vi 1a 4,4 thang va ty 1& song thém sau 1
nam 1a 14,7%; trong khi d6 & nhém BN bi thiéu mau mirc do trung
binh ¢6 TGST trung vi 1 7,6 thang va ty 1& séng thém sau 1 nam la



33,6%; & nhém BN bj thiéu mau nhe c6 TGST trung vi la 8,8 thang
va ty 1& séng thém sau 1 nim 1a 34,4 %; va & nhom BN khong thiéu
méu c6 TGST trung vi 1a 11,8 thang va ty 18 song thém sau 1 nam la
49,6%, su khac biét gitta cac nhom véi p<0,001.
1.2.1.2. Thay déi sé lwong bach cdu, tiéu ciu trong ung thw phoi

Tang SLBC 1a triéu chung thuong gap trong BN UTP hodac 1a tai
thoi diém chan doan hodc 13 trong qué trinh diéu tri bénh. N6 c6 thé
do mét hogc nhiéu yéu t6 nhu nhiém trung, ung thu di can tuy xuong,
hodc diéu tri bé‘mg phéc dd co str dung corticosteroid. Tuy nhién, BN
UTP thuong co biéu hién tang SLBC ma khong lién quan dén nhitng
yéu t6 trén. Do 1a tang bach cdu do khbi u (tumor related
leukocytosis), nguyén nhén chinh la do san xuit cac cytokin kich
thich sinh mau mat kiém soat tir té bao u. Den nay, da c6 trén 40
cytokin kich thich sinh mau khéc nhau dugc tong hop tir té bao UTP
hodc dong té bao u khac di duoc xac dinh. Nghién ciru cia Boddu P
va CS (2016) trén 571 bénh nhan UTP KTBN cho thdy ting bach cau
do u khong nhiing 1a yeu td tién luong xau tur rat sém ma con c6 thé
gitip phan biét giita t6n thuong lanh tinh va t6n thuong 4c tinh. Ty 18
tang SLBC 1a 9,90%, tang SLTC 1a 5,15% va tang ca SLBC va SLTC
1a 1,98%. Lién quan dén thoi gian song thém voi bat thuong SLBC,
SLTC tac gia cho thay & nhom BN ting SLBC c¢6 TGST trung binh
1a 3+0,5 thang, tang SLTC c6 TGST trung binh 1a 5+1,3 thang, nhém
tdng ph01 hop ca s6 luong bach tiéu cu co TGST trung binh la 2+1,6
thang déu ngin hon so véi nhém khong ting sb lugng bach tiéu cau
¢6 TGST trung binh 1a 16=1,3 thang v6i p lan luot 1a p<0,001,
p<0,001 va p=0,2.
1.2.2. Thay doi dong cam mdu trong ung thuw phoi.
1.2.2.1. Hogt hoa dong cdm mdu huyét twong trong ung thw

Tang dong la biéu hién thuong gép va lam tang nguy co huyét
khéi & bénh nhan ung thu. Co ché bénh sinh ciia huyét khéi trong ung
thu 1a phuc tap, thuong co lién quan dén bat thuong cta tam giac
Virchow (tinh trang dong chay, ton thuong mach mau va tang dong).
Lién quan gitra ung thu voi hé thong dong cam mau la tac dong qua
lai: mot mat 13, t& bao ung thu cd hoat tinh tién dong mau, c6 kha
ning hoat hoa tai chd hé théng dong cam mau dan dén bat thuong
d6ng cAm méau véi biéu hién huyét khéi va/hodc xuat huyét. R6i loan
d6ng cam mau 13 nguyén nhan thong thudng giy ra tr vong & bénh
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L ROTEM testswith overall survival
The LC patients with CTintenm™> 202 seconds had a median OS of
13 months, shorter than the LC group with CTinrtem<202 seconds
with the OS of 19 months, with p=0.017 (table 3.14).
Multivariate analysis of prognostic factors, CTremis an
independent prognostic factor for OS in patients with LC with
HR=2.030 and p=0.006 (table 3.15).

CONCLUSIONS

1. Change some peripheral blood cell indicators and blood
clotting
- The rate of anemia is 20.4%, increase WBC is 24.1%, increase
platelet count is 26.3%.

- Abnormal rate: reducing PT (%) to 7.3%; increasingfibrinogen
level by 40.1%, increasing D-dimer concentration by 53.3%, reducing
the PC by 10.2% and reducing PS by 32.8%, increasing the ASitem by
38.7%; increased ASextemto 28.5% and increased ASrsrem by 48.9%.

- The rate of thrombosis is 19.0%

2. The relationship between changes in some peripheral blood
cell parameters and coagulation tests with clinical characteristics.

* Relationship between some peripheral blood cell indicators and
coagulation tests with clinical characteristics and pathology.

- Relationship between platelet count, fibrinogen levels and D-
dimer levels with the disease stage in NSCLC patients (with p<0.05).

- Positive relationship between tumor size with NLR, finbrinogen
content, and D-dimer concentration (p <0.05).

* Relation between some peripheral blood cell indicators and
coagulation test with overall survival in patients with primary
LC4factors of WBC, LMR, PT(%), CTINTEM have
independentprognostic value on OS in primary LC patients.

RECOMMENDATIONS
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p<0.001 and the OS was also shorter than the group with WBC<7.8G/L
with HR=1,328 with p <0.001. Huang W (2018) studied 589 NSCLC
patients who saw WBC>7,805G/L with a shorter PFS with an
HR=1.386 (p=0.007) and with an OS with HR=1.379 (p=0.008).

= LMR with overall survival

LC patients had LMR>2.26 with median OS of 19 months,
longer than the LMR<2.26 group with a mean OS of 15 months, with
p=0.003 (table 3.13). In the multivariate analysis, LMR is an
independent prognostic factor in LC group with HR=0.513 (p=0.003)
(table 3.15).

The research results of some authors on this issue such as Li W
(2017) meta- analysis on 3,954 LCpatients found that in patients with
low LMR group, there was a shorter time DFS compared with
patients with high LMR with HR=1,431 with p< 0.001 and shorter
OS in the low LMR group with HR=1.651 with p<0.001. Minami S
(2018) studied 159 NSCLC patients. Gao Y (2017) studied 358
NSCLC patients. Teng J.J (2016) 8,377 meta-cancer analysis in
which 2,011 LC patients. Chen Y.M (2015) studied 1,310 patients.
Hu P (2014) studied 1,453 LC patients with also sawsimilar results.
4.3.2.2. The relationship between coagulation tests and overall
survival time.
= PT test with overall survival

Results in table 3.14 showed that LC patients had PT> 92.55%
with median OS of 22 months, longer than the LC group with
PT<92.55% with OS of 17 months, with p=0.038. Multivariate
analysis, PT(%) is an independent prognostic factor with HR=0.614
and p=0.033 (table 3.15).This result is similar to Zhu JF (2014) studied
of 275 patients with NSCLC found that the patients with PT<13.5
seconds was 15.4 months longer than that of patients with PT>13,5
seconds is 10.4 months with p<0.046. Tas F (2013) studied 110 LC
patients found that the rate of OS after 6 months in normal
PT(seconds) group was 80.7% compared to the prolonged PT(seconds)
group was 58.8% with p=0.05; OS of normal INR group was 81.7%
compared to the OS of increased INR was 57.5% with p=0.014.

nhan ung thu. Mat khac, hoat héa dong cAm mau kéo theo su tham
gia ciia té bao ung thu va chat dém u 1am khoi dong di can té bao ung
thu theo duong mau. Mot s nghién ciru mé bénh hoc cho thy co
hién tuong ling dong fibrin va ngung tip tiéu cAu & trong va xung
quanh khdi u, didu d6 chimg to c6 hoat hoa ddng cAm mau tai chd .
1.2.2.2. Vai tro ciia h¢ thong tiéu si huyét trong ung thw

Céc thanh phan cta hé thong plasminogen-plasmin déu tham gia
vao nhiéu qua trinh sinh 1y nhu phét trién phoi thai, han gin vét
thuong, ting sinh va di cu té bao ciing nhur trong bénh 1y 14 tang sinh,
xam lan va di cin u thong qua tic dong tang sinh mach va di cur té bao.
Lién quan giira hé thong plasminogen-plasmin va sinh hoc u 1a rét phuc
tap, song c6 y nghia trong vi€c tién lugng bénh. Toan bd cac budc tir
tang sinh, chét theo chuong trinh, di cu, xdm nhép té bao va tang sinh
mach déu c6 sy tham gia ciia hé théng plasminogen-plasmin.
1.2.2.3. Ung thw va huyét khoi

Huyét khdi 12 bién chimg thudng gip trong nhiing bénh 4c tinh va
n6 ciing gop phan lam ting mirc d6 ning cua bénh ciing nhu mirc do
tir vong. Huyét khdi ¢ thé biéu hién tién phat hodc c6 thé sau phau
thuat, sau xa tri hodc sau qua trinh hoa tri liéu chéng ung thu.

Ung thu ¢6 lién quan dén tang ty 1é méc huyét khoi tinh mach tir 4%
dén 20% va huyét khdi dong mach tir 2% dén 5%. C6 thé do thay doi cac
yéu tb dong mau, ting két dinh tiéu cu va giam tiéu fibrin 14 nhing co
ché chinh co thé giai thich huyét khéi lién quan dén ung thur.

CHUONG 2:POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. P6i twong nghién ciru

Gdm 137 BN duge chan doan xac dinh 1a UTP duoc diéu tri béng
phéc dd PC va IP tai Trung tam Y hoc hat nhan va Ung budu Bénh
vién Bach Mai trong thoi gian tir thang 3 nim 2014 dén thang 12 nam
2017 va 34 ngudi truong thanh khoe manh 1a nhom tham chiéu.
2.1.1. Tiéu chuén chon bé¢nh nhin

- Céc BN dugc chan doan xac dinh UTP nguyén phat.

- Méi diéu tri lan dau.

- Tir 16 tudi trd 1én.

- Tu nguyén tham gia vao nghién ctru.

- Chttc nang gan, than, binh thuong.



- Khong ding thude anh huong dén té bao mau va hé thong dong
mau nhu: heparin, khang dong duong udng va thudc chong két dinh
tiéu cau.

- Bénh nhan duoc diéu tri theo phac dd PC va 1P
2.1.2. Tiéu chudn logi triv khéi nghién ciru

Céc BN khong dap tmg cac tiéu chuan Iya chon trén va:

- C6 chan doan ung thu phdi thi phat do di can tir ung thu khac
dén phoi.

-Co chong chi dinh dleu tri hoa chét: suy gan, suy than, mac mot
s6 bénh cép va man tinh trAm trong va c6 nguy co tir vong gan.

- Phu nit ¢6 thai hodc dang nudi con bu.

- C6 két hop vé6i bénh ung thu khac.

- Khong dong y tham gia vao nghién ciru.

2.1.3. Tiéu chudn chon nhém tham chiéu

34 nguoi trudng thanh khoe manh dwoc Iya chon tir hoc vién,
nhan vién, ngudi kham strc khoe... ¢6 ti 1& nam/nir va do tudi twong
duong nhom bénh nhén nghién ctru. Khong c6 tién sir mic cac bénh
hé thong tao mau, roi loan dong cAm mau, khong dung céc thudc anh
hudng dén xét nghiém té bao mau, dong cim mau.

2.2. Phwong phap nghién ciru
2.2.1. Thiét ké nghién ciru

Phuong phap nghién ctru mo ta tién ciru, va c6 nhom ching.
2.2.2. C& mdu nghién ciru

C& mau nghién ciru dugce tinh theo cong thirc kiém dinh su khac
biét giira gia tri cua 2 bién dinh lwong (cong thic cua T6 chic Y té
Thé gi6i):

20° (Z\ o+ Zl—ﬁ )2
n=

(:ul - /42)2
Trong do :
e Mtrc tin cdy o =5%
eLuccuatest I-f =80%
®Z1-a2 =196
°Z g =0,842

e D¢ lénh chuan s =70.9
e Gia tri D-dimer nhom nguoi binh thuong pi= 375pg/l (ngudng
gia tri binh thuong)
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7em is 70% higher in the group with lung tumor size < 7cm is 41%,
and the difference is statistically significant with p<0.05.

L.P Ge (2015) studied 82 NSCLCpatients found that the rate of
increase of D-dimer in IV stage was 80.6% higher than that I1IB
stage of 50%, with p=0.047. Kaseda K (2017) studied 237 patients
with NSCLC, who found D-dimer levels different between those with
tumor size < 3 cm and> 3 c¢cm with p=0.023. Changes in coagulation
and fibrinolysissystems at the subclinical level were frequently
detected in LC patients, according to Ferrigno D (2001)studied 343
LC patients found that D-dimer abnormalities were 55%, AT III was
28%, factor VII is 27%, factor X is 20% and factor II is 16%. Lima
LG (2013), over 50% of cancer patients and more than 90% of
patients with metastases have coagulant abnormalities such as
prolonged and shortened PT, APTT, increase and decrease factor II,
V, VII, VIII, IX, X, XI, fibrinogen, AT III, degradation products of
fibri/fibrinogen.

4.3.2. The relationship between some white blood cell indicators
and coagulation tests with overall survival

4.3.2.1. The relationship between the white blood cells indicators
with overall survival time

% The white blood cell indicators with overall survival

Results in fable 3.13 showed that LC group had WBC> 7.3G/L
with median OS of 19 months, shorter than LC group with
WBC<7.3G/L with median OS of 23 months, with p=0,01.
Multivariate analysis showed that WBC was an independent
prognostic factor for survival in LCpatients with HR=2.805 with
p=0.028 (table 3.15).

This result is similar to the study results of Holgersson G (2012) on
1146 NSCLC patients found that patients group with WBC> 9.0G/L had
median OS of 11.6 months and the following survival rate 5 years was
3.1% while patients group with WBC 3.5-9.0 G/L had median OS of
15.4 months and the survival rate after 5 years was 10.4% with
p<0,0001. Liu W (2017) studied 1120 NSCLC patients who found that
the group with WBC>7.8G L had shorter PFS with HR=1,343 with
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patients, indicating a 32.7% thrombocytosis in the NSCLC higher
than thrombocytosis in the SCLC group of 6.6% with p<0.001.
Gonzalez Barcala F.J (2010) studied 481 LC patients who found no
association between platelet count and SCLC and NSCLC with p>
0.05; but is related to the disease stage with p=0.009.

4.3.1.2. Change some maternal imbalances, disease stage and tumor size

= Changes in the fibrinogen level according to disease stage and
tumor size

The correlation between the fibrinogen level and the diseasestage
(table 3.10) shows that the average fibrinogen level in II-1IIB stage is
3.74g/L lower than in IV stage of 4.58g/L, the difference is
significant for p<0.05 but not significant for SCLC (p>0.05).

In relation to lung tumor size (table 3.12) shows the proportion of
patients with fibrinogen levels> 4.8g/L with lung tumor size>7cm is
55% higher in the group with lung tumor size <7cm is 30,8%, and the
difference is statistically significant with p<0.05.

Zhu JF (2014) studied the fibrinogen level and platelet count with
OS in NSCLC patients with brain metastasis, showing a relationship
between the fibrinogen level and lymph node status (N), tumor size
(T) with p <0,05. Zhao J (2012) studied 160 NSCLC patients found
no relationship between changing the fibrinogen level before
treatment and after treatment with histopathology and disease stage
with p> 0.05. Chen YS (2014) studied 370 LC patients found a
relationship between fibrinogen level and histopathology with
p<0.001, associated with the disease stage in NSCLCpatients with
p<0.001; there was no association with the disease stage in SCLC
patients with p>0.05.
= Changes in D-dimer concentrations according to disease stage
and tumor size

Relation between D-dimer concentration and disease stage (table
3.10) shows that the average D-dimer level in II-IIIB stage is
1.04mg/L lower than in IV stage is 2.27mg/L difference significant
with p<0.05 but no difference in the SCLC patients (with p> 0.05).

In relation to lung tumor size table 3.12, the proportion of
patients with D-dimer level> 0.78mg/L in the lung tumor size group>

e Gia tri D-dimer nhom tir vong = 406,5pug/1 tir nghién clru ctua
Ursavas A va CS nam 2010.

Ap dung cong thic trén, ching ti tinh duge ¢ miu 1y thuyét 1a
80 BN. Trong nghién ctru nay, chung t6i ¢6 137 BN.

2.2.3. Npi dung nghién ciru cu thé
2.2.3.1. Nghién cvwu sw thay doi mot s6 chi s6 té bao mdu ngogi vi
va dong mdu trén bénh nhdn ung thw phéi nguyén phat.

* Cdc thong sé dinh gid thay déi té bao mdu ngogi vi

- Hong cau: SLHC, HST, MCV, MCh, MCHC, RDW-CV%

- Bach cau: SLBC, BCTT, lymphd, ménd, NLR, NWR, LWR,
LMR, MWR, PLR

- S6 luong tiéu cau (G/L).

* Cdc thong sé ddnh gid thay déi dong mdu.

- PT (INR, ty 1€ %), APTTr, fibrinogen, D-dimer, anti thrombin
11, protein C, protein S

-ROTEM: INTEM, EXTEM, FIBTEM (céc chi s CT, A5, MCF, TPI)

* Thoi diém ld'y mdu lam xét nghiém trong nghién cuu

Mau méu 1am xét nghiém dugc léy sau khi ¢6 chan doan x4c dinh
va trude khi tién hanh diéu trj 1an dau.

* Cdc thong sé lam sang va cin lim sing khdc st dung tron
nghién cuu nhu: thé mo bénh hoc, giai doan bénh, kich thudc khoi
u, tinh trang huyét khdi va thoi gian sdng thém toan bo.

2.2.4. Thu thdp va phwong phap xw ly thé'ng ké

- S6 lidu cua timg bénh nhan nghién ciru dugc ghi theo mdt mau
bénh 4n nghién ctru thong nhat

- Cac sb liéu thu thap s& dugc ma hoa va xir Iy, phén tich trén
chuong trinh SPSS 16.0.

2.2.5. Khia canh dao dirc cia dé tai

Nghién clru nay tién hanh ¢ ddi tuong 1a bénh nhan duogc chén
doan va diéu tri thudng quy tai Trung tdm Y hoc hat nhan va Ung
budu Bénh vién Bach Mai.

Thuc hién nghién ciru khi duoc sy déng y cua bénh nhan va gia
dinh bénh nhén, khong can thiép diéu tri, khong yéu cau bénh nhan
chi phi, chi nhim bao vé va nang cao sirc khoé cho bénh nhan, khong
nhim muc dich nao khéc.



CHUONG 3: KET QUA NGHIEN CUU

Qua nghién ciru 137 BN duogc chan doan UTP va 34 nguoi truong
thanh khée manh, chiing t6i thu dugc mot s6 két qua sau.
3.1. Mt s6 dic diém vé tudi va giéi cia bé¢nh nhan nghién ciru

Bdng 3.1. Phin bé bénh nhan theo tudi va gidi

Nhém NC | Bénh nhin Tham chiéu

Chi s6 (n=137) (n=34) P
Tudi (ndm) 58,6+9,0 55,0+14,6 >0,05
<45 13 (9,5%) 9 (26,5%) >0,05
Nhom 45-59 57(41,6%) 11 (32,4%) >0,05
tudi 60-75 64 (46,7%) 13 (38,2%) >0,05
>75 3(2,2%) 1 (2,9%) >0,05
Nam 112 (81,8%) 26 (76,5%) >0,05
Gidi Nir 25 (18,2%) 8 (23,5%) >(,05

Ty 1¢ nam/nit 4,5 3,3 -

Nhan xét:

+ Tubi trung binh va nhém tudi giita nhém bénh nhan va nhom tham
chiéu khong c6 su khéc biét co y nghia thng ké (voi p>0,05).
+ Trong nhém UTP, bénh nhan nam (chiém 81,8%), gap nhiéu hon
bénh nhan nit (chiém 18,2%) va ty 1& nam:nit 1a 4,5.
3.2. Mgt s6 thay ddi vé té bao mau ngoai vi va xét nghiém dong mau
3.2.1. Mt s6 diic diém té bao mdu ngogi vi
Bing 3.2. Dic diém cdc chi sé héng cau é bénh nhin UTP va
nhém tham chiéu
6om NC Bénh nhian Tham chiéu

Chi sb n X+Sp | 0 X +SD P

SLHC (T/L) | 137 | 45+0,6 | 34 | 49405 | <0,01
HST (g/L) 137 | 133,6517.6 | 34 | 143,4+13,5 | <0,01
MCV (fl) 137 | 894469 | 34 | 884%6,1 | >0,05

MCH (pg) 137 | 29,742,6 | 34 29,542.5 >0,05
MCHC (g/L) 137 | 330,1+28,1 | 34 | 333,1+13,5 | >0,05
RDW-CV% 137 13,7+1,3 34 12,7+£0,9 | <0,001
Nhdn xét:

- Sb Iwong hdng cAu, Trong huyét séc t5 & nhom bénh nhan UTP thép hon so
v6i nhom tham chiéu va s khac biét c6 y nghiia théng ké voi p<0,01.

- Chi s6 RDW-CV% & nhém UTP cao hon ¢6 ¥ nghia théng ké so
v6i nhom tham chiéu, sy khac biét c6 ¥ nghia thong ké véi p<0,001.

45

inflammatory cytokines, peripheral blood dissolution, erythropoietin
deficiency [49]. Cancer patients with anemia and consequently a
partial reduction in blood oxygen pressure in the tumor can cause
genetic changes and increase tumor growth, promote vascular
proliferation and enhance metastasis. In addition, hypoxemia may
reduce the response to chemotherapy, radiation therapy through the
development of multi-drug resistance and against apoptosis.
£ Changes in the number of leukocytes, stage disease and tumor size
The average WBC at the extensive stage is the highest at 12.3G/L
and the lowest at II-IIIB stage. However, we have not found any
difference in WBC between the stage in LCpatients with p> 0.05
(table 3.9). Increasing WBC in cancer may be due to tumor cells
increasing cytokin synthesis. Stimulating blood production like G-
CSF (Granulocyte conlony stimulating factor). Similarly, anemia and
thrombocytopenia in cancer are considered as near-phenomenon,
although the mechanism of abnormal blood cell generation in LC is
not fully understood, but the soluble molecules are related to tumor
cells is one of the possible mechanisms. These molecules are secreted
from tumor cells and stimulate the patient's body to cause
leukocytosis, anemia and thrombocytopenia.
4 Changes in platelet count, disease stage and tumor size.

Platelet count by disease stage (table 3.9) shows that the average
platelet count in IV stage is statistically higher than in II-IIIBD stage
(p <0.05). The platelet count in the limited stage was significantly
higher than the extensive stage with p<0.05. Kim M (2014) studied in
199 NSCLC patients found that the rate of increased platelet countin
the squamous cellgroup was higher than that of adenocarcinoma
group with p=0.002. The rate of increase platelet countis not related
to the disease stage with p>0.05. Yang L (2018), the correlation
between circulating tumor cells with D-dimer and platelet count in
LC patients showed an association between platelet count and disease
stage and distant metastasis with p<0.05. Kim K.H (2014) studied the
prognostic significance of fibrinogen and platelet count in late-stage
NSCLC patients showed no relation between platelet count and
disease stage with p=0.91.Kotsori AA (2006) studied 317 LC
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Thrombotic manifestations indicate that thrombosis occurs
mainly in patients with advanced stage LC (IV stage in the NSCLC
group is 23.6%; the extensive stage of SCLC is 18.2%) (table 3.8).

The rate of thrombosis in our study is similar to the thrombosis
rate of some foreign authors. Blom WIJ (2004) studied 678 NSCLC
patients with thrombosis manifesting 5.75%, the rate of thrombosis is
higher in adenocarcinoma group compared with squamous
cell(HR=3.1).The incidence of thrombosis increases during
chemotherapy, or radiation therapy or when there is distant
metastasis. The author also recommends that anticoagulation therapy
for patients with LC or LC patients develop distant metastasis to
prevent thrombosis [79]. Walker AJ (2016) was studied 10,598 LC
patients with 364 DVT (accounted for 3.6%), of which the highest
rate of adenocarcinoma was 27.5%, squamous cell was 20.3%, SCLC
was 9.1%. The median time of thrombosis diagnosis was 107 days, of
which the risk of thrombosis in the first 6 months was 76.7/1000
people/year and 15.8/1000 people/year in the first year after
diagnosis. The incidence of thrombosis in adenocarcinoma is higher
than that of squamous cell with HR=1.9. The rate of thrombosis in
distant metastasis was higher than that of the group without distant
metastasis with HR=1.8. The author also found a relationship
between thrombosis and pathology with p=0.017
4.3. Relation between changes in some peripheral blood
cellsindicators and coagulation tests with clinical and subclinical
characteristics
4.3.1. Change some peripheral blood cellsindicators and
coagulation tests according to disease stage and tumor size
4.3.1.1. Change some peripheral blood cells indicators according to
disease stage and tumor size
= Changes in hemoglobin concentration according to the disease
stage and tumor size
The average Hb of LC patients by stage group (table 3.9) shows that
the average Hb in IV stage is 132.6g/L, the lowest among the stage
groups. However, there is no correlation between the Hb and the
disease stage (with p> 0.05).

Chen Z (2017) studied 821 LC patients who found hemoglobin
difference between T stages with p<0.01. Anemia in LC is often
associated with a number of iron metabolic disorders, reduced stem
cell count of red blood cells in the bone marrow, increased

Bing 3.3. Dic diém cdc chi sé bach cau ¢ bénh nhan UTP va
nhom tham chiéu

6m NC Bénh nhén Tham chiéu P

Chisd B n X +SD n X +SD

SLBC (G/L) 137 | 10,57+4,15 | 34 6,71£1,56 | <0,001

BCTT (G/L) 137 | 7,22+3,76 34 3,77€1,18 | <0,001

Lympho (G/L) | 137 | 2,12+0,85 34 2,25+0,72 >0,05

Moénéb (G/L) 137 | 0,89+0,48 34 0,40+0,12 | <0,001

NLR 137 | 3,97+3,26 34 1,78+0,70 | <0,001

NWR 137 | 0,22+0,08 34 0,55+£0,08 | <0,001

LWR 137 | 0,22+40,08 34 0,34+0,11 | <0,001

LMR 137 | 2,81+£1,61 34 5,90+1,82 | <0,001

MWR 137 | 0,09+0,04 34 0,06£0,01 | <0,001

PLR 137 | 175,58490,33 | 34 | 123,32433,09 | <0,001
Nhdn xét:

- S6 luong bach ciu, bach cdu trung tinh, ménd, NLR, MWR va
PLR trong nhém UTP cao hon so vdi nhém tham chiéu, su khac biét
¢6 y nghia thong ké véi p<0,001.

-NWR, LWR, LMR trong nhom UTP thap hon so v6i nhom tham
chiéu, sy khac biét co y nghia thng ké véi p<0,001.

Bing 3.4. Diic diém s6 lwong tiéu cau ¢ bénh nhin UTP va nhom
tham chiéu

SLTC Bénh nhén Tham chiéu P
Nhém n X £SD n X +SD

SLTC (G/L) | 137 | 330,1£122,7 | 34 | 259,3+42,6 | <0,001

Nhdn xét: SLTC trung binh cua nhém UTP cao hon nhiéu so voi SLTC
trung binh ¢ nhom tham chi€u, s khac biét c6 ¥ nghia véi p<0,001.
Bdng 3.5. Ty I¢ bat thwong ciia mét so chi s6 TBMNV

Dot didu tri Truée diu tri (n=137)

Chi sb n Ty 18 %
Thiéu mau 28 20,4
<4,0 0 0,0
SLBC (G/L) >12,0 33 24,1
SLTC (G/L) <150 4 2,9
>400 36 26,3
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Nhin xét: ty 1& thiu mau 1a 20,4%, ting SLBC la 24,1%, c6
26,3% bénh nhén ung thu phdi ¢6 ting SLTC va 2,9% bénh nhan co
giam sb lucng tiéu cau<150G/L
3.2.2. Mét so thay doi vé xét nghiém dong mau

Bing 3.6. Dic diém mot sé chi s6 dong mdu & bénh nhin UTP va
nhém tham chiéu

Nhom NC Bénh nhan Tham chiéu
XNDM n } +SD n } +SD P
PT% 137 193,94+13,21 | 34 | 108,48+17,13 | <0,001
PT-INR 137 | 1,05+0,11 | 34 0,97+0,07 | <0,001
APTTr 137 | 1,04+0,15 | 34 0,99+0,09 <0,01
Fibrinogen (g/L) | 137 | 4,40+1,49 | 34 3,16£0,74 | <0,001
D-dimer (mg/L) | 137 | 2,00+£3,74 | 34 0,24+0,22 | <0,001

Nhdn xét:

- O nhom UTP c6 ty 1& PT(%) trung binh thip hon, chi sé INR,
lwong fibrinogen va nong d6 D-dimer trung binh cao hon so véi
nhém tham chiéu, voi p<0,001.

- APTTr trung binh & nhém UTP 16n hon so v6i nhom tham chiéu
véi p<0,01.

3.2.3. Ddc dlem huyét khéi ¢ bénh nhin ung thwphoz

Trong s6 137 bénh nhan dugc chan doan va diéu tri, qua theo dot,
chung t6i phat hién dugc 26 bénh nhan c6 huyét khdi chiém 19,0%.
Mot sé dic diém huyét khdi duoc trinh bay & cac bang tir 3.7 dn 3.8,

Bing 3.7. Vi tri biéu hién huyét khoi

Ty 18 va vi tri huyét khéi n Ty 18 (%)
Nho6i mau nao 9 34,62
Xo vira dong mach 4 15,38
Huyét khoi tinh mach sau chi dudi 4 15,38
Huyét khoi dong mach phoi 3 11,54
Huyét khoi tinh mach canh 2 7,69
Huyeét khoi dong mach try 2 bén 1 3,85
Nhoi mau lach 1 3,85
Huyeét khoi tinh mach phoi 1 3,85
Huyét khoi tinh mach dui chung 1 3,85
Téng sb 26 100,00
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difference with p<0.001. The lowest amount of fibrinogen is 0.84g/L
and the highest fibrinogen is 10.73g/L.

Chen YS (2014) found that the fibrinogen level of LC group was
4.51+1.62g/L compared with the fibrinogen level of control group of
2.83+0.39g/L with p<0.001. Tas F (2012) studied 110 patients with
LCpatients, the median fibrinogen level of 4.1g/L was higher than the
control of 2.45g/L with p<0.001. Fei X (2017) study on 205 NSCLC
patients found that the fibrinogen group was 3.99g/L compared with
the reference group of 3.01g/L with p <0.01. Sheng L (2013) studied
567 NSCLC patients with median fibrinogen levels of 3.61 g/L, of
which 39.5% had an increase in fibrinogen
4.2.2.4. Change D-dimer concentration

LCpatients, there is a strong correlation between hypercoagulability
and distant metastasis of cancer cells. Cancer cells act on the blood
coagulation system by secreting inflammatory cytokines, releasing blood
clotting proteins and binding between cancer cells and normal cells. D-
dimer concentration is a degradation product of the fibrinolytic system,
which is considered an important marker in diagnosing
hypercoagulability. Further, increasing the D-dimer concentration also
indicates a secondary fibrinolytic condition in the body.

The table 3.6 shows that the average D-dimer concentration of
LC group is 2.00mg/L, much higher than the reference group of
0.24mg/L, the difference with p<0.001. The lowest D-dimer
concentration is 0.09mg/L and the highest D-dimer concentration is
27.24mg/L. The results of our study are similar to some authors such
as Taguchi O (1997). Research on 70 LCpatients with concentration
of D-dimer is 276.7 + 34.2 ng/ml higher than the reference group is
52.8£3.9ng/ml with p <0.0001. Fei X (2017) studied 205
NSCLCpatients with average D-dimer levels is 0.79 mg/L compared
with the reference group (102 healthy people) is 0.56 with p< 0.01.
4.2.3. Characteristics of thrombotic expression

In 137 LC patients treated and monitored at the Center for
Nuclear Medicine and Oncology we recorded 26 patients with
thrombotic manifestations (accounting for 19.0%).

Location of thrombotic manifestations, according to fable 3.7,
shows that cerebral infarction is the most common, accounting for
34.62%, followed by atherosclerosis and deep vein thrombosis with
the same rate of 15.38%. Pulmonary infarction is 11.54% and
pulmonary venous thrombosis is 3.85%.
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patients with increase platelet countwere 26.3% (table 3.5). Ferrigno
D and CS (2001) 13% of patients had thrombocytosis, whereas 3%
had a decrease platelet count(<150G/L).

4.2.2. Some changes in coagulation tests
4.2.2.1. Change in PT test

The table 3.6 shows that the average PT(%) of LC group is
93.94% lower than the reference group of 108.48%, the difference
with p <0.001. Komurcuoglu B (2011), the study of 100 LC patients
found that the average PT (second) in the group was 13.63+1.4
seconds longer than the reference group (n=25) was 11.6+1,2
seconds with p>0.05. The INR index of the disease group was 1.15 +
0.17 higher than the reference group of 0.98+0.11 with p> 0.05. Tas
F (2013) studied 110 LC patients with median PT (second) of 14.6
seconds longer than the control group of 14.2 seconds with p <0.05; The
median PT (%) of the disease group was 81% lower than the control
group of 88.4% with p <0.001; The median INR of the disease group was
1.10 higher than the control group of 1.01 with p <0.001.
4.2.2.2. Change in APTT test

Table 3.6 shows that the average APTTr of the LC group is 1.04
higher than the reference group of 0.99 differences with p=0.003.

This result, similar to the results of Ujjan ID (2009), studied 40 LC
patients and 30 healthy people found that APTT LC group had 41.5+ 6.2
seconds compared to the control group of 25.843.7 with p=0.0027.
According to Komurcuoglu B (2011), the study on 100 LC patients found
that the average APTT in the group was 31.81£3.96 seconds longer than
the reference group (n=25) was 29.2 + 3,1 seconds with p> 0.05
4.2.2.3. Change the fibrinogen levels

Fibrinogen can promote sustainable adhesion between cancer
cells, platelets and endothelial cells. In addition, fibrinogen promotes
the metastasis and apoptosis suppression of natural killer cells (NK)-
mediated cancer cells. Fibrinogen also influences the concentration of
several growth factors such as VEGF, FGF2, promotes cell adhesion,
proliferation and tumor cell migration as well as increased vascularity
in the tumor. Abnormal activation of the blood coagulation and
fibrinolysis system has increased fibrinogen levels.

The table 3.6 shows that the average fibrinogen of LC group is
4.40g/L, much higher than the reference group of 3.16g/L, the
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Nhdn xét: vi tri huyét khdi hay gip nhat 1a nhdi mau nio (34,62%),
tiép dén 1a HKTMSCD va xo vira dong mach c6 ty 18 bang nhau déu
chiém 15,38%. Huyét khdi dong mach phdi chiém 11,54%.

Bing 3.8. Biéu hi¢n huyét khéi theo giai doan bénh

GPB GD n HK | Ty I¢ (%) D
i 4 0 0.0
UTP KTBN T 28 3 10,7 >0,05
v 89 21 23.6
Khu trt 5 0 0,0
UTP TBN Lan tran 11 2 182 >0,05
Téng 56 137 26 19,0

Nhdn xét: ty 1& huyét khdi gip chii yéu & nhom bénh nhan UTP giai
doan mudn (giai doan IV 1a 23,6% va giai doan lan tran 1a 18,2%).
3.3. Phén tich méi lién quan giita thay dbi mdt s chi sé té bao
mau ngoai vi va xét nghiém déng mau véi dic diém 1am sang, cin
1am sang ciia bénh nhin ung thw phdi nguyén phat

3.3.1. Djc diém cuia mit s0 chi s6 TBMNV, XNDPM theo giai doan bénh.
3.3.1.1. Pic diém ciia mét sé chi sé6 TBMNV theo giai doan bénh.
Bing 3.9. Diic diém ciia mét sé chi s6é TBMNV theo giai doan bénh

GD bénh UTP KTBN UTP TBN
) GD II-111B GDPIV | GDKkhutra | GD lan tran
Chisé TB (n=32) (n=89) (n=5) (n=11)
HST | Xasp | 13524169 | 132,6+18,5 | 1348111 | 136,0+134
(L) P >0,05 >0,05
SLBC | Xisp | 10,1232 10,5+3.8 11,3+4,5 | 12,348.0
(G/L) D >0,05 >0,05
SLTC | Xisp | 2853%95,5 | 340,8+126,3 | 465,8+97,5 |311,8¢124,1
(G/L) D <0,05 <0,05
NLR | XisD 3,641,7 4,143.6 3,4+1,6 | 4,5+4.1
P 0,05 0,05
pLR | XiSD | 15612822 ‘ 188,74108,0 | 231,9+144.6 | 157,1451,5
D 0,05 0,05
Nhdn xét:

- Luong HST trung binh ¢ giai doan IV 1a thap nhat, cao nhit ¢
giai doan lan tran. Tuy nhién, lugng HST trung binh gilta cac giai
doan & nhém UTP KTBN ciing nhu & nhom UTP TBN la nhu nhau
(v6i p>0,05). y ,

- SLBC trung binh ¢ giai doan II-I1Ib 1a thap nhat, cao nhat & giai
doan lan tran. Tuy nhién, SLBC trung binh giita cac giai doan & nhém
UTP KTBN ciing nhu 6 nhém UTP TBN la nhu nhau (véi p>0,05).
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- SLTC trung binh ¢ giai doan IV cao hon ¢ y nghia so véi giai
doan II-ITIb & nhom UTP KTBN véi p<0,05. O nhém UTP TBN,
SLTC trung binh ¢ giai doan lan tran cao hon c6é y nghia so véi giai
doan khu tra (véi p<0,05).
3.3.1.2. Pdc diém ciia mot :vé' Xét nghiém dong miu theo giai doan bénh.

Bdng 3.10. Dac diem mét so XNDM theo giai doan bénh

GD bénh UTP KTBN UTP TBN
GD II-1IIB GDIV GD khu tr GD lan
XNPM (n=32) (n=89) (n=5) tran (n=11)
PT(%) Y +SD | 9546:1274 | 93,50+14,04 | 96,70+14,11 | 91,87+6,18
P >0,|05 >0,|05
Y +SD 1,10£0,20 1,03%0,12 0,98+0,14 1,07+0,18
APTTr ) >0,05 >0,05
Fibrinogen | X +SD 374123 | 458:1,52 488142 | 459167
(g/L) p <0,05 >0,05
D-dimer X +SD 1,04£1,67 | 227+4,15 051+0,10 [ 322+4.86
(mg/L) p <0,05 >0,05
Nhdn xét:

- PT(%) trung binh thip hon & cac giai doan mudn so véi giai doan
sém. Trong d6 thap nhét & giai doan lan tran, tiép theo 14 giai doan IV.
- Luong fibrinogen va nong do D-dimer trung binh & giai doan IV ting cao
hon so véi giai doan II-ITIb, sy khéc biét c6 ¥ nghia thong ké voi p<0,05.
3.3.2. Lién quan giita mét sé chi so lim sang, TBMNV va XNPM
véi kich thuwde khéi u phoi.
Bing 3.11. Lién quan giiva mgt sé chi s6 TBMNV véi kich thuwdc
khéi u phoi

Kich thwéc u phi
Chi sb Piém cit n <7cm, n(%) >7cm, n(%) p
n=117 n=20
HST <120 28 23 (19,7) 5(25,0) 0,05
(g/L) >120 109 94 (80.3) 15 (75,0) ’
SLTC 315 73 63 (53.8) 10 (50,0) 0,05
(G/L) >315 64 54 (46,2) 10 (50,0) ’
SLBC <73 21 18 (15.4) 3 (15,0) 0,05
(G/L) >73 116 99 (84,6) 17 (85,0) ’
<324 70 64 (54,7) 6 (30,0)
NLR >34 67 53 (45,3) 14 (70,0) <0,05
<170 77 66 (56,4) 11 (55,0)
PLR >170 60 51(43.,6) 9 (45.,0) >0,05

Nhdn xét: & nhom bénh nhan ¢6 kich thude khoi u phoi >7em ¢6 chi
s0 NLR>3,24 1a 70% cao hon so v6i ¢ nhom NLR <3,24 1a 30% va
su khac biét ¢6 y nghia thong ké véi p<0,05.
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Table 3.2 results show that average RBC is 4.5T/L and average Hb
is 133.6g/L significantly lower than RBC as well as average Hb of the
reference group with p<0.05 . The rate of anemia is 20.4% (table 3.5).
This result is similar to the results of Arslanagic S (2012), the study of
239 LC patients showed significant reduction in the Hb concentration
in LC patients compared to the reference group with p<0.05. Aoe
K(2005) studied 611 LC patients found anemia of 48.8%. Tomita M
(2008) studied 240 NSCLC patients with anemia of 36.67%.
4.2.1.2. Change in the white blood cells count

Table 3.3 shows that the average WBC of the LC group is 10.57
G/L which is much higher than the reference group of 6.71 G/L and
the difference with p <0.001. WBC is the lowest of 4.26G/L and the
highest is 32.10G/L.

Research results of some other authors such as Rokicka EW
(2018) study on 72 LC patients found median WBC is 10.5G/L, of
which the lowest is 3.2G/L and the highest is 23,0G/L. Inagaki N
(2014) studied 268 patients with NSCLC and 134 healthy people who
found that the average WBC in LC group was 8.56+4.19G/L in the
reference group of 6.48+1.97 with p<0.0001.

The rate of WBC increase (>12G/L) at pre-treatment time was
24.1%, there was no case of reducing WBC(table 3.5). Our results on
increase WBCrate are similar to those of some other studies such as
Boddu P and CS (2016) studying 571 NSCLC patients showed
increase WBCis 10.51%. Ferrigno D (2003) studied 1201 LC patients
with increased WBC by 32%.
4.2.1.3. Changes in platelet count

Table 3.4 shows that the average platelet count of LC group is
330.1G/L higher than the average platelet count of the reference group of
259.3G/L and the difference is statistically significant with p<0.001. The
lowest platelet count is 106G/L and the highest is 703G/L.

The results of our study are similar to the results of some other
authors such as Inagaki N (2014), which studied 268 NSCLC patients
and 134 healthy people who found that the average platelet count of
LC group was 272+87G/L and the reference group is 217+55G/L,
with p <0.0001. Tas F (2013), median platelet count of the LC group
of 289G/L is higher than the control group of 201 G/L with p<0.001.
Abnormal rate of platelet count, the study showed that 29.2% of
patients had abnormal platelet count, in which the percentage of
patients withdecreasingplatelet count (<150G/L) was 2.9% and
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Table 3.15. Multivariate analysis of factors affecting overall
survival in lung cancer

Factors B SE | P value | HR 95% CI
WBC (<7,3G/L; 1,119-
~73G/L) 1,03 10,47 | 0,028 | 2,81 7.030
LMR (£2,26;>2,26) |-0,67|0,23| 0,003 | 0,51 %3739%_
0,393-
PT (£92,55%; >92,55%) | -0,49 | 0,23 | 0,033 | 0,61 0.960
CTintem (<202 second; 1,223-
>202 second) 0,71 10,26 | 0,006 | 2,03 3370

Comment: in multivariate analysis, there are 4 factors: WBC, LMR,
PT(%) and CTintem are independent prognostic factors in primary
lung cancer patients (p <0.05).

CHAPTER 4: DISCUSSION

4.1. Characteristics of age and gender of research patients

Of the 137 patients studied, the majority of patients aged 45-75
years (88.3%), of which the age group from 45-59 years old, accounted
for 41.6% and the age group of 60-75 years old accounted for the
highest rate is 46.7%. The average age of the study group was 58.6+£9.0
years, the lowest age was 31 years and the highest age was 79 years
(table 3.1). This result is also consistent with some domestic studies on
lung cancer. Nguyen Thi Lan Anh (2017), the average age of lung
adenocarcinomapatients is 59.6+9.9 and the group of patients over 50
accounts for 85.5%. Vu Huu Khiem (2017), the average age of
NSCLC patients is 57, the age group over 50 years old is 83.3%. Our
study showed that the group of male patients (81.8%) was more than
female patients (18.2%) with the rate of male/female was 4.5 (table 3.1).
This ratio in the study of Vu Van Thinh (2014) is 2.0. Pham Van Thai
(2015) is 2.4. Nguyen Thi Lan Anh (2017) is 2.53. Vu Huu Khiem
(2017) is 4.98.
4.2. Some changes in peripheral blood cell indexes, coagulation
tests in lung cancer
4.2.1. Some characteristics of peripheral blood cells
4.2.1.1. Changes in the erythrocytes count and red blood cell indexes
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Biing 3.12. Lién quan giita mét s6 XNDM vii kich thude khéi u phoi

i Piém Kich thuéc u phoi
Chi s6 c‘:t n <Tem, n(%) | >Tcm, n(%) p
n=117 n=20
. <9255 | 61 3 (41,0) 13 (65.0)
PT (%) =92.55 | 76 69 (59.0) 7(35,0) <005
<114 [ 107 | 88(752) 19 (95,0)
APTTr ST1.14 | 30 29 (24.8) 1(5.0) >0,05
— <43 [ 90 8169,2) 9 (45,0
Fibinogen (¢/L) —2F—T%7 36 (30,8) 150 | ~005
) <08 | 75 69 (59.0) 6(30,0)
D-dimer (mg/L) =<5 63 48 (41.0) 14(700) | ~0%5

Nhén xét: & nhom bénh nhan UTP ¢6 kich thudc khdi u ph01 >Tcm c6 ty
& PT (%) <92,55%; luong ﬁbnnogen>4 8g/L va nong d6 D-
dimer>0,78mg/L cao hon so v6i & nhom bénh nhan UTP ¢6 kich thude
khéi u phdi <7cm, va sy khac biét co y ‘nghia théng ké vai p<0,05.
3.3.3. Lién quan gitta mot s6 chi s6 TBMNV, XNPM véi thoi gian
song thém.
3.3.3.1, Lién quan giita mgt 0 chi so té bao mdu ngogi vi véi thoi
gian séng thém toan bé.

Bdng 3.13. Thoi gian sé'ng thém toan by 6 nhém UTP theo mjt s6

chi s6é TBMNV
. Thoi gian song thém toan bg
Chi s6 TBMNV n Trung vi 6 12 24 p
(thang) thing | thang thing | Logrank
=120 | 28 14 909 | 636 | Ol
HST (¢/L) =755 1709 13 w8 | 725 | 318 | %02
SLTC [ <315 | 73 19 972 | 730 | 334 | oo
(G/L) [ =315 | 64 s 870 | 687 | 197 ,
SLBC | <73 | 21 23 950 | 894 | 632 | o010
GIL) [ >73 116 19 021 | 681 | 221 :
BCTT | <5.5 | 46 23 932 | 788 | 483 | oo
(GIL) [ 555 [ 91 17 022 | 673 | 156 :
Mono | <0.8 | 78 19 921 | 709 | 376 | o2
(GIL) [ >0.8 | 59 16 3.0 | 712 | 133 :
324 70 20 941 | 769 | 385
NLR - =357 T 7 i3 908 | 651 | 170 | %026
226 | 54 15 R85 | 665 | 123
MR —=5e T3 19 950 | 738 | 378 | %003
<170 | 77 18 9.0 | 705 | 346
PLR =190 T %0 17 88.0 | 718 | 168 | 2093
<0,19 | 54 18 885 | 705 | 158
LWR =010 83 17 950 | 713 | 364 | 0094
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Nhén xét: mot sb yéu td nhu thiéu mau, SLTC, SLBC, BCTT, mdnd,
NLR va LMR cao trong phan tich don bién déu c6 TGSTTB ngin
hon c6 y nghia so véi nhitng bénh nhan khong thiéu mau, SLTC,
SLBC, BCTT, mond, NLR va LMR thép (véi p<0,05).
3.3.3.2. Lién quan giita mjt so xét nghiém dong mdu véi thoi gian
song thém toan bg.

Bing 3.14. Thoi gian song thém toan bg 6 nhém UTP theo mjt sé

XNDM
Thoi gian song thém todn bo
Chi s6 XNDM L | Trungvi| 6 | 12 | 24 p
(théng) thé,ng théng théng Logrank
PT% <92,55 | 61 17 932 | 61,7 | 13,4 0.038
>02.55 | 76 22 91,9 | 77,9 | 36,3 ’
D-dimer <0,78 | 75 20 95,9 | 76,3 | 38,1
(mg/L) | >0,78 | 62 16 |882 643 9.8 0,010
CTiNTEM <202 | 110 19 944 1 76,2 | 29,4 0.017
(gidy) >202 | 27 13 852 | 51,9 | 149 |
MCFtem | <67,5 | 80 19 94,9 | 74,6 | 35,7 ~0.05
(mm) >67,5 | 57 17 89,1 | 66,0 | 13,7 ’
ASEXTEM <51,5 | 62 22 93,5 | 77,8 | 40,2
(mm) >51,5 | 75 17 91,7 | 65,2 | 15,1 0,009
ASFIBTEM <28,5 | 109 19 924 | 73,5 | 30,7
(mm) >28,5 | 28 14 92,6 | 59,5 | 6,5 0,006
MCFemren | <325 |109] 19 | 934 | 7371310 |
(mm) >32,5 | 28 14 88,9 | 59,9 | 6,6 ’

Nhdn xét:

- Bénh nhan c6 PT<92,55% c6 TGSTTB ngén hon c6 y nghia so
v6i nhitng bénh nhan c6 PT>92,55% (véi p<0,05).

- Mot sb chi sb dong mau khac nhu nf")ng d6 D-dimer, CTinteMm,
MCF[NTEM, ASEXTEM, ASFIBTEM va MCFFIBTEM cao co TGSTTBHgéﬂ
hon ¢6 ¥ nghia so véi nhitng bénh nhéan c6 chi sb trén trong gi6i han
thdp (v6i p<0,05).

39

Comment:

- Patients with PT<92.55% had significantly shorter median overall
survivalcompared to patients with PT> 92.55% (with p <0.05).

- A number of other coagulation indicators such as high D-dimer
1CV61, CTINTEM, MCF]NTEM, ASEXTEM, ASFIBTEM and MCFFlBTEMinGXGS
have significantly shorter median overall survivalcompared to patients
with the lower indexes (with p <0, 05).
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Bing 3.15. Phén tich da bién cic yéu té anh huéng dén TGSTTB ¢
BN UTP

38
(G/L) | >0,8 |59 16 93,0 71,2 13,3
s (S e
[ G o
DN s A A aO
e [ oo

Ao LA Hésb | Saisd Ty xuat K{loéng()tin
Yéu to B chuan p nguy co cay (95%
(HR) (8l))
SLBC (<7,3G/L; >7,3G/L) 1,03 | 047 | 0,028 2,81 1,119-7,030
LMR (£2,26; >2,26) -0,67 | 0,23 | 0,003 0,51 0,330-0,799
PT (<92,55%; >92,55%) -0,49 | 0,23 | 0,033 0,61 0,393-0,960
CTivrem (202 gidy; >202 gidy) | 0,71 0,26 | 0,006 2,03 1,223-3,370

Comment:some factors such as anemia, increasing platelet, WBC,
neutrophil, mono, NLR and LMR in the univariate analysis are
significantly shorter than patients without anemia, platelet, WBC,
neutrophil, mono, NLR and LMR are low (with p <0.05).

3.3.3.2. Relationship between some coagulation tests with overall
survival.

Table 3.14. Coagulation tests with overall survival in lung cancer

overall survival
Indexes a Median 6 12 24
(month) | months | months | months p
PTY% <92,55 | 61 17 932 | 61,7 | 134 0,038
>92,55| 76 | 22 91,9 | 77,9 | 36,3
D-dimer | <0,78 | 75 | 20 95,9 | 76,3 | 38, 0.010
(mg/L) | >0,78 | 62 16 882 | 643 | 98 |
CTivrem | <202 [ 110 19 944 | 762 | 294 0.017
(second) | >202 | 27 13 85,2 | 51,9 | 149 |
MCFirem| <67,5 | 80 19 94,9 | 746 | 357 |
(mm) | >67,5| 57| 17 89,1 | 66,0 | 13,7 0,05
ASextem | <515 | 62 | 22 93,5 | 77.8 | 40,2 0.009
(mm) | >51,5| 75 17 91,7 | 652 | 151 |~
ASpmrem | <28,5 [ 109 | 19 924 | 73,5 | 30,7 0.006
(mm) | >28,5 | 28 14 92,6 | 595 | 65 |
MCFesre| <32,5 109 | 19 934 | 73,7 | 31,0 0.004
m(mm) | >32)5 | 28 14 88,9 | 599 6,6 |

Nhdn xét:trong phan tich da bién, c6 4 yéu té 1a SLBC, LMR,
PT% va CTintem 1a cac yéu té tién luong doc lap TGSTTB & bénh
nhan UTP nguyén phat (véi p<0,05).

'CHUONG 4: BAN LUAN

4.1. Pac dlem vé tudi va gioi ciia bénh nhan nghién ciru

_Trong s6 137 BN nghién cuu, phan 16n BN ¢ nhom tudi tir 45-75
tudi (88, 3%), trong d6 nhom tudi tir 45- 59 tudi, chiém ty 1€ 41,6% va
nhém tubi 60-75 tudi chiém ty 1& cao nhat 1a 46,7%. Tudi trung binh
cua nhom BN nghién ctru 1a 58,6+9,0 tu01 tudi thap nhat 1a 31 tudi
va tu01 16n nhat 13 79 tudi (bdng 3.1). Két qua ndy cting phu hgp véi
mot s6 nghién clru trong nudc vé ung thu phdi. Theo Nguyen Thi
Lan Anh (2017) tudi trung binh cua b¢nh nhan UTP biéu mé tuyén 1a
59,64+9,9 va nhom BN trén 50 tudi chiém 85,5%. Vii Hitu Khiém
(2017) tu01 trung binh ctia bénh nhan UTPKTBN la 57, nhom tudi
trén 50 tubi gp 83,3%. Nghién clru cta ching t6i cho thay nhém BN
nam (81,8%) nhiéu hon BN nir (18,2%) v6i ty 1& nam/nit 13 4,5 (béng 3.1).
Ty 1€ nay trong nghién cuu ciia Vii Van Thinh (2014) 1a 2,0. Pham Van
Théi (2015) 1a 2,4. Nguyén Thi Lan Anh (2017) 1a 2,53. Vii Hitu Khiém
(2017) 1a 4,98.
4.2. Mt s6 thay ddi vé té bao mau ngoai vi, xét nghiém déng mau
trong ung thw phf;i
4.2.1. Mot s0 dac dlém vé té bao mau ngoai vi
4.2.1.1. Thay doi vé sé lugng héng cdu va cdc chi s6 hong ciu

Két qua bdang 3.2 cho thay SLHC trung binh la 4,5T/L va luong
HST trung binh 1a 133,6g/L thap hon rd rét so voi SLHC ciing nhur 14
lwong HST trung binh ciia nhém tham chiéu véi p<0,05.Ty 1¢ thiéu
méu 1a 20,4%(bang 3.5). Két qua nay twong tu két qua nghién ctru
cta Arslanagic S va CS (2012) nghién ctru 239 bénh nhan UTP thiy
luong HST & bénh nhan UTP gidm cd y nghia so v&i nhém tham
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chiéu vai p<0,05.A0e K va CS (2005) nghién ctru trén 611 bénh nhan
UTP thiy thiéu mau 13 48,8%. Tomita M va CS (2008) nghién ctru
240 bénh nhan UTPKTBN théy thiéu mau 1 36,67%.

4.2.1.2.Thay doi vé sé lwong bach cdu

Qua bang 3.3 cho thidy SLBC trung binh cia nhém UTP 1a 10,57
G/L cao hon nhiéu so véi nhom tham chiéu 1a 6,71 G/L va su khac
biét véi p<0,001. Trong d6, SLBC thap nhat 1a 4,26G/L va cao nhét
la 32,10G/L.

Két qua nghién ctru clia mot sb tac gia khac nhu Rokicka E.W va
CS (2018) nghién ctru trén 72 bénh nhan UTP théy SLBC trung vi la
10,5G/L trong d6 thdp nhit 1a 3,2G/L va cao nhat 1a 23,0G/L.
Inagaki N va CS (2014) nghién ctru trén 268 bénh nhan UTPKTBN
va 134 nguoi khoe manh thiy SLBC trung binh ¢ nhém UTP la
8,56+4,19G/L ¢ nhom tham chiéu 1 6,48+1,97 véi p<0,0001.

Ty 1& taing SLBC (>12G/L) ¢ thoi diém trudc diéu tri 1a 24,1%,
khong gap truong hop nao giam SLBC(bang 3.5). Két qua cua ching
t6i vé ty 1é ting SLBC ciing tuong tu nhu két qua ciia mot sb nghién
cttu khac nhu: Boddu P va CS (2016) nghién ctru 571 bénh nhan
UTPKTBN thdy ting SLBC la 10,51%. Ferrigno D va CS (2003)
nghién ciru trén 1201 bénh nhan UTP tang SLBC 1a 32%.
4.2.1.3. Thay doi vé so lwong tiéu cau

Qua bdng 3.4 cho thdy SLTC trung binh ciia nhém UTP la
330,1G/L cao hon nhiéu SLTC trung binh ciia nhom tham chiéu 1a
259,3G/L va sy khac biét cd y nghia théng ké véi p<0,001. SLTC
thdp nhét 1a 12 106G/L va cao nhét 1a 703G/L.

Két qua nghién ciru cia ching t6i ciing twong tu két qua nghién
clru cia mot sb tac gia khac nhu: Inagaki N (2014) nghién ctru trén
268 bénh nhan UTPKTBN va 134 nguoi khoe manh thdy SLTC
trung binh cia nhom UTP 1a 272+87G/L nhém tham chiéu la
2174+55G/L, voi p<0,0001. Tas F va CS (2013), SLTC trung vi cua
nhom bénh 1a 289G/L cao hon so vdi nhom chung la 201 G/L voi
p<0,001.V& ty 1& bat thuong SLTC, qua nghién ciru cho thiy 29,2%
bénh nhan c6 SLTC bit thuong, trong d6 ty 1& bénh nhan bi giam
SLTC (<150G/L) 1a 2,9% va bénh nhan c6 ting SLTC la 26,3%
(bdang 3.5). Ferrigno D va CS (2001) 13% bénh nhan c6 tang tiéu cau,
trong khi d6 c¢6 3% giam SLTC<150G/L.
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324 1 70 | 6447 | 6030.0)
NLR == T 67 | 53(45.3) | 14(70,0) | ~005
<170 | 77 | 66(564) | 11(55.0)
PLR S170 | 60 | 51(43.6) | 95,0 | 09

Comment:LCpatients with lung tumor size> 7cm with NLR> 3.24
is 70% higher than in LCpatients group with lung tumor size <7cm,
with NLR <3.24 is 45.3% and the difference is statistically
significant with p <0.05.
Table 3.12. Relation between some coagulation tests with tumor
size

Lung tumor size
Index Cut off n <Tem, n(%) | >7cm, n(%) P
n=117 n=20
<9255 | 61 | 48(4L,0) | 13(65.0)
PT(%) =055 [ 76 | 69(39.00 | 70350 | 005
<114 | 107 | 88(752) | 19(95,0)

APTTr  ST927 7730 | 29 (24.8) TGo | 005
Fibinogen | <48 | 90 | 8169,2) 9(45.0) | ~p0s
) S48 | 47 | 36(08) | 11(550) ’
D-dimer | <0.78 | 75 | 69(39.0) | _6(300) | oo

(mg/l) [ 5078 | 62 | 48(a1L.0) | 14(70.0) :

Comment: LC patients with lung tumor size> 7cm has a PT<92.55%;
fibrinogen level> 4.8g/L and D-dimer level> 0.78mg/L was higher
than in LCpatients with lung tumor size <7cm, and the difference was
statistically significant with p < 0.05.

3.3.3. Relation between some peripheral blood cell indicators and
coagulation test with overall survival.

3.3.3.1. Relationship between some peripheral blood cell indicators
withoverall survival

Table 3.13. Peripheral blood cell indicators with overall survival in lung cancer

overall survival
Indexes Median 6 12 24
n (month) |months| months | months p
<120 | 28 14 90,9 63,6 9,1
Hb (L) =130 109 18 [ 928 | 725 | 31,8 | »021
Plt <315 | 73 19 97,2 73,0 334 0.025
(G/L) | >315 | 64 15 87,1 68,7 19,7 ’
WBC | <73 | 21 23 95,0 89,4 63,2 0.010
(G/L) | >7,3 |116 19 92,1 68,1 22,1 ’
NEU <5,5 | 46 23 93,2 78,8 48,3 0.003
(G/L) | >55 |91 17 92,2 67,3 15,6 >
Mono | <0,8 | 78 19 92,1 70,9 37,6 | 0,024
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- Average WBC in II-1IIb stage is the lowest and highest in the
ES. However, the average WBC between stages in the NSCLC group
as well as the SCLC group was the same (with p> 0.05).

- Average platelet count in IV stage was significantly higher than
stage II-I1Ib in NSCLC group with p <0.05. In the SCLC group,
Average platelet count was significantly higher in the extensive stage
than in the limited stage (with p <0.05).
3.3.1.2. Characteristics of some coagulation tests according to the

disease stage.
Table 3.10. Characteristics of some coagulation tests according to the

disease stage
Stage NSCLC SCLC
II-11IB stage| IV stage LS _
Index (n=32) (n=89) @=5) | ES(@=1D
PT(%) X £SD| 95,46+12,74|93,50+14,04| 96,70+14,11|91,87+6,18
p >0|,05 >0,|05
X £SD| 1,10+0,20 | 1,03+0,12 | 0,98+0,14 | 1,07+0,18
APTTr = 0,05 005
Fibrinog| X £SD| 3,74+1,23 | 4,58+1,52 | 4,88+1,42 | 4,59+1,67
en (g/L) p <0,05 >0,05
D-dimer| X £SD| 1,04£1,67 | 2.27+4,15 | 0,51+0,10 | 3,22+4,86
(mg/L) p <0,05 >0,05
Comment:

- Average PT(%) is lower than in the later stages compared to the
early stage. In it is the lowest in the ES, followed by [Vstage.

- The average fibrinogen level and the average D-dimer level in
IV stage increased higher than that of II-I1Ibstage, the difference was
statistically significant with p <0.05.

3.3.2. Relation between some clinical indicators, peripheral blood
cell indicators and coagulation tests with lung tumor size.

Table 3.11. Relation between some peripheral blood cell indicators

with tumor size

Lung tumor size
Index Cut off n <Tem, n(%) | >7cm, n(%) P
n=117 n=20
<120 28 23 (19,7) 5(25,0)

HB(gL) —=150 1109 [ 94(803) | 1507500 | 9

Platelet | <315 | 73 | 63(53.8) | 10(50.0) | —o oo
(GIL) [ >315 | 64 | 54(462) | 10(500) |
WBC | <73 | 21 | I8(154) | 3050) | o8

(G/L) >7,3 116 99 (84,6) 17 (85,0)
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4.2.2. Mot ) thay dbi vé xét nghiém dong mau
4.2.2.1. Thay dbi vé xét nghi¢gm PT

Qua bang 3.6 cho thy ty 1& PT(%) trung binh ciia nhom UTP 1a
93,94% thap hon so v6i nhom tham chiéu 1a 108,48%, su khac biét
v6i p<0,001. Theo Komurcuoglu B va CS(2011) nghién ctru trén 100
BN UTP thay thoi gian PT trung binh & nhém bénh 1a 13,63£1,4 gidy
dai hon so véi nhom tham chiéu (n=25) 1a 11,6+1,2 gidy v6i p>0,05.
Chi s6 INR & nhom bénh 1a 1,15+0,17 cao hon so v6i nhom tham
chiéu 1a 0,98+0,11 vé&i p>0,05. Tas F va CS(2013) nghién ctru 110
BN UTP thoi gian PT trung vi cia nhom bénh 1a 14,6gidy dai hon so
véi nhom chimg 1a 14,2 véi p<0,05; ty 1€ PT(%) trung vi cia nhom
bénh 1a 81% thap hon so véi nhom chig 14 88,4% vai p<0,001; chi
s6 INR trung vi ciia nhom bénh 1a 1,10 cao hon so vi nhom chirng 1a
1,01 véi p<0,001.
4.2.2.2. Thay doi vé xét nghi¢m APTT

Qua bdng 3.6 cho thdy APTTr (APTT bénh/chting) trung binh ciia
nhom UTP 1a 1,04 cao hon so v&i nhom tham chiéu 13 0,99 su khac
bigt co véi p=0,003.

Két qua nay, twong tu két qua nghién ctru cuaUjjan 1D va
CS(2009) nghién ciru 40 bénh nhan UTP va 30 nguoi khde manh
thdy APTT nhém bénh 1a 41,5+6,2 gidy so v6i nhém chimg la
25,8+3,7 voi p=0,0027. Theo Komurcuoglu B va CS(2011) nghién
ctru trén 100 bénh nhan UTP thdy thoi gian APTT trung binh & nhém
bénh 1a 31,81+3,96 gidy dai hon so v6i nhom tham chiéu (n=25) la
29,2431 gidy vaoi p>0,05.
4.2.2.3. Thay doi lugng fi brmogen

Fibrinogen c6 thé thuc day viéc két dinh bén viing giita cac té bao
ung thu, tiéu ciu va té bao ndi mac. Ngoai ra, fibrinogen thic day
kha nang di can va kim ham chét theo chuong trinh cia cac té bao
ung thu qua trung gian té bao diét ty nhién (NK). Fibrinogen ciing
anh huong dén nong do mot sO yéu té phat trlen nhu VEGF, FGF2,
thiic ddy két dinh té bao, tang sinh va di cu té bao u cing nhu tang
sinh mach trong khdi u. Hoat hoa bat thuong cua hé théng dong mau
va tiéu soi huyét da lam ting luong fibrinogen.

Qua bdng 3.6¢ho thiy lugng fibrinogen trung binh ctia nhom UTP
1a 4,40g/L cao hon nhiéu so v6i nhom tham chiéu 1a 3,16g/L, sy khac
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biét véi p<0,001. Luong fibrinogen thap nhit 1a 0,84g/L va luong
fibrinogen cao nhat 1a 10,73g/L.

Két qua nghién ciru cia mot s6 tac gia khac nhu Chen Y.S va CS
(2014) thiy luong fibrinogen ciia nhom UTP 1a 4,51+1,62g/L so voi
lugng fibrinogen nhom chung 1a 2,83+0,39¢/L vo6i p<0,001. Tas F va
CS (2012) nghién ctru 110 bénh nhan UTP, lugng fibrinogen trung vi la
4,1g/LL cao hon so voi ching 1a 2,45g/L voi p<0,001. Fei X va CS
(2017) nghién ctru trén 205 bénh nhan UTPKTBN thay fibrinogen nhom
bénh 1a 3,99¢/L so v6i nhom tham chiéu 14 3,01g/L véi p<0,01. Sheng L
(2013) nghién ctru 567 bénh nhan UTPKTBN c6 lugng fibrinogen trung
vila 3,61g/L, trong d6 39,5% bénh nhan c6 tang fibrinogen.
4.2.2.4. Thay doi nong @y D-dimer

Trén bénh nhan UTP c6 lién quan rat chit ché giita tinh trang ting
d6ng véi tinh trang di cin xa cia té bao ung thu. Cac té bao ung thu
tac dong 1én hé thong dong mau bang viée tiét cac cytokin gay viém,
giai phong protein dong mau va két dinh giira t& bao ung thu véi cac
té bao binh thuong. Nong do D-dimer 13 san pham thoai giang ciia hé
thong tiéu soi huyét, n6 dugc coi 1a diu 4n quan trong trong chan
doan tinh trang ting dong. Hon nita, ting nong d6 D-dimer ciing
ddng thoi chi ra c6 tinh trang tiéu soi huyét thir phat trong co thé.

Qua bdng 3.6cho thay ndng do D-dimer trung binh ctia nhém UTP
1a 2,00mg/L cao hon nhiéu so v&i nhom tham chiéu 1a 0,24mg/L, su
khac biét v6i p<0,001. Trong d6 ndng d6 D-dimer thip nhét 1a
0,09mg/L va ndng d6 D-dimer cao nhat 1a 27,24mg/L. Két qua
nghién ctru clia ching t6i cling twong ty mot so tac gia nhu Taguchi
O va CS (1997) nghién ctru trén 70 bénh nhan UTP ndng d6 D-dimer
trong nhém bénh 1a 276,7+34.2 ng/ml cao hon nhom tham chiéu la
52,8+ 3,9 ng/ml véi p<0,0001. Fei X va CS(2017) nghién ciru trén
205 bénh nhan UTPKTBN c6 ndng d6 D-dimer trung binh ctia nhom
bénh 14 0,79mg/L so v&i nhom tham chiéu (102 ngudi khoe manh) 1a
0,56 véi p<0,01.

4.2.3. Pdc diém vé biéu hi¢én huyét khéi

Trong 137 bénh nhan UTP dugc diéu tri va theo doi tai Trung tam
Y hoc hat nhan va Ung budu ching t6i ghi nhan cé 26 bénh nhan co6
biéu hién huyét khéi (chiém 19,0%).

Vi tri biéu hién huyét khdi, theo bdng 3.7 cho thiy nhdi mau nio
1a gdp nhiéu nhat chiém 34,62%, tiép theo 1a xo vira dong mach va
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i 1 0 0.0

NSCLC [ 1 | 28 3 10.7 0,05
v | 89 21 23.6
s | 5 0 0.0

SCLC ES | 11 2 182 >0,05
Total 137 26 19,0

Comment: the prevalence of thrombosis occurs mainly in patients
with late LC (stage IV is 23.6% and the extensive stage is 18.2%).
3.3. Analysis of the relationship between changes in some
peripheral blood cell indicators and coagulation tests with
clinical and subclinical characteristics of lung cancer patients
3.3.1. Characteristics of some peripheral blood cell indicators
and coagulation tests according to the stage of disease.
3.3.1.1. Characteristics of some peripheral blood cellindicators
according to disease stage.

Table 3.9. Characteristics of some peripheral blood cell indicators

according to disease stage

Stage imiB StI:gSf LCIVStage e
Indexes (n=32) (n=89) LS (n=5) ES (n=11)
Hb | X +SD| 13524169 | 132,6£18,5 | 134,8£11,1 | 136,0+13,4
(g/L) p >0,05 >0,05
WBC| X ssp| 101232 | 105538 | 11345 | 12380
GL)| »p >0,05 >0,05
Plt | X +SD| 28532955 [340,8+1263 | 465,8£97,5 | 311,8+124,1
GL)| »p <0,05 <0,05
NLR | X #SD| 3617 | 41236 3,4+1,6 4.5:4.1
P >0,05 >0,05
pLg | X £SD| 156,14822 | 188,7108,0 | 231,9+144,6 | 157,1451,5
p >0,05 >0,05
Comment:

- The average Hb concentration in IV stage is the lowest and
highest in the ES. However, the average Hb concentration between
stages in the NSCLC group as well as the SCLC group was the same
(with p> 0.05).
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Inde n X+SD | N X +SD
PT% 137 | 93,94+1321 | 34 | 108,48+17,13 | <0,001
PT-INR 137 | 1,0540,11 | 34| 097+0,07 | <0,001
APTTr 137 | 1.04£0.15 | 34| 0,99:0,00 | <0,01
Fibrinogen | 137 | 4,40+1,49 |34 | 3,16£0,74 | <0,001
(g/L)
D-dimer (mg/L) | 137 | 2,0043,74 | 34 | 0244022 | <0,001

Comment:

- In the LC group, there was a lower average PT (%), INR, fibrinogen
level and D-dimer levels higher than the reference group, with p <0.001.

- The average APTTr in the LC group is higher than the reference
group with p <0.01.
3.2.3. Thrombosis characteristics in patients with lung cancer.

Among 137 patients diagnosed and treated, we detected 26
patients with thrombosis accounting for 19.0%. Some thrombotic
characteristics are shown in tables 3.7 and 3.8.
Table 3.7. Thrombotic expression location

Thrombosis rate and location n Rate (%)
Brain infarction 9 34,62
Atherosclerosis 4 15,38
Vein thrombosis deep lower limb 4 15,38
Pulmonary artery thrombosis 3 11,54
Blood vein of venous veins 2 7,69
Bilateral arterial thrombosis 1 3,85
Spleen infarction 1 3,85
Pulmonary vein thrombosis 1 3,85
Thrombosis of the general femoral vein 1 3,85

Total 26 100,00

Comment: the most common thrombosis site is cerebral infarction (34.62%)),
followed by DVT and atherosclerosis of equal proportions accounting for
15.38%. Pulmonary artery thrombosis accounts for 11.54%.
Table 3.8. Thrombotic expression according to the stage of disease
Pathology | Stage | n | Thrombosis | Rate (%) | P |
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huyét khdi tinh mach siu chi dudi déu chiém ty 18 nhu nhau 1a
15,38%. Nhoi mau dong mach phdi 1a 11,54% va huyét khéi tinh
mach phdi 1a 3,85%.

Biéu hién huyét khdi theo giai doan bénh, cho thay huyét khéi gap
chu yéu 0 nhom bénh nhan UTP giai doan mudn (giai doan IV &
nhom UTPKTBN la 23,6%; giai doan lan tran & nhém UTPTBN la
18,2%) (bdng 3.8).

Ty 1& huyét khdi trong nghién ctru ciia chung toi ciing tuong tur
v6i ty 18 huyét khdi ciia mot s6 tac gia nude ngoai nhu. Blom W.J va
CS (2004) nghién ctru 678 bénh nhan UTPKTBN c¢6 biéu hién huyét
khéi 1a 39/678 (chiém 5,75%) trong d6 chii yéu 1a HKTM séu co 17
bénh nhan (43,6%), nhdi mau phéi 15 BN (38,5%) va 7 BN vira c6
HKTM sdu vira bi NMP (17,9%), ty 1& huyét khdi cao hon ¢ nhom
UTBM tuyén so véi UTBM vay (HR=3,1). Ty 1¢ huyét khoi ting 1én
trong giai doan hoa tri liéu, hodc xa tri hoac khi co biéu hién di can
xa. Tac gia ciing dé xuat nén diéu tri chdng déng cho bénh nhan UTP
hodc bénh nhan UTP c¢6 xuit hién di cin xa dé dy phong huyét khi.
Theo Walker A.J va CS (2016) nghién ctru 10.598 bénh nhan UTP c6
HKTM la 364 chiém 3,6% trong d6 ty 1& gap HKTM cao nhit &
UTBM tuyén 1a 27,5%, UTBM vay 20,3%, UTBM té bao nho 9,1%.
Thoi gian trung vi chan doan huyét khéi 1a 107 ngay, trong dé nguy
co huyét khdi trong 6 thang dau 1a 76,7/1000 ngudi/nim va
15,8/1000 ngudi/nam trong 1 nam dau sau chin doan. Ty 18 huyét
khéi & UTBM tuyén cao hon so voi UTBM vay véi ty sudt (HR) 1a
1,9. Ty 1€ huyét khéi & nhom di can xa cao hon so v6i nhom khong
¢6 di can xa v6i HR 1a 1,8. Tac gia ciing thay c6 lién quan giira huyét
khéi voi giai phau bénh vai p=0,017.

4.3. Lién quan giira thay doi mot so chi s6 TBMNYV va XNDM véi
dic diém 1am sang va cin 1am sang

4.3.1. Thay doi mét sé chi s6 TBMNV va XNPM theo giai doan
bénh va kich thudc khéi u

4.3.1.1. Thay déi mot sé chi s6é TBMNV theo giai doan bénh va kich
thude khoi u

£ Thay doi vé lwong huyét sdc té theo, giai dogn bénh va kich
thuwéc khoi u

Lugng HST trung binh cua bénh nhan UTP theo nhém giai doan
(bang 3.9) cho thay lwong HST trung binh & giai doan IV 1a 132,6g/L
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thip nhat trong cac nhom giai doan. Tuy nhién, chua thiy c6 lién
quan gilrta lugng HST véi giai doan bénh (véi p>0,05).

Chen Z (2017) nghién ctru trén 821 bénh nhan UTP thiy luong
huyét sic t6 c6 khac biét giita cac giai doan T v6i p<0,01.Thiéu méau
trong UTP thuong c6 lién quan dén mot sb yéu td réi loan chuyén
hoa sat, giam sd luong té bao dau dong cua dong hong cau trong tiy
xuong, tang cac cytokin viém, tan mau ngoai mach, thiéu hut
erythropoietin. Nhitng bénh nhan ung thu bi thiéu mau va hau qua 1a
giam mot phan ap luc oxy mau trong khdi u tir d6 c6 thé gay bién doi
gen va ting cuong phat trién khdi u, thic ddy ting sinh mach va ting
cuong di can. Ngoai ra, giam oxy mau cé thé lam giam dap tng véi
hoa, xa tri thong qua co ché phat trién khang da thudc va chdng lai
chét theo chuong trinh.

w Thay doi vé sé lwong bach cdu theo, giai doan bénh va kich
thude khéi u

SLBC trung binh & giai doan lan tran 1 cao nhét 1a 12,3G/L va
thdp nhit & giai doan II-IIIb. Tuy nhién, ching t6i ciing chwa thy co
su khéac biét vé SLBC gilta cac nhom giai doan bénh & bénh nhan
UTP véi p>0,05 (bang 3.9).Tang SLBC trong ung thu c6 thé do té
bao u ting tong hop cytokin kich thich sinh mau nhu G-CSF
(Granulocyte conlony stimulating factor). Tuong tw nhu vay, thiéu
méau va ting tiéu cau trong ung thu dugc coi nhu hién tuong can u,
mic du co ché phét sinh bat thuong té bao mau trong UTP chua dugc
hiéu biét day du, nhung nhiing phan tir hoa tan lién quan dén té bao u
1a mot trong nhimng co ché ¢6 thé. Nhing phén tir nay dugc tiét ra tir
té bao u va kich thich co thé nguoi bénh gay ting bach cau, thiéu
méu va tang tiéu cau.

« Thay déi vé sé lwong tiéu ciu theo, giai doan bénh va kich
thude khdi u.

SLTC theo giai doan bénh (bdng 3.9) cho thiy, SLTC trung binh
& giai doan IV cao hon c6 y nghia thong ké so véi giai doan II-IIIb
(p<0,05). SLTC ¢ giai doan khu tra cao hon c6 y nghia so vadi giai
doan lan tran véi p<0,05. Kim M (2014) nghién ctu trén 199 bénh
nhan UTPKTBN thiy ty 1¢ ting SLTC & nhom UTBM vay cao hon &
nhém UTBM tuyén véi p=0,002. Ty 18 ting SLTC khong lién quan
véi giai doan bénh theo TNM véi p>0,05. Theo Yang L (2018)
nghién ctru mdi twong quan gitra cac t& bao u tuan hoan voi ndng do
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Monocytes (G/L) 137 0,89+0,48 |34 | 0,40+0,12 |<0,001
NLR 137| 3,97+3,26 |34| 1,78+0,70 [<0,001
NWR 137 0,22+0,08 |34 | 0,55+0,08 |<0,001
LWR 137 0,22+0,08 |34 | 0,34+0,11 |<0,001
LMR 137 2,81+1,61 |34| 5,90+1,82 [<0,001
MWR 137 0,09+0,04 |34 | 0,06+0,01 |<0,001
PLR 137(175,58+90,33| 34 |123,32+33,09|<0,001

Comment:

- The number of white blood cells, neutrophils, monocytes, NLR,
MWR and PLR in the LC group was higher than the reference group,
the difference was statistically significant with p <0.001.

- NWR, LWR, LMR in the LC group are lower than the reference
group, the difference is statistically significant with p <0.001.

Table 3.4. Characteristics of platelet count

roup Patients Reference
Index n X £SD n X £SD P
Platelet 137 330,14122.7 34 259,3442.6 <0,001
count

Comment: Average platelet count of LC group is much higher than
the average platelet count in the reference group, the difference is
significant with p <0.001.

Table 3.5. Abnormal rate of some peripheral blood cell indicators

Rate Before treatment (n=137)
Index n Rate (%)
Anemia 28 204
<4,0 0 0,0
WBC (G/L) >12,0 33 241
Platelet (G/L) <150 4 2,9
>400 36 26,3

Comment: anemia rate is 20.4%, increase WBC is 24.1%, increase
platelet is 26.3% and 2.9% of patients have reduced platelet count <150G/L.
3.2.2. Some changes in coagulation tests

Table 3.6. Characteristics of some coagulation indexes

’\Gmup\l | Patients | Reference | p
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<45 13(9,5%) | 9(26,5%) | >0,05

Age 45-59 57(41,6%) | 11 (32,4%) | >0,05
group 60-75 64 (46,7%) | 13 (38,2%) | >0,05
>75 3 (2,2%) 1(2,9%) >0,05

Male 112 (81,8%) | 26 (76,5%) | >0,05

gender Female 25 (18,2%) | 8(23,5%) | >0,05

Male/female ratio 4.5 3.3 -

Comment:

+ The mean age and age group between the patient group and the
reference group did not differ significantly (with p> 0.05).
+ In the LC group, male patients (accounting for 81.8%), higher than
female patients (accounting for 18.2%) and male: female ratio was 4.5.
3.2. Some changes in peripheral blood cells and coagulation tests
3.2.1. Some characteristics of peripheral blood cells

Table 3.2. Characteristics of red blood cells index

Group Patients Reference

Index n X +SD n X +SD P

RBC (T/L) 137 4,5+0,6 34 4,9+0,5 <0,01
Hb (g/L) 137 | 133,6+£17,6 | 34 | 1434+13,5 | <0,01
MCYV (f1) 137 | 89,4+6,9 34 88,4+6,1 >0,05
MCH (pg) 137 | 29,7+2,6 34 29,5425 >0,05
MCHC (g/L) 137 | 330,1+28,1 | 34 | 333,1+13,5 | >0,05
RDW-CV% 137 | 13,7+1,3 34 12,740,9 | <0,001

Comment:

- The number of erythrocytes, hemoglobin in LC patients is lower
than the reference group and the difference is statistically significant
with p <0.01.

- The index of RDW-CV% in LC group was significantly higher than the
reference group, the difference was statistically significant with p <0.001.

Table 3.3. Characteristics of white blood cells

Group Patients Reference
Index n } +SD n } +SD P
WBC (G/L) 137] 10,57+4,15 |34 | 6,71+1,56 |<0,001

Neutrophils (G/L) |137| 7,2+3,76 | 34| 3,77<1,18 |<0,001
Lymphocytes (G/L) | 137| 2,12+0,85 | 34| 2,25+0,72 | >0,05

21

D-dimer va SLTC & nhém bénh nhan UTP thdy c6 mbi lién quan
gitta SLTC voi giai doan bénh va tinh trang di can xa véi p<0,05.
Kim K.H (2014) nghién ciru v& y nghia tién lugng cia fibrinogen va
SLTC trén bénh nhan UTPKTBN giai doan mudn thdy khong c6 lién
quan gitta SLTC véi giai doan bénh vai p=0,91. Kotsori A.A (2006)
nghién ciru vé ty 1¢ tang tiéu cau ¢ 317 bénh nhan UTP nguyén phat
cho théy ty 1¢ tang tiéu cau & nhém UTP KTBN 1a 32,7% cao hon &
nhom UTPTBN la 6,6% véi p<0,001. Gonzalez Barcala F.J (2010)
nghién ctru trén 481 bénh nhan UTP thiy khong c6 lién quan giita
SLTC véi UTPTBN va KTBN véi p>0,05; nhung c6 lién quan véi
giai doan bénh va4i p=0,009.

4.3.1.2. Thay déi mét s6 XNPM theo, giai doan bénh va kich thuéc
khéi u

& Thay doi vé lwgng fibrinogen theo giai doan bénh va kich thuéc
khéi u

Lién quan gitra lugng fibrinogen véi giai doan bénh bdang 3.10cho
thdy luong fibrinogen trung binh ¢ giai doan II-IIIB 1a 3,74g/L thip
hon ¢ giai doan IV la 4,58g/L, su khac biét c6 y nghia véi p<0,05
nhung khong c6 y nghia véi UTP TBN (p>0,05).

Lién quan dén kich thudc khdi u phdi bang 3.12 cho thay ty 16 BN
¢6 lugng fibrinogen >4,8g/L c6 kich thudc khdi u phoi >7em 1a 55%
cao hon & nhom co kich thuéc khdi u phéi <7cm la 30,8%, va su
khac biét co ¥ nghia thong ké véi p<0,05.

Zhu J.F (2014) nghién ctru vé luong fibrinogen va SLTC véi
TGST & bénh nhan UTPKTBN c6 di cin ndo cho thiy c6 lién quan
giita lwong fibrinogen véi tinh trang hach (N), kich thuéc khéi u (T)
v6i p<0,05. Zhao J (2012) nghién ctru 160 bénh nhan UTPKTBN
thdy khong c6 lién quan giira thay ddi luong fibrinogen trudc diéu tri
va sau diéu tri v6i giai phau bénh UTP va giai doan bénh véi p>0,05.
Chen YS (2014) nghién ctru 370 bénh nhan UTP théy c6 lién quan
giita fibrinogen voi thé mé bénh hoc cia UTP véi p<0,001, lién quan
véi giai doan bénh ¢ nhém UTPKTBN véi p<0,001; khong c6 lién
quan voi giai doan bénh & nhom UTPTBN véi p>0,05.

& Thay déi vé néng dp D-dimer theo, giai doan bénh va kich thudc
khéi u

Lién quan giira ndng d6 D-dimer véi giai doan bénh bang 3.10cho

thidy nong d6 D-dimer trung binh & giai doan II-IIIB 1a 1,04mg/L



22

thip hon ¢ giai doan IV 1a 2,27mg/L sy khac biét c6 ¥ nghia voi
p<0,05 nhung khong c6 khac biét & nhém UTPTBN (v6i p>0,05).

Lién quan dén kich thudc khéi u phdi bang 3.12 cho thiy ty 16 BN
¢6 ndng do D-dimer>0,78mg/L & nhom kich thudc khdi u phdi >7cm
1 70% cao hon & nhom co kich thudce khdi u phdi <7cm 1a 41%, va
su khéc biét co y nghia théng ké vai p<0,05.

Két qua nghién ctru cia Ge L.P (2015) nghién ctru 82 bénh nhan
UTPKTBN thdy ty 18 ting D-dimer & giai doan IV 1a 80,6% cao hon
so voi giai doan IIIB 1a 50%, voi p=0,047. Kaseda K (2017) nghién
ctru trén 237 bénh nhan UTP KTBN thdy ndng d6 D-dimer c6 khac
biét giita nhom c6 kich thuée khdi u < 3 cm va >3 cm véi p= 0,023.
Thay dbi hé thong déng mau va TSH ¢ mirc d6 xét nghiém duoc phat
hién thuong xuyén ¢ bénh nhan UTP theo Ferrigno D (2001) nghién
ctru 343 bénh nhan UTP thay bét thuong D-dimer 13 55%, AT-III 1a
28%, yéu t& VII 1a 27%, yéu td X 1a 20% va yéu t6 II 1a 16%. Theo
Lima L.G (2013) trén 50% BN ung thu va trén 90% BN da co6 di can
déu c6 bat thuong dong mau nhu kéo dai va rat ngén PT, APTT, ting
va giam yéu t6 II, V, VII, VIII, IX, X, XI, fibrinogen, AT-III, san
pham thodi giang ciia fibri/fibrinogen.

4.3.2. Méi lién quan giira mét s6 chi s6 té bao mau ngoai vi va xét
nghiém déng mau véi thoi gian séng thém toan b

4.3.2.1. Méi lién quan giiva chi sé bach cdu véi thoi gian song thém
toan bg

= 86 lwong bach cau chung vdi thoi gian song thém toan bé

Két qua ¢ bdang 3.13cho thly nhom BN UTP ¢6 SLBC>7,3G/L ¢b
TGSTTB trung vi 1a 19 thang, ngin hon so voi nhém UTP c6
SLBC<7,3G/L voi TGSTTB la 23 thang, voi p=0,01. Phan tich da
bién thdy SLBC 1a yéu t6 tién luong doc 1ap véi thoi gian séng thém
0 bénh nhan UTP c6 HR 2,805 véi p=0,028 (bdang 3.15).

Két qua nay tuong tw nhu két qua nghién ctru ciia Holgersson G
(2012) nghién ctru trén 1146 bénh nhan UTPKTBN thay nhém BN
¢6 SLBC>9,0G/L ¢6 TGSTTB trung vi la 11,6 thang va ty 1é song
thém sau 5 nam 1a 3,1% trong khi d6 nhém BN c6 SLBC 3,5-9,0 G/L
¢6 TGSTTB trung vi 1a 15,4 thang va ty 1& séng thém sau 5 nim 1a
10,4% voi p<0,0001. Liu W (2017) nghién ctru trén 1120 bénh nhan
UTPKTBN thay nhém c6 SLBC >7,8G/L c6 TGSTKTT ngan hon
v6i HR=1,343 véi p<0,001 va TGSTTB ciing ngin hon so véi nhom
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2.2.3.1. Study on changes in some peripheral blood cells and
coagulation indexes in lung cancer patients.
* Evaluation parameters of peripheral blood cell changes

- Red blood cells: RBC, Hb, MCV, MCh, MCHC, RDW-CV%

- White blood cells: WBC, neutrophils, lymphocytes, monocytes,
NLR, NWR, LWR, LMR, MWR, PLR

- Platelet count (G/L).
* Evaluation parameters of coagulation changes.

- PT (INR, percentage (%)), APTTr, fibrinogen level, D-dimer
level, anti thrombin III, C protein, S protein

- ROTEM: INTEM, EXTEM, FIBTEM (CT, A5, MCF, TPl indicators)
* Time to take blood for testing in research

The blood sample for testing is collected after a definitive
diagnosis and before the initial treatment.

* Other clinical and subclinical parameters used in the study such as
histopathology, disease stage, tumor size, thrombosis status and
overall survival time.

2.2.4. Collect and method of statistical processing

- Data of each research patient are recorded according to a unified
study medical record

- The collected data will be encrypted and processed and analyzed
on SPSS 16.0 program.

2.2.5. The moral aspect of the topic

This study was conducted on patients who were diagnosed and
treated regularly at Bach Mai Hospital's Center for Nuclear Medicine
and Oncology.

Conducting research upon consent of patients and their families,
without treatment intervention, without requiring patients to pay
expenses, only to protect and improve patients' health, not for any
purpose other.

CHAPTER 3: RESULTS

Through research 137 patients diagnosed with LC and 34 healthy
adults, we obtained some of the following results.

3.1. Some characteristics of age and gender of patients
Table 3.1. Distribution of patients by age and gender

Group| Patients Reference
Index (n=137) (n=34) P
Age (year) 58,6+9,0 55,0£14,6 | >0,05
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- Voluntarily participate in research.

- Function of liver, kidney are normal.

- Do not use drugs that affect blood cells and coagulation systems
such as heparin, oral anticoagulants and antiplatelet agents.

- Patients are treated according to PC and IP regimens

2.1.2. Exclusion criteria from research

The patients do not meet the above selection criteria and:

- There is a diagnosis of secondary lung cancer due to metastasis

from other cancers to the lungs.

- Contraindications for chemical treatment: liver failure, kidney

failure, severe acute and chronic diseases and near-death risk.

- Women who are pregnant or breastfeeding.

- Combined with other cancers.

- Do not agree to participate in the study
2.1.3. Standard select reference group

34 healthy adults were selected from students, staff, health
examiners...with male/female ratio and age equivalent to the study group.
There is no history of hematological systemic diseases, hemostatic
coagulopathy, do not use drugs that affect blood cell, hemostasis.
2.2. Research Methods
2.2.1. research design

Research method described in advance, and with control group.
2.2.2. Sample size of the study

The sample size is calculated according to the formula of testing
the difference between the value of 2 quantitative variables (formula
of the World Health Organization):

n= 20° (Z\ 0 +Zl—ﬁ)2

(,Ul —H )2
Inside:
e Reliability level o = 5%
e Force of test 1-f =80%
®Z a2 =1,96
°z 1 =0,842

e Standard deviationc=70.9
e Normal D-dimer value pi=375pg/l (normal value threshold)
o D-dimer value of death ,=406,51g/l from Ursavas A et al (2010).
Applying the above formula, we calculated the theoretical sample
size of 80 patients. In this study, we have 137 patients
2.2.3. Specific research content
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c¢6 SLBC<7,8G/L v6i HR=1,328 véi p<0,001.Huang W (2018)
nghién ciru trén 589 bénh nhan UTPKTBN thay SLBC>7,805G/L ¢
TGSTKTT ngin hon véi chi s6 HR 1a 1,386 (p=0,007) va véi
TGSTTB c6 chi s6 HR 1a 1,379 (p=0,008).
& LMR véi thoi gian song thém

Qua phén tich don bién vé TGSTTB theo LMR chung t6i théy:
nhom bénh nhan UTP c¢6 LMR>2,26 c6 TGSTTB trung vi 1a 19 thang,
dai hon so véi nhom LMR<2,26 c6 TGSTTB la 15 thang, véi p=0,003
(bang 3.13). Trong phan tich da bién thiy LMR 14 yéu t6 tién lugng doc
lap & nhom UTP véi HR=0,513 (p=0,003) (bdng 3.15). Pidu d6 ching
t6 LMR 1a yéu t6 tién luong co ¥ nghia voi TGSTTB & bénh nhan UTP.

Két qua nghién ciru ciia mot s6 tac gia vé vin dé nay nhu Li W
(2017) phan tich gdp trén 3.954 bénh nhan UTP thiy & nhom BN c¢6
LMR thép c¢6 TGSTKTT ngén hon so véi nhém BN ¢6 LMR cao voi
HR 1,431 v&i p<0,001 va TGSTTB ngin hon & nhom ¢6 LMR thip
v6i HR 1,651 véi p<0,001. Tac gid Minami S (2018) nghién ctru 159
bénh nhan UTPKTBN. Gao Y (2017) nghién ctru trén 358 bénh nhan
UTPKTBN. Teng J.J (2016) phan tich gop 8.377 BN ung thu trong
d6 bénh nhan UTP. Hu P (2014) nghién ctu trén 1.453 bénh nhan
UTP ciing cho két qua tuong tu.
4.3.2.2. Méi lién quan giita xét nghiém dong mdu voi thoi gian
song thém
+ Xét nghiém PT véi thoi gian song thém

Két qua & bdng 3.14thdy nhém bénh nhan UTP ¢6 PT>92,55% cd
TGSTTB trung vi la 22 thang, dai hon so v&i nhom UTP co
PT<92,55% v&i TGSTTB la 17 thang, su khac biét vé TGSTTB giira
2 nhém c6 ¥ nghia théng ké véi p=0,038. Qua phan tich da bién thiy
PT% la yéu t6 tién lugng doc 1ap véi HR=0,614 va p=0,033 (bdng
3.15).Két qua nay ciing twong ty voi Zhu J.F (2014) nghién ctru 275
bénh nhan UTPKTBN thiy TGSTTB & nhitng BN c¢6 PT <13,5 gidy
la 15,4 thang dai hon c6 y nghia so voi nhom BN ¢6 PT>13,5 gidy la
10,4 thang voi p<0,046. Tas F (2013) nghién ctrul 10 bénh nhan UTP
thay ty 1¢ STTB sau 6 thang & nhém PT(gidy) binh thuong 1a 80,7%
so voi nhom PT (gidy) kéo dai 1a 58,8% véi p=0,05; nhém INR binh
thuong 1a 81,7% so vai nhom INR tang 1a 57,5% voi p=0,014.
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= Xét nghi¢gm ROTEM véi thoi gian song thém

Nhém bénh nhan UTP ¢6 CTintem>202 gidy c6 TGSTTB trung vi
1a 13 thang, ngan hon so véi nhém UTP ¢ CTinem<202 gidy véi
TGSTTB la 19 thang, sy khac biét vé TGSTTB giita 2 nhém c6 ¥
nghia thong ké v&i p=0,017. (bang 3.14).

Phén tich da bién cac yéu t6 tién luong, chi s6 CTinrem 12 yéu td
tién lugng doc 1ap véi TGSTTB & bénh nhan UTP véi HR=2,030 va
p=0,006 (bdang 3.15).

KET LUAN
1. Cé sy thay dbi mdt s6 chi s6 té bao mau ngoai vi va dong mau

- Ty 18 thiéu méu 14 20,4%, tang SLBC 14 24,1%, tang SLTC 13 26,3%.

- Ty 1¢ bat thuong: giam PT(%) 1a 7,3%; ting lugng fibrinogen la
40,1%, tang néng d6 D-dimer 1a 53,3%, giam PC 1a 10,2% va giam
PS 1a 32,8%, tang chi s6 AStem 1a 38,7%; ting chi s6 ASextem 14
28,5% va tﬁng AS FIBTEM la 48,9%.

- C6 19,0% bénh nhan biéu hién huyét khoi.

2. C6 mdi lién quan giira thay ddi ciia mdt s6 chi s6 t& bao mau
ngoai vi va dong mau véi dic diém 1am sang.

* Lién quan giira mot $6 chi sé té bao mdu ngogi vi va xét
nghiém dong mdu véi dic diém lam sang, gidi phiu bénh.

- Lién quan giita SLTC, luong fibrinogen va nong d6 D-dimer voi
giai doan bénh & nhom UTPKTBN (vai p<0,05).

- Lién quan thuan giita kich thudc khéi u véi NLR, luong
finbrinogen,va ndng d6 D-dimer (p<0,05).

* Lién quan gitta mgt s chi sé té bao mdu ngogi vi va xét
nghiém dong mau voi thoi gian sé'ng thém toan by ¢ bénh nhdn
UTP nguyén phit .

4 yeu t6 SLBC, LMR, PT(%), CTintem c0 gid tri tién luong vé
TGSTTB 6 bénh nhan UTP nguyén phat.

KIEN NGHI

1. Bac sy 1am sang co thé tién hanh cic xét nghiém dinh luong
ndng d6 D-dimer, va xét nghiém ROTEM cho bénh nhin UTP dé co
thé phat hién mét tinh trang ting hoat hoa déng méau huyét twong &
nhiing bénh nhan nay.
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coagulation system leading to abnormal coagulation. blood with
thrombosis and/or bleeding. Hemostatic coagulation disorder is a
common cause of death in cancer patients. On the other hand,
activating hemostatic coagulation involves the involvement of cancer
cells and tumor buffers, which initiate cancer cell metastasis
according to blood. Some histopathological studies show that there is
fibrin deposition and platelet aggregation in and around the tumor,
which indicates activation of local hemostasis.
1.2.2.2. The role of fibrinolytic system in cancer

The components of the plasminogen-plasmin system are all
involved in many physiological processes such as embryo
development, healing wounds, proliferation and cell migration as
well as pathology of proliferation, invasion and metastasis through
vascular proliferation and cell migration. The relationship between
plasminogen-plasmin system and tumor biology is very complex, but
meaningful in prognosis. All steps from proliferation, programmed
death, migration, cell infiltration and angiogenesis are involved in
plasminogen-plasmin system.
1.2.2.3. Cancer and thrombosis

Thrombosis is a common complication in malignant diseases and
it also contributes to increased severity of the disease as well as
mortality. Thrombosis can be primary or postoperative, after
radiotherapy or after anticancer chemotherapy.Cancer is associated with
an increased incidence of venous thromboembolism from 4% to 20%
and arterial thrombosis from 2% to 5%. Perhaps due to changes in
clotting factors, increased platelet aggregation and reduced fibrinolysis
are the main mechanisms that can explain cancer-related thrombosis.

CHAPTER 2: SUBJECTS AND METHODS

2.1. Research subjects
Including 137 patients diagnosed as LC were treated at Bach Mai

Hospital's Center for Nuclear Medicine and Oncology during March 2014
to December 2017 and 34 people being healthy is a reference group.
2.1.1. Criteria to select patients

- Patients were diagnosed with primary LC.

- New treatment for the first time.

- From age 16 and up.



28

rate after 1 year was 33.6%; In patients with mild anemia, median OS
was 8.8 months and the survival rate after 1 year was 34.4%; and in
patients without anemia, median OS was 11.8 months and the
survival rate after 1 year was 49.6%, the difference between groups
with p<0.001.

1.2.1.2. Change the number of white blood cells, platelets in lung
cancer

Increased WBC is a common symptom in LC patients either at the
time of diagnosis or during treatment. It may be due to one or more
factors such as infection, bone marrow metastatic cancer, or
treatment with a corticosteroid-containing regimen. However,
patients with LC often show an increase in SLBC without regard to
these factors. It was an increase in tumor related leukocytosis, the
main cause of which was the production of uncontrolled blood-
producing cytokines from tumor cells. To date, more than 40
different blood-stimulating cytokines have been synthesized from LC
cells or other tumor cell lines have been identified. The study of
Boddu P and CS (2016) on 571 patients with NSCLC showed that
leukocytosis due to tumors is not only a poor prognostic factor early
on but can also help distinguish between benign and malignant
lesions. increase WBC rate is 9.90%, increase of platelets is 5.15%
and increase of both WBC and platelets is 1.98%. In relation to the
OS with abnormalities of WBC andplatelet, authors showed that in
the group of patients with increased WBC, the average OS was 340.5
months, the increase platelet had the average OS was 5+1.3 months,
the group of patients with increased both WBC and platelets with the
average OS of 2+1.6 months was shorter than the group with no
increase leukocytes and platelets with an average of 16+1.3 months
with prespectively, p <0.001, p <0.001 and p = 0.2.
1.2.2. Change hemostatic coagulation in lung cancer
1.2.2.1. Activating plasma hemostasis in cancer

Hypercoagulationis a common manifestation and increases the
risk of thrombosis in cancer patients. The pathogenesis of thrombosis
in cancer is complex, often related to abnormalities of Virchow's
triangle (flow status, vascular injury, and hypercoagulation). The
relationship between cancer and the coagulation system is a
reciprocal effect: on the one hand, cancer cells have pre-coagulation
activity, which is able to activate on the spot the hemostatic
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INTRODUCTION TO THE THESIS

1. Background

Lung cancer (LC) is the most common cancer and is the leading cause
of death worldwide in recent years.

The relationship between LC and inflammation and inflammatory
response is increasingly concerned and closely related. Inflammation plays
an important role in creating microenvironment, promoting proliferation and
tumor growth, tumor cell invasion, increased vascularity, accelerating
metastasis and patient's survival time. Therefore, inflammatory markers may
become an appropriate factor in prognosis of lung cancer. The
determination of inflammatory markers and immune response is easy to
implement, low cost and widely used in clinical practice such as platelet
count, white blood cell count (WBC), lymphocytes, monocytes, neutrophils,
neutrophil/lymphocyte ratio (NLR), platelet/lymphocyte ratio (PLR).

In addition to detecting the association between markers and cancer
development, there have also been some recent studies of hemostatic
abnormalities in lung cancer patients. Changes in hemostatic coagulation
are often detected in lung cancer and the degree of activation of the
hemostatic and fibrinolytic system is related to the clinical progression of
the disease.

Activation of hemostatic coagulation system and fibrinolysis in lung
cancer patients may be clinically and subclinical. It is a complex reaction,
which plays an important role in the pathogenesis of thrombosis and
discase symptoms. Patients with deep vein thrombosis or
hypercoagulatory levels are always associated with tumor growth,
metastasis, inflammatory response, angiogenesis, and poor prognosis.

In the world, there have been some studies on hematological changes,
hemostatic coagulation and fibrinolytic system in lung cancer patients. But
in Vietnam, studies on this issue are few, while lung cancer is quite
common. Therefore, we conduct this topic with the goal:

1. Research on changes in peripheral blood cells and coagulation

tests in lung cancer patients.

2. Analysis of the relationship between changes in some peripheral

blood cell and coagulation indicators with the clinical
characteristics of lung cancer patients.
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2. Urgency of the thesis

According to the World Health Organization, in 2012, about 1.8 million
people were newly infected and about 1.59 million people died of lung
cancer globally. By 2018 this number has increased to about 2.1 million
newly infected people and about 1.8 million patients have died.
Although progress has been made in the treatment and diagnosis of lung
cancer, but lung cancer prognosis is still a problem, with the overall
survival rate after 5 years low, only about 15%.

3. New contributions of the thesis

- Determine the rate of anemia, increase the WBC, increase
platelet count, increase fibrinogen level, D-dimer level and abnormal
rate of some physiological anticoagulants in LC patients.

- Rate of thrombosis

- The relationship  between  histopathology,  NLR,
PT(%),fibrinogen level, and D-dimer level with tumor size.

- Relationship between platelet count, fibrinogen level and D-
dimer level with the disease stage.

- Determination of factors including WBC, LMR, PT(%) and CTintem
are independent prognostic factors for overall survival in LC patients.

4. The layout of the thesis:

The thesis consists of 146 pages. In addition to the problem set (2
pages), conclusions and recommendations (3 pages), the thesis has 4
chapters. Chapter 1: Overview (35 pages); Chapter 2: Subjects and
research methods (18 pages); Chapter 3: Research results (37 pages);
Chapter 4: Discussion (51 pages). The thesis has 46 tables, 16 charts,
2 illustrations, 4 diagrams. The thesis has 203 references, including
21 Vietnamese documents and 182 English documents.

CHAPTER 1: OVERVIEW

1.1. Epidemiological characteristics, risk factors and
pathogenesis mechanismsfor lung cancer
1.1.1. Epidemiological characteristics of primary lung cancer

LC is also the cancer with the highest mortality rate globally.
According to WHO statistics (2018), there are about 1.8 million LC
deaths and 18.4% of all deaths from cancer. In Vietnam, in 2012,
there were over 19,000 deaths due to LC, accounting for a total of

27

20.6%. The mortality rate in men is 37.2/100,000 people, in women
is 10.9/100,000 people. By 2018 the number of deaths due to LC is
20,710 cases (accounting for 19.14%) of all deaths due to cancer
(ranked second after liver cancer).
1.1.2. Risk factors and mechanisms for lung cancer
1.1.2.1. The risk factors

According to the WHO, smoking cigarettes, pipe tobacco, cigars,
pipes or other tobacco-smoking effects (collectively referred to as
cigarettes) has killed 100 million people worldwide.
1.1.2.2. Mechanism of lung cancer

At the cellular and molecular levels showed that cancer cells
have many changes in both the number and the irreversible
chromosome structure that are important indicators of LC.Along with
chromosomal abnormalities are genetic abnormalities such as: P53
gene involved in DNA repair, cell division, programmed death and
cell growth regulation. The Ras (K-ras, Hras, Nras) gene family are
important pre-cancer genes in LC development. EGFR (HERI)
mutation is a type of trans-cellular signaling protein group.

1.2. Some research results on hematological changes, coagulation in
LC.
1.2.1. Change peripheral blood cell parameters in lung cancer
1.2.1.1. Anemia in lung cancer patients

In cancer, the incidence of anemia may occur in 30% of patients.
However, this rate depends on each type of cancer. Anemia in cancer
may be related to the process of disease itself or by treatment such as
chemotherapy or radiotherapy and/or surgery. Factors associated with
anemia are common metabolic disorder, decreased stem cell count of
red blood cells in the bone marrow, increased levels of inflammatory,
hemolytic cytokines, and catabolism of patients with tumor burdens
and related erythropoietin deficiency. According to the study results
of Aoe K and et al (2005), the study on 611 LC patients showed
anemia rate of 48.8%, in which the prevalence of anemia in NSCLC
is 50.62% and the rate of deficiency SCLC blood is 43.88%. In
relation to anemia and reduced OS, the author's study found that
patients with severe anemia had a median OS of 4.4 months and an
additional 1-year survival rate of 14.7%; meanwhile, in patients with
average anemia level of median OS was 7.6 months and the survival



