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MO DAU

Lao 1a nguyén nhan nhiém trang gy tir vong hang dau trén thé gidi
[23],[37],[471,[83]. Theo T6 chuc Y té thé giéi (WHO) 2010 c6 8,8 tridu
truong hop lao méi (13% dong nhiém véi HIV) va 1,1 triéu ngudi chét vi
bénh lao & ngudi HIV (-) va 0,35 triéu ngudi chét ¢ ngudi HIV (+) [105]. Ty
1¢ tr vong do lao chiém 1/4 (25%) trong téng sd tir vong do moi nguyén nhan
khac cong lai. Lao ciing 1a mdt trong hai nguyén nhan thuong gip nhat gay ra
tran dich mang ph6i (TDMP) dich tiét wu thé lympho bao [6],[10],[15],[49]. O
Viét Nam TDMP do lao dimg hang dau trong cac bénh lao ngoai phoi (chiém
39,2% theo thong ké cua Vién lao va bénh phoi [17].

Viéc chan doan nguyén nhan tran dich mang phdi do lao ¢ Viét Nam
cling nhu trén thé giéi doi khi khé khin va can dit ra & bat ky bénh nhan tran
dich mang phéi dich tiét nao. Chan doéan xac dinh duoc thuc hién qua k¥ thuat
choc do mang phdi liy dich mang phdi di phan tich vé sinh hoa, t& bao, vi
tring, sinh thiét mang phoi 1y mau mo lam giai phau bénh.

O nudc ngoai, xét nghiém phan tich dich mang phdi cho két qua chan
doan cao nho sir dung nhiéu xét nghiém tién tién vé sinh hoa, té bao, vi tring
trong dich mang phoi. Tuy nhién, cac xét nghiém té bao va vi tring trong
chan doan lao c6 do nhay con thap. Sinh thiét mang phdi - mot tiéu chuan
vang cho phép chan doan xac dinh TDMP do lao thong qua sy ton tai mo
viém lao ddc hiéu — ti 1& chan doan dwong tinh van con thap 56 — 82% [19],
[21],[49].[59].

Tai Viét Nam, cac xét nghiém can thiét chan doan lao khong du, hiéu
qua chan doan cua phan tich dich mang phdi con thap.

Hién nay, & nudc ta, AFB duong tinh trong dam la phuong tién thuong

nhat dé chan doan tran dich mang phoi di kém véi lao phoi. Néu AFB khong



dugc phat hién, phan 16n cac trudng hop TDMP do lao khac duoc chan doan
tai dia phuong don thuan dua vao dic diém tran dich mang phoi dich tiét uu
thé lympho bao c6 kém hodc khong véi phan ung lao t6 duwong tinh manh.
Ngoai cac xét nghiém thuong qui cho lao, cac xét nghiém mdi, tién tién dé
chan doan lao da phan khong pho bién ngoai trir & cac bénh vién trung tam
khu vuc. Vi vay, rat nhiéu bénh nhan tran dich mang phéi dich tiét vu thé
lympho bao da dugc chan doan va diéu tri thir lao. Mic du TDMP do lao co
thé ty gidi han trong vai thing ma khong can diéu tri, viéc chan doan va diéu
tri sai c6 thé lam bénh dién tién ning va bién chimg lao cic co quan khac
trong khoang 65% trudng hop [17],[63],[88]. Piéu tri thir khong duge khuyén
c40 vi mang dén nhiéu nguy co nhu: bé sot chan doan khac, dic biét 1a ung
thu; tén kém tién bac va thoi gian; tac dung phu thudc khang lao trén gan,
than, than kinh ngoai bién, khédp..., gy tam 1y hoang mang lo lrflng cho than
nhan va bénh nhan.

Vai ddu 4n sinh hoa di duoc phat hién gitp ich cho viéc chan doan
TDMP do lao, bao gdm su gia ting cac chat sau trong dich mang phdi:
Phosphatase kiém, Adenosin deaminase (ADA), Interferon gamma (INF-y),
Lysozyme, Interleukin (IL)-12p40, IL-18, Immunosuppressive Acidic Protein
(IAP), soluble IL-2 receptors (sIL-2Rs)... Nhiéu nghién ctru trén thé gioi da
cho thay rang nhitng dau an nay c6 gia tri trong chan doan TDMP do lao.

Trong tinh hinh Viét Nam hi¢n nay, cac co s& chua trang bi duoc
phong xét nghiém du tiéu chuan dé thuc hién k¥ thuat PCR lao, chua lam
duoc mot sd dau 4n sinh héa, chua 1am dugc sinh thiét mang phéi va/hoac
chua doc duoc tidu ban gidi phau bénh manh mo mang phéi. Do d6, viéc tim
kiém mot xét nghiém mai, tién tién, chan doan nhanh, it xam 14n, c6 do nhay
va d06 dic hiéu biét cao, twong dbi ré tién, d& thyc hién, co6 thé dung rong rii &

tuyén co so 1a hét strc can thiét.



Thém vao do, cac xét nghiém cé gia tri chan doan TDMP do lao cao
hién nay nhu ADA va INF-y chua dugc thuc hién rong rai. INF-y chi thuc
hién duoc trén hé théng may cong nghé cao & mot s6 bénh vién 16n tuyén
trung uvong nén kha ning phd bién rong rai xét nghiém nay 1a kho, ADA du dé
thuc hién nhung chua dugc nghién ctru va phd bién rong rii, trong khi ALP
va Lysozyme du gia tri chin doan TDMP do lao khéng cao biang ADA va
INFy nhung ré tién, dé thuc hién trén cic may xét nghiém sinh hoa thong
thuong, c6 kha ning pho bién dugc o tuyén co sd.

Véi muc dich xac dinh ddu 4n sinh hoa nao hiru ich hon trong chan
doan TDMP do lao gitta ALP, Lysozyme, ADA va INF-y; va véi gia thuyét
c6 thé gia ting hon nita d6 dac hiéu va do nhay cua timg xét nghiém trong
dich mang phoi, ciing nhu gia ting gia tri chan doan khi két hop cac xét
nghiém, dic biét 1a ALP va Lysozyme dé c6 thé pho bién rong rii ¢ tuyén co
sO, chung toi tién hanh dé tai nay nham “Nghién ctru gia tri ciia Phosphatase
kiém, Lysozyme, Adenosine deaminase va Interferon gamma trong chan doan
tran dich mang phéi do lao” véi muc tiéu nghién ctu:

1. Nhan xét vé dic diém 1am sang, can lam sang cia nhém bénh nhan
dugc chan doan cudi cung 13 tran dich mang phdi do lao.

2. Xac dinh gia tri chan doan cua timg xét nghiém: Phosphatse kiém
dich mang phoi (ALP DMP) va ti s6 ALP dich mang phdi / huyét thanh (ALP
DMP/HT), Lysozyme dich mang phdi (Lys DMP) va ti s6 Lysozyme dich
mang phoi/ huyét thanh (Lys DMP/HT), Adenosine deaminase dich mang
pho6i (ADA DMP) va Interferon gamma dich mang phéi (INF-y DMP) trong
TDMP do lao.

3. Xac dinh gia tri chan doan cic phdi hop xét nghiém: ALP,
Lysozyme, ADA va INF-y trong TDMP do lao.



Chuong 1
TONG QUAN TAI LIEU

1.1. PAI CUONG BENH LAO
1.1.1. Lich sir lao

Lao 1a mdt trong nhitng bénh lau doi nhat, uwéc doan di ton tai tir
15.300 dén 20.400 nam trudc cong nguyén, ngay tir lac hinh thanh va phat
trién loai nguoi & cac nude cd nén van minh cb 1au doi nhu cac nude Trung
A, An Do, Ai Cap, Hy Lap [23],[43],[44],[50]. Ttr Thoi Hypocrates (460 —
377 trudc cong nguyén) cho dén dau thé ky 19, bénh lao bi hiéu 1am v4i mét
s6 bénh khac dic biét 1a cac bénh & phdi, ngudi ta xem bénh lao 1a mot bénh

khéng chira duoc va 1a mot bénh di truyén [23],[44].

Nam 1882 nha bac hoc ngudi Pirc Robert Koch (1843 — 1910) phén 1ap
dugc vi trung lao tu mau dam cua bénh nhan lao, chirng minh duogc lao la
bénh truyén nhiém, x4c dinh duoc nguyén nhan cta bénh lao 1a truc khuan,
trec khuan nay dugc goi tén 1a Bacillus Koch viét tit 1a BK. Ong cling dat ra
nguyén tic kiém soat bénh lao trong cong déng bang cach cach ly bénh nhan

xét nghiém dam duong tinh véi vi khuan lao [43],[76].

Cho dén nay, khong mot qudc gia ndo, khong mot dan toc nao lai

khong c6 ngudi nhiém lao, mac bénh lao hay chét vi lao [23],[44].

O Viét Nam tai liéu tir thoi An Duong Vuong da noéi dén bénh lao. Pén
thoi Tué Tinh ¢ thé ky 14 ong cho rang hu lao khong phai 1a mot bénh, ma
bénh dién bién lau ngay thanh lao trung. Hai Thugng Lin Ong & thé ky 18 noi

ho lao 13 ho lau ngdy va bénh lao 1a mot bénh truyén nhiém.



1.1.2. Dich té& hoc

1.1.2.1. Bénh lao trén thé gidi

Vao dau thién nién ky mdi, lao van con 1a bénh nhiém tring nghiém
trong nhit, c6 nguy co cao nhit vé sd lugng ngudi mic, sé ngudi nhiém bénh
va sb nguoi tir vong bat chp nd luc kiém soat lao tich cuc trong nhiéu thap
nién gan day.

Theo T6 chuic y té thé gigi (WHO) [105], trong nam 2011, da wéc tinh
c6 8,8 triéu truong hop lao méi (13% dong nhiém véi HIV) va 1,1 triéu nguoi
chét vi bénh lao, tin suit mic lao mai trung binh toan cau la 125/100.000 dan,
trong d6 c6 gan mot triéu ngudi chét khong nhiém HIV va 350.000 chét co
HIV duong tinh. Ti 1& t&r vong do lao chiém 1/4 (25%) trong tong sb tir vong
do moi nguyén nhan khac cong lai .

Dich t& lao khac nhau rat nhiéu khi so sanh hai khu vuc cac nuéc kinh
té phat trién va cac nudc dang phat trién.

Hau hét cac udc tinh s6 trudng hop trong nim 2011 xdy ra & chau A
(59%) va Chéau Phi (26%); mdt ty 1€ nho bénh lao xay ra ¢ khu vuc Dong Dia
Trung Hai (7,7%), khu vuc chau Au (4,3%) va khu vuc ciia Chau M§ (3%).

Niam qubc gia c6 s6 lao moi mic cao nhét trong nam 2011 1a An Do
(2,0 - 2,5 triéu), Trung Qudc (0.9 - 1.1 tridu), Nam Phi (0,4 - 0,6 triéu),
Indonesia (0.4 - 0.5 triéu) va Pakistan (0.3 - 0.5 triéu). An D¢ chiém 26% va
Trung Qudc chiém 12% céc truong hop trén toan cau [105].
1.1.2.2. Bénh lao ¢ Viét Nam

Viét Nam xép thtr 12 trong s6 22 qubc gia c6 ganh ning bénh lao cao
nhat thé gii va thir 14 trong 27 qudc gia c6 tinh hinh lao da khang va siéu
khang cao [2]. Nam 2014, toan qudc di phat hién 102.070 bénh nhan lao cac
the, i 1& phat hién 1a 111,35/100.000 déan; trong d6 c6 49.934 bénh nhan lao



phdi AFB (+). So sanh voi ndm 2013, s6 bénh nhan lao phdi méi phat hién
nam 2014 di giam 673 bénh nhan; ti 1¢ diéu tri khoi bénh nhan lao phoi AFB
(+) dat 89,93%. Tuy nhién, bénh lao van xép vao murc trung binh cao so véi
toan cau. Nguy co nhiém lao hang nim & Viét Nam hién nay 1a 1,7%, trong
d6 & phia Bic 1,2%, phia Nam 2,2%, khoang 44% dan s6 bi nhiém lao [2].

Lao ciing 12 mot trong hai nguyén nhan thuong gip nhat gdy ra TDMP
dich tiét vu thé lympho bao. TDMP do lao dimg hang dau trong cac bénh lao
ngoai phdi (chiém 39,2% theo thong ké ctia Vién lao va bénh phoi) [3],[17].

Theo Lé Kim Puc (2010) khi nghién ctru thuc trang phét hién va diéu
tri bénh lao & nong dan tai Bénh vién Lao va Bénh phéi Thanh Héa, nhan théy
tir nam 2005 dén 2009, lao mang phoi chiém ti 1 tir 47,5% dén 53,3% trong
cac thé lao ngoai phoi.

Véi céac sb lidu trén, tinh hinh dich t& bénh lao ¢ nudc ta xép vao loai
trung binh cao & khu vuc Ty Thai Binh Duong, 14 khu vuc ¢ chi s tong so

bénh nhan lao trung binh trén thé gidi.
1.2. TRAN DICH MANG PHOI DO LAO
1.2.1. Dinh nghia

TDMP do lao 1a mot bénh & mang phdi giy ra boi vi khuan lao
(Mycobacterium tuberculosis) xdm nhap vao mang phdi trén co thé da qua
man v&i cac protein cta vi khuén lao trong 1an nhiém trudc do.

1.2.2. Dich té

- TDMP do lao 1a mét thé lao ngoai phdi rat phd bién. Theo L.Farer A,
TDMP do lao & My chiém 1/5 cac truong hop lao ngoai phdi va co khoang
1.100 hodc xap xi 4% trudng hop lao mang ph6éi méi hang nim dugc phat
hién [50],[75]. Nguoc lai, hon 25% bénh nhan lao phdi & Burundi dugc bao



c40 c6 TDMP. Tai Nam Phi, 20% bénh nhan lao phdi c6 TDMP, Tay Ban
Nha la 16% [63].

- O nudc ta theo théng ké ctia Vién Lao va Bénh Phdi nam 1981 —
1982, TDMP do lao dimg hang dau trong cac bénh lao ngoai phoi (39,2%) va
60 - 70% céac nguyén nhan TDMP néi chung [10],[17]. Theo tac gia Tran Ha
nim 1985 qua 2974 bénh nhan dén kham bénh tai Vién Lao va Bénh Phoi,
TDMP do lao chiém nhiéu nhit (27%) trong cac thé lao ngoai phdi. Mot
nghién ctru cia Ngd Quy Chau thiy trong sé nhitng bénh nhan TDMP vao
diéu tai khoa ho hap bénh vién Bach Mai tir 1996 dén 2000 thi nguyén nhan
TDMP do lao gip véi ti 1& cao nhat, chiém t&i 72,3% [3].
1.2.3. Giai phiu va sinh 1y ciia din lvu mang phoi

Mang ph6i gdm nam thanh phan tham gia dan luu dich mang phoi:

- Hé thong dan luu 14 thanh (dong mach lién suon va v trong).

- Khoang mo k& 14 thanh.

- Khoang k& giita cac té bao mesothelial.

- Khoang mo k& phoi.

- Hé thong dén luu 14 tang (d6ng mach phé quan va dong mach phoi).

Khoang mang phoi c¢6 chirc ning nhu hé théng dém giita 14 thanh va 1a
tang ciia mang phdi. Binh thuong khoang mang phdi c6 bé rong 7-27 um va
chira khoang 10-40 ml huyét twong ham luong protein thap. Hau hét dich
mang phoi duoc tiét ra tir givdng mao mach cua 14 thanh mang phoi.

Puong dan luu chinh cta dich mang phoi qua cac mach bach huyét 13
thanh vé1 do thanh thai gé'lp 28 1an toc d6 tao dich. Binh thuong c6 su can
bang dong hoc gitta 4p luc keo va ap lyc thily tinh, cho phép kiém soat su tiét

va hap thu dich mang phoi.



Su tich tu dich trong khoang mang phdi 1a hau qua cta bat ky nguyén
nhan sau:

- Tang ap luc thay tinh cta vi tudn hoan.

- Giam ap luc keo ctia vi tuan hoan.

- Giam ap luc trong khoang mang phoi.

- Tang tinh thim cua vi tuan toan.

- Giam dan luu bach huyét tir khoang mang phoi.

- Thoat dich tir phuc mac theo duong bach huyét hodc do hu ton giai
phau ctia co hoanh.

mang phii thinh  mang phéi tang

mang nén mong

:::::: bal::h‘hu:y’e{t .
Zji;i',[thénl_lngxc

Hinh 1.1 Cau trac giai phiu ctia mang phoi

Nguon: Devita (2001) [45]

1.2.4. Nguyén nhéan giy tran dich mang phdi

TDMP do nhiéu nguyén nhan khac nhau gay ra, trong d6 hay gip hon
ca 1a TDMP do lao va TDMP do ung thu. Chan doan nguyén nhan do6i khi gap
nhiéu kho khan, tiy theo timg tac gia, c6 khoang 15% - 20% TDMP khoéng

tim ra dugc nguyén nhéan sau khi da lam moi bién phdp chan doan.



Chan doan nguyén nhan bit dau bang phan tich dich mang phdi vé sinh
hoa dé xac dinh day 1a TDMP dich tham hay tiét dua vao tiéu chuan Light.

Chan doan nguyén nhan TDMP dich thim khong khé va thuong c6 thé
xac dinh dua trén cac triéu chung lam sang, vi du nhu céc triéu ching 1am
sang dién hinh cta xo gan, suy tim, hoi ching than hu... Thong thuong khong
can lam thém xét nghiém gi nira dé chan doan.

Néu 1a dich tiét, can 1am thém mot sb xét nghiém dich mang phé)i khac
tiy theo chan doan 1am sang nghi ngo.

Bang 1.1: Phan loai TDMP dich tham hay tiét theo tiéu chuan Light [56],[88]

TDMP dich tiét TDMP dich thim
Khi thoa mén it nhat 1 tiéu chuan: Khi thoa méan ca 3 tiéu chuan sau:
+ Protein DMP/ protein mau > 0,5 + Protein DMP/Protein mau < 0,5
+ LDH DMP/ LDH mau > 0,6 + LDH DMP/ LDH mau < 0,6

+ LDH DMP > 2/3 gidi han trén binh | + LDH DMP < 2/3 gi6i han trén

thuong cua LDH mau. binh thuong cua LDH mau.

Bang 1.2: Nguyén nhan gay TDMP [17],[56],[88]:

A/ Tran dich mang phoi dich tham:

. Suy tim & huyét.
. Xo gan.
. Hoi chirng than hur.

. Suy than man.

1

2

3

4

5. Tham phan phic mac
6. Tac tinh mach cha trén.
7. Thuyén tic phoi

8. D1 ting

9

. U nuédc tiéu mang phoi.
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B/ Tran dich mang phoi dich tiét:

1. Bénh ac tinh:
. D1 cén.
. U trung mo.
2. Bénh nhiém trung:
. Nhiém vi trung.
. Nhiém lao.
. Nhiém nam.
. Nhiém siéu vi.
. Nhiém ky sinh trung.
3. Thuyén tic phoi.
4. Bénh ti€u hoa.
. Ap xe gan/lach.
. Viém tuy cép.
. Thung thyc quan.
. Sau phau thuat 6 bung.
. Thoat vi hoanh
. Sau gy xo chong gidn tinh mach
5. Bénh mach mau va hé tao keo:
. Viém khép dang thap.
. Lupus ban do6 hé théng
. Lupus do thudc.
. H61 chung Sjogren.
. H61 chung Churg — Strauss.
. Bénh tang bach cau hat Weneger.

. Bénh Lympho té bao mién dich non.

6. Bénh mang phoi do thudc:

. Nitrofurantoin

. Dantrolene.

. Methysergide.

. Bromocriptin.

. Procarbazine.

. Amiodarone.

. Phenytoin.

. Methotrexat.

.Cysclophosphamid.

. Penicillamin.

7. Hoi chimg sau ton thuong tim.

8. Nhiém amiing phoi
9. Bénh Sarcoidosis.

10. Tang ure mau.

11. Hoi chirng Demon — Meigs.

12. Hoi chitng méng vang.

13. Phéi (trapped lung).

14. biéu tri bang tia xa.

15. Béong dién.

16. Tran mau mang phoi.

17. Ton thuong do thay thudc gay
nén.

18. Tran dich mang phdi dudng chép.
19. Hoi chimg qué kich budng tring.
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1.2.5. So' @6 chan doan tran dich mang phoi [17], [56]

Tran dich mang phoi

v

Choc dich mang phoi

Pinh lugng protein va LDH DMP

v

C6 mot trong céc ti€u chi sau:
. Protein DMP/HT > 0.5
.LDH DMP > 0.6

. LDH HT > 2/3 gi61 han trén binh thuong

Co

A 4

A 4

Khéng

Dich tiét

nguyén nhan

Thuc hién céc tha thut chan doan

Dich thim
Diéu tri nguyén nhan: suy tim, xo
gan, hoi chung than hu

v

Dinh lugng Glucose
Amylase HT
Phan tich té bao DMP
, Dém thanh phan té bao
Amylase tang C%y’ nA’hu?m §Oi DIvAE
Xem: . V& thuc quén Cac dau an vé lao trong DMP
. TDMP do viém tuy il
. TDMP &c tinh

y

Khong c¢6 chan doan

Glucose < 60 mg/dL
Xem: . TDMP &c tinh
. Nhiém tring
. Théap khép

v

Xem c6 thuyén tic phoi

Piéu trj thuyén tic phoi

[ (CT xoan dc / xa hinh phoi)
v

sinh thiét mang phoi mo

Khdng
?| Dau 4n cua lao trong DMP | Diéu tri lao
Khong v
M cai thién tri¢u chung » Theo doi
Khong ‘*
L Xét ndi soi long nguc hoac

So dd 1.1: Tiép can chan doan tran dich mang phoi

Nguon: Harrison’s pulmonary nd critical care medicine (2010) [55]
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1.2.6. Co ché bénh sinh [3],[17],[23],[501,[76],[88]

TDMP do lao c6 thé xdy ra tién phat (sau nhiém lao tir 6 — 12 tudn)
hodc hau tién phat. Co nhiéu gia thuyét vé co ché bénh sinh cia TDMP do lao
nhung tom lai co cac gia thuyét chinh sau:
1.2.6.1. Tran dich mang phéi do truc khudn lao di vao khoang mang phoi

Vi sy hién dién ctia mién dich trung gian té bao, tryc khuan lao sé& gay
kich thich, tang phan (mg viém va hinh thanh nén dich mang phéi. Co s cua
gia thuyét nay 1a trong nhimng trudng hop Xquang phoi khong cé t6n thuong
nhu mé, cdy dich mang phoi tim thdy ton thuong nhu mé trong khoang 30%
cac truong hop va khi sinh thiét mang phai thi ti 1 tim thdy nang lao khoang
70%. Nguyén nhan tran dich 1a do lao ngoai phdi di chuyén dén mang phoi
bang duong mau hodc duong bach huyét. Tuy nhién, ban thin sy ¢6 mit cua
tryc khuan lao trong mang phdi khong du dé giai thich su hinh thanh dich
mang phdi do c6 nhiéu trudng hop bénh tu khoi ma khong can phai diéu tri
gl

Tinh hudng khéc 13 do v& cac 6 ba dau ¢ nhu md vao khoang mang
phoi va gdy mi mang phéi do lao vi ching chira rat nhiéu vi khuan lao.
Truong hop nay khi chup Xquang nguc s& thdy ton thuong nhu mé phoi.
1.2.6.2. Tran dich mang phéi do phin iing qud mdn mudn ciia co thé véi
khdng nguyén ciia trwe khudn lao trong khoang mang phéi

Pa s6 cac nghién ctru cho rang phan Gmg qua man mudn dong vai tro
cht yéu trong bénh sinh cta tran dich mang phdi nguyén phat do lao. Tran
dich mang phdi 13 hau qua cua phan Gmg mién dich giita protein cua truc
khuan lao véi lympho T man cam, san sinh ra mot s6 lymphokin 1am ting tinh
thAm mao mach mang phoi va 1am hoat héa cac té bao viém (nhu bach cau

mono, lympho, cac nguyén bao soi ciia mang phoi). Gia thuyét nay giai thich
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cho nhimg trudng hop khong tim thay tryc khudn lao trong dich mang phdi
hoic khong thay ton thuong mé bénh hoc & mang phoi. Cac bang ching tng
ho gia thuyét nay gom:

- Stead va cong su nghién ctru cho thay 12/15 bénh nhan TDMP do lao
c6 ton thuong tap trung & ving phdi tiép gidp voi mang phdi. 3 trudng hop
con lai dugc phat hién thiy c6 nhimg ton thwong nhu md, nhung cac truong
hop nay khong c6 ton thuong dudi mang phoi.

- Cay truc khuan lao DMP & hau hét cac truong hop 1a am tinh.

- TDMP xuét hién sau sinh thiét cac ton thuong lao tai phoi.

- Allen, Apicells va nhiéu tac gia dd nghién ctu tiém truc khuan lao
chét vao gan ban chan cho lgn hodc chudt dé gy mién dich véi protein cia
trye khuan lao. Sau 3 - 5 tuan, tiém vao mang phdi tinh chat tuberculin (PPD)
s& gidy TDMP trong vong 12 — 48 gid. TDMP sé& bi han ché néu dong vat duoc
tiém huyét thanh khang lympho. Dich mang phoi c6 thé xay ra véi cac con vat
chwa dugc min cam véi true khuén lao nhung dugc tiém cac té bao mién dich
tlr cac con vat dd man cam va TDMP khong xay ra & cc con vat di man cam
néu duoc truyén huyét thanh khang lympho bao.

Mic du ting phan Gng qua man mudn ddi véi protein tuberculin dugc
xem 1a co ché chinh gay viém mang phéi lao, nhung 1/3 truong hop lai co két
qua phan tng tuberculin 4m tinh. Sy mét phan Gng ndy cia co thé dbi véi
protein tinh khiét phat sinh c6 1& do su trc ché ctia mot sé khang nguyén dic
biét ngoai phdi. Poi khi trc ché mién dich nay co thé 1a két qua cta tinh trang
giam tuong ddi cac lymphocyte phan ung — phat sinh ctia protein tinh khiét

trong mau tuan hoan do chiing tach ra trong khoang mang phoi.
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1.2.6.3. Co ché tic dén lwu bach mach

TDMP con do tic dan luu bach huyét trong 16ng nguc khi cac hach
trung that bi lao. Tham chi con do v& 6 apxe lao canh cot séng hoic xuwong
suon vao khoang mang phoi, trong trudng hop ndy dich mang phai 1a dich ma
lao.
1.2.6.4. Pdp irng viém tai ché

Céc nghién ctru thuc nghiém trén dong vat cho thay: sau khi tiém BCG
vao khoang mang phdi thi bach cau da nhan trung tinh xuat hién dau tién,
trong 24 gio dau chiém wu thé, tir ngdy 2- 5 dai thuc bao chiém uu thé, sau 5
ngay té bao lympho chiém uu thé trong dich mang phdi ma hau hét 13 lympho
T. Cac té bao lympho nay chu yéu 1a TCD4 véi ti 1¢ CD4/CD8 = 4,3.

Hoat dong cua cac té bao gay doc ciing tham gia v6i su gop mat cua
CD4 va té bao diét tu nhién. Té bao diét tu nhién ting trong dich mang phoi
lao.

Céc phan tng viém tai chd ciia mang phoi dugc tham gia bai nhiéu té
bao viém va cac cytokine nhu INF-y, 1,25 dihydroxyvitamin D, IL-2. Cac yéu
t6 nay hap din va kich thich dai thuc bao, t& bao lympho dé tiéu diét truc
khuan lao. C4c nghién ciru déu nhan thay rang:

- C6 su khac biét gitra t& bao mau ngoai vi va t& bao tai vi tri ton
thuong.

- Ti 18 lympho T trong dich mang phdi cao hon mau ngoai vi

- Ti 18 Th chiém wu thé trong dich mang phdi, trong khi d6 té bao mau
cha yéu 1a Tc va Ts.

- Cé4c lympho T tir dich mang phai tiét nhiéu cytokine IL-1, INF-y hon

cac lympho tir mau.
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- Céc té bao tir dich mang phdi dap ung ting truong 16n hon céc té bao
tir mau khi tiép xtc voi chat PPD dung trong phan ing Mantoux.

Nudi cdy té bao tir dich mang phdi, sau d6 cho khang nguyén lao dic
hiéu dé kich thich té bao nay tiét ra mot s6 cytokine Thl di dwoc nhiéu
nghién ctru bdo c4o va xac nhan vai trd cia mién dich tai chd trong lao mang
phdi rat hiéu qua véi sy tham gia ciia cac té bao bai tiét cytokine dé han ché
su nhan 1én cua vi khuén.

Céc té bao lympho tiét ra INF-y, IL-2 kich thich dai thuc bao tiéu diét
tryc khuan lao. Té bao lympho T trong dich mang phdi tiét INF-y ¢6 kiéu hinh
CDW29. Té bao CDW29 chiém wu thé trong 15i cta to chuc hat.

Nghién ciru kich thich da dong cho thay ti 18 cac té bao dong Thl cao,
cht yéu 1 té bao nhd kiéu CD45RA. Cac té bao T nhé trong dich mang phoi
lao trinh dién kiéu hinh (phenotyp) CD62L — CDlla phu hop véi cac
cytokine Thl. Cac té bao don tham nhiém vao mang phoi chu yéu 1a CD4, té
bao TDC45RO trinh dién C-C chemokine receptor 5 va receptor 3 cho CXC
chemokine. Cac chat két dinh té bao (intercellular adhesion molecule I (CD1)
duoc boc 16 cho céac té bao ndi md mach, cac chemokine tuong tu RANTES
(regular and normal T cell expressed and secreted). MIP1a, MIP10 dugc tim
thay O cac té bao mang phdi va nguyén bao soi. Vai tro cia CXCR3 trong
viéc kiém soat phan ung viém & lao mang phdi di dugc ching minh trong
thue nghiém voi cac té bao lympho T 14y tir mang trong tinh mach rén.

Té bao mang phdi bi kich thich béi INF-y va TNF-o tiét ra IL-8 va
monocyte chemotactic factor — MCPL.

C-C chemokine con duogc goi la yéu td hoat hoa momocyte 1
(monocyte chemotactic protein — MCP) cé luong 16n trong dich mang phoi

lao. C-C chemokine 12 mdt trong ba thanh phan cta hoa ung dong cytokine,
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bao gém: C-X-C chemokine, C-C chemokine va C chemokine. Té bao mang
phoi giai phong ra IL-8 1a mot phan ciaa C-X-C chemokine. Nong do IL-8 rat
cao trong dich mang phdi, tc ché té bao mang phdi tiét IL-8 s& trc ché hoa
mg dong bach cau. Do vay, IL-8 dudng nhu 13 cytokine quan trong trong cac
viém mang phodi cap. O cac bénh mang phdi man tinh nhu lao mang phoi thi
dich mang phdi chtra chu yéu cac té bao don nhan.

Protein viém cua dai thyc bao (macrophage inflammatory protein —
MIP1a) ciing dugc tim thay trong dich mang phoi lao. O nhiing bénh nhan
lao/HIV (+), ndng d6 bach cau don nhan va hai chemokine trén déu thip hon
& bénh nhan lao/ HIV (-).

Té bao trung biéu mdé mang phdi 1a té bao ¢ chirc nang dong, mit dinh
té bao c6 rat nhiéu vi nhung mao. Té bao mang phdi c6 kha ning thuc bao
silic, hat nhya, vi khuan lao va cac vi khuan khac, déng thoi giai phong oxy
tham gia vao qua trinh oxy hoa. Khi qué trinh viém mang phdi xay ra, dau
tién 1a phan Gmg cta biéu mé mang phoi sau do6 13 su tap trung cia cac té bao
viém duéi tac dung cta cc cytokine do té bao biéu mé mang phdi tiét ra, két
qua 1a ting tinh thAm mao mach, hap dan cac té bao thuc bao tir mau ngoai vi
dén 6 viém.

Tang tinh thAm ctia mang phoi véi protein xay ra khi té bao mang phoi
tiép xtc voi cac khang nguyén cua vi khuan (lipopolysaccharid). Tac dong
qua lai gitra té bao mang phdi va khang nguyén giai phong yéu td ting truong
ndi md mach mau (vascular endothelial growth factor — VEGF). Yéu t6 nay la

mot chét gdy tang tinh thAm mao mach, tang tinh thAm mang phdi vai protein.
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Amplfication tests Mycob . by dosis [
\

T

Mycobacterial products
y <

T-cell activation CD4+
clonal expansion and differertiation

iL-8s

Reactive oxygen species

Lysosomal enzymes

TNF-a, IL-1=—9 Lymphocyte recruitment

IL-12, IL-27 % T,,1 differentiation, IFN-y producti
Chemokines

Costimulstor enzyme B7 expression

CMH molecule expression

IL-6

ADA

Ly=sosyme, neapterin

Hinh 1.2. Cac d4u 4n sinh hoa va con dudng lién quan dén dap tmg mién dich
trong tran dich mang phdi do lao.
Nguon: Lucia Ferreiro (2014) [75]

1.2.7. Lam sang [2],[15],[17],[49],[75]
1.2.7.1. Tuéi

Nhin chung TDMP do lao c6 thé gip ¢ moi ltra tudi, nhung & tré em
hay gdp nhét 1a tir 10 — 15 tudi va ngudi 16n tir 20 — 40 tudi. Hién nay cac
cong trinh nghién ciru khic déu nhan thiy xu huéng TDMP do lao ¢ lira tudi
trén 40 chiém da sd.
1.2.7.2. Gidi

Nam thudng bi TDMP do lao cao hon nit. Theo Tran Vin Séau ty 1é
nam méc bénh 1 63,2%, Lé Hong Van 13 65%.
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1.2.7.3. Céc yéu té thuin lgi

- Tré em chua dugc tiém phong BCG.

- Tré em bj lao so nhiém nhung phét hién muon va diéu tri chua ding.

- Tiép xtc thudng xuyén va truc tiép véi nguoi bénh lao phdi man tinh,
AFB duong tinh.

- Gia yéu, suy dinh dudng, phiu thuat, cAc bénh man tinh (dai thao
duong, suy than, suy tim), thai ky.
1.2.7.4. Khoi phat

Menon NK va cs (1964) da chia dién bién lao mang phoi thanh ba giai
doan: giai doan cdp tinh < 28 ngay, giai doan ban cap 28 — 56 ngay va giai
doan man tinh hon 56 ngay. TDMP do lao thuong khoi phat cp tinh trong
2/3 truong hop.

- Cép tinh: bénh nhan dot ngdt dau nguc, s6t cao, kho tho.

- Khéi phat tir tir: bénh nhan dau nguc 4m i trudc vai tuan roi sét nhe vé
chiéu, mét moi, 6n lanh, kho thd ting dan.
1.2.7.5. Tri¢u chirng co ning

- Pau nguc: dau nhéi hodc dau 4m i & day phoi bén tran dich, dau ting
Ién khi ho, khi ctr dong manh, khi hit sdu (dau ngyuc kiéu mang phoi). Pau
thuong khong dai dang va giam di khi ¢6 nhiéu dich trong khoang mang phoi.

- Ho: ho khan tirng con khi thay d6i tu thé.

- Kho thd: muc d6 khé thé ning nhe tuy thude sé luong dich, thuong &
murc vura phai, c6 khi chi c6 cam giac mét moi.

- S6t: bénh nhan thuong st tir 38 - 39°C nhung ciing c6 thé chi sbt nhe
va cam giac on lanh vé chiéu.

- Tri€u ching toan than: cam gidc mét moi, biéng an, sut can.
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1.2.7.6. Trigu chikng thuc thé
- Vé mit bénh nhan xanh xao hdc héac nhung ludi sach.
- S mach nhanh, dém thay tan s6 ho hap ting.
- C6 thé thay bén 16ng nguc dau giam hoat dong va ¢ vé cing phong.
- Hoi chimg 3 giam ¢ day phoi
Tuy theo sb luong dich ma kham thiy gidi han cua hoi chimg 3 giam &

cao hay thap, thoi gian tai hap thu dich thay ddi tir 4 — 8 tuan khi chua diéu tri

khang lao va tir 2 — 6 tuan khi c6 diéu tri.
- Tiéng co mang phoi
1.2.7.7. Tién trién tw nhién ciia TDMP do lao

TDMP do lao néu khong duoc diéu tri thuong ty gidi han va tré thanh
lao hoat dong sau ndy. Patiala J (1954) 1a ngudi dau tién cong bd cic nghién
ctru vé dién bién tu nhién cia TDMP do lao. Cac tac gia theo ddi trén 2816
bénh nhan TDMP do lao tir 1939 dén 1945, céc két qua cho thay: 43% nguoi
mic lao trong thoi gian theo ddi, thdm chi ngay trong nim dau tién da c6
khoang 5% mic lao hoat dong. Roper WH (1955) theo ddi trong 4 nim 141
bénh nhan mac lao tién phat c6 TDMP va phan tmg lao t6 da duong tinh nhan
thay: hau hét cac truong hop dich mang phdi ty hap thu trong thoi gian tir 2
dén 4 thang va bénh nhan khong con triéu chimg nhung 65% trudng hop sau
d6 xuét hién ton thuong lao hoat dong. Ti 1€ mic lao sau nay chiém 60% &
nhitng bénh nhan TDMP cdy truc khuan lao 4m tinh va 65% & nhitng bénh
nhan TDMP cdy truc khuan lao duong tinh [17],[63]. Su xuét hién lao hoat
dong sau d6 khong phu thudc vao mirc do tran dich cling nhu cac d4u hiéu ton

du cua TDMP.
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Piéu tri khang lao lam giam ti 1¢ méc lao tai hoat dong sau TDMP do
lao, vi vay rat can chan doan sém va diéu tri khang lao thich hop cho nhiing
bénh nhan nay.

1.2.8. Can lam sang
1.2.8.1. Phén iing lao t6 da TST (Tuberculin Skin Test)

TST (+) goi ¥ manh m& dén chan doan lao & nhimg ving cé tan sut
nhiém lao cao nhung lai c6 gia tri khong cao ¢ nhitng ving co6 tan suat mac
bénh thip. Mic khac, TST (-) ciing khong loai trir chan doan TDMP do lao.
TST (-) trong 30% truong hop TDMP do lao va (-) dén 59% bénh nhéan
HIV(+) [11],[43].
1.2.8.2. Toc dp mau ling (VS): 12 mot xét nghiém khong dic hiéu cia lao.
Trong TDMP do lao, VS thuong tang & mirc vira phai [3],[50],[76].
1.2.8.3. X-Quang nguc

+ Hinh anh kinh dién caia TDMP do lao: mo déng nhét, toan dién, gio1
han trén 1a duong cong Damoiseau thap cao tly luong dich.

+ TDMP khu trd: dic biét & vang lién thuy cho hinh anh md dong nhét
ving giita phoi va trén phim nghiéng cho hinh anh con thoi nam ngang.

+ Ton thuong nhu mo phéi cong voi tran dich co thé phat hién trén X -
quang trong khoang 1/3 bénh nhan.

+ Mirc @6 TDMP: phan 16n ¢ muc do trung binh tir 1/3—1/2 phé truong.

Tac gia Tran Vin Sau qua 92 trudng hop TDMP lao ¢6 50% TDMP
phai va 50% TDMP trai [18]. Theo Pang Thi Huong [7] qua 356 ca lao mang
phdi ghi nhan: TDMP phai chiém 50%, TDMP trai chiém 46%, TDMP hai
bén chiém 4%. Au Thanh Tung khéo sat 31 ca TDMP lao c6 61,3% TDMP
phai, 38,7% TDMP trai; 9,7% tran dich lugng it, 87,1% trung binh va 3,2%
luong nhiéu [25].
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Hinh 1.3: Xquang phoi cia bénh nhan nam, 18 tudi, TDMP trai luong
nhiéu, khdng phat hién ton thuong nhu mé phdi. Chan doan xac dinh TDMP
trai dya trén sinh thiét mang phoi cho két qua 1a mo viém lao mang phoi.

Nguon: Richard W. Light (2010)
1.2.8.4. Choc dich mang phéi

Choc dich mang phéi chan doan can dugc thuc hién gﬁn nhu trén tt ca
bénh nhan c6 TDMP tu do va bé day 16p dich trén 10mm trén X- quang qui
udc. Néu bénh nhan c6 bang chimg suy tim sung huyét, c¢6 thé tri hoan choc
dich mang phoi sau khi diéu tri suy tim. Tuy nhién, néu bénh nhan c6 TDMP
dong kén hodc dau nguc kiéu mang phdi hoic TDMP khong déu hai bén thi
khéng nén tri hodn ma nén choc dich mang phdi ngay. Dich mang phdi dugc

phan tich lam cac xét nghiém sinh hoa, vi sinh.
Dich tiét [73]: C6 16n hon hoic bang mét trong ba dic diém sau duoc chan
doan 1a dich tiét:

- Protein DMP / Protein mau > 0,5

- LDH DMP /LDH méu > 0,6

- LDH DMP > 2/3 gi61 han trén binh thuong cua LDH mau.
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Pic diém cia dich mang phéi trong lao
Mau séic: Dién hinh mau vang chanh hoi dinh, c6 truong hop dich méi rat ra
dé mot lac dong lai (co nhiéu soi to huyét), ciing c6 truong hop mau hong
(HC > 10.000/mm?®). Theo Ping Thi Huong [7]: vang chanh 88%, duc 4,5%,
héng 7,5%. Theo Nguyén Ngoc Hung [6] qua 276 bénh nhan lao mang phoi
thdy mau vang chanh 81,5%, duc 15,5%, hong 3%. Au Thanh Tung [25] qua
31 ca lao mang phéi c6 93,5% dich vang chanh, 0% duc, 6,5% héng.
Té bao dich mang phéi

Tong s bach cau trong dich mang phdi lao thuong thip hon 5000/pl.
Hau hét bénh nhan TDMP lao ¢4 ti 1¢ té bao lympho 16n hon 50% va rat nhiéu
truong hop 6 trén 90% té bao lympho. Chi ¢6 6,7% trong mot nghién ctru
gdm 254 bénh nhan c6 ti 1é té bao lympho nhé hon 50% [97]. O nhitng trudng
hop khéi phat dudi hai tuan dau, t& bao hoc c6 thé thdy chu yéu 13 bach cau da
nhan. Néu bach cau 4i toan trong dich mang phdi > 10% thi it nghi dén
TDMP lao trir khi bénh nhan cé tran khi mang phéi hoac da choc dich mang
phoi trude do. Ti 1é té bao trung md ciing hiém khi > 5% trong TDMP lao
[41]. Té bao hoc dich mang phdi chi mdi chan doan dugc nguyén nhan lao
hodc ung thu trong khoang 30% - 46,7% [6],[39],[45].
Xét nghi¢m vé mdt sinh hod
e Protein [29],[63],[78]: TDMP do lao ludn ludn 1a dich tiét véi dam do
protein cao. Trén thuc té, mic do protein dich mang phoi thuong vuot qua
5g/dL, ti I& protein trong dich mang phdi/ protein mau > 0,5.
e Glucose: thuong thap duoc ghi nhan tir 30 — 100 mg%, thudng < 60 mg%
[17],[49],[88]. Glucose thap thudng gip trong lao nhung khéng chuyén biét vi
con gap trong ung thu, viém [46],[49],[73].
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e Lactate dehydrohenase (LDH) [73],[88]: LDH dich mang phéi dung dé
phan biét dich thAm va dich tiét. Hau hét bénh nhan thoa tiéu chi TDMP dich
tiét bang LDH hon la protein thudng c6 nguyén nhan TDMP do viém hoic do
bénh 1y ac tinh. LDH dich mang phdi 1a chi sé dang tin ciy phan anh muc do
viém ctia mang phéi, LDH cang cao, mang phdi bi viém cang nhiéu. Néu theo
ddi LDH dich mang phoi ngay cang ting cao, tinh trang viém mang phoi cang
nhiéu, can tién hanh cac thu thuat xAm 14n hon dé chan doan nguyén nhan
TDMP. LDH c6 thé ting trong dich mang phoi mau vi hong cau chira mot
luong 16n LDH. Mic du LDH toan phan trong dich mang phdi khong may
hitu ich phan biét nguyén nhan TDMP dich tiét nhung mot s6 nghién ctru cho
thdy LDH isoenzyme c6 thé gitip phan biét duoc. LDH-4 va LDH-5 ting cao
trong TDMP 4c tinh, tuy nhién mot s6 nghién ctru khac cho thiy mdt phan ba
cac TDMP ac tinh ting LDH-2 (>35%) va LDH-4, LDH-5 thap. Hién nay,
LDH isoenzyme chi dugc phan tich trong truong hop ¢c6 mau trong dich mang
phoi va 1am sang nghi ngd 1a TDMP dich thim. Néu LDH trong gidi han cua
dich tiét ma protein trong gidi han cua dich tham thi do LDH-1 ting gitp chi

ra rang LDH ting nay 14 do ¢6 mau trong dich mang phoi.

o Amylase [3],[17],[73]: Amylase dich mang phoi ting tht phat sau v& thuc
quan, viém tuy hay bénh 1y ac tinh, khong c6 y nghia trong chan doan lao
mang phdi. Nhung Amylase khong dugc xét nghiém thuong quy vi viém tuy

hay v& thuc quan chi chiém ti 1¢ kha nho.

e pH va PCO, dich mang phoi [78],[80],[88]:

- pH dich mang phéi thudng trén 7,30 nhung ciing c6 thé giam, 20%
truong hop pH < 7,3. Khi pH dich mang phdi < 7,2 va PCO, ting cao ¢ nguoi
tré thi nghi dén nguyén nhan do lao; néu pH binh thudng hoic kiém va pCO,

binh thudng co thé loai bo nguyén nhan lao.



24

- pH dich mang phéi giam thip hon 7,2 trong khoang 10 trudng hop
sau: (1) bién chang TDMP can viém, (2) v& thuc quan, (3) viém khép dang
thap, (4) viém mang phdi lao, (5) bénh mang phéi 4c tinh, (6) tran khi mang
phdi, (7) toan chuyén héa, (8) paragonimiassis, (9) viém mang phdi lupus,
(10) urinothorax [88].

- Sy giam pH dich mang phoi 1a do su tich tu cua acid lactic va carbon
dioxide trong dich mang phoi. pH dich mang phéi hitu ich nhat gitp chi dinh
dat 6ng dan luu mang phoi & bénh nhan TDMP do viém. pH giam chang to ¢6
tinh trang viém rat cao trong dich mang phéi. Nhin chung, pH thap thuong di
kém glucose thap. Néu két qua pH thdp ma glucose va LDH binh thuong thi
hau nhu chac chan két qua pH 1a khong ding. Po pH nén do trong 6ng yém
khi ¢o trang heparin va do bang may do khi mau déng mach trong vong mot
gio sau ldy mau. pH c6 thé tang cao gia tao néu co khi trong éng nghiém vi
lam mat nhanh carbon dioxide. pH dich mang phoi c6 thé thay d6i déang ké
khi ¢6 khi can hay lidocaine trong éng tiém, trong khi glucose thi khdng thay
doi.

- Ly do duy nhat do pCO, 1a dé kiém tra pH dich mang phoi vi pH thap
thuong di kém véi pCO, cao. pCO, dich mang phdi khéng co gia tri chan
doan.

e Adenosin deaminase (ADA) trong dich mang phoi:

ADA 13 mot enzym chiém uu thé cta lympho T, x(c tdc qué trinh
chuyén doi cua adenosine va deoxyadenosine thanh inosine va deoxyinosine.
Khi ADA dich mang phoi trén 47 U/L thi c¢6 d6 nhay cao chan doan viém
mang phoi lao [3],[17],[55],[56],[75]. Theo Winterbauer R.H, khi ADA DMP
> 70 U/L thi d¢ nhay la 98% va do dac hi¢u la 96% chan doan TDMP do lao
[103]. ADA 1a xét nghiém nhanh, c6 d6 nhay cao va ré tién. Mic du vay,

ngudi ta cho rang ADA chi c6 ich loi trong chan doan phan biét nguyén nhan
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do lao va ung thu ma khong cé gia tri phan biét nhiém lao v&i cac nhiém
khuan khac nhu trong TDMP mu hay viém [92],[95].
e Gamma interferon (INF-y) [63],[65],[80],[90],[96]:

INF-y 1a mot lymphokin dugc tao ra boi lympho T do dap ung véi kich
thich ctia khang nguyén. Nhiéu nghién ctru cho thay dinh luong INF-y trong
dich mang phdi 13 xét nghiém gitip chan doan TDMP do lao vé6i d6 nhay cao
tr 78 — 100% va do dac hiéu tir 95% - 100%.

e Gamma interferon release assays (IGRA) [3],[59],[88],[106]:

Thir nghiém Gamma interferon release assays (IGRA) dua trén do luong
ndéng d6 ING-y dugc phong thich tir té bao T nhay cam vao mau ngoai vi hodc
dich mang phoi dap tng cao voi cic khang nguyén chuyén biét cua
Mycobacterium nhu ESAT-6 va CFP-10. Hién cO0 hai IGRA Ila
QuantiFERON-TB gold va T-SPOT.TB. Céac xét nghiém nay tot gilp xac
dinh bénh nhan bi nhiém lao. Tuy nhién, cac xét nghiém nay it cd gid tri trong
viéc xac dinh lao mang ph6i. Mot nghién ciru gan day cho thdy nong d6 INF-y
dich mang phéi co gia tri vu viét hon cac IGRA vé ca do nhay va dg dac hi¢u
trong chan doan lao mang phdi. IGRA khong duoc khuyén khich ca trong
mau hodc dich mang phéi dé xac dinh chan doan lao mang phéi.

e DPinh lwong protein phan wng C (C-reactive protein -

CRP)[3],[48].[52]:

CRP 1a mot protein duoc s dung rong rdi nhu mot dau 4n caa phan
ng Viém va toén thuong to chirc. Nong do CRP duoc phét hién trong dich
mang phoi cia bénh nhan TDMP do lao va TDMP céan viém cao hon céc
truong hop TDMP khéac. Theo nghién ctu cua Eduado va cong su doi voi
bénh nhan TDMP uu thé lympho bao thi nong do CRP trén 30 mg/I cho hiéu
qua chan doan lao véi do nhay 95% va do dac hiéu 74%, con khi CRP trén 50
mg/1 thi d6 nhay 1a 45% va d¢ dac hi¢u la 95% [48].
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o Nong d6 khang nguyén va khang thé [3],[17],[59],[75],[88]:

Do nong d6 khang nguyén truc khuin lao va khang thé chuyén biét
khang protein cua truc khuan lao trong dich mang phdi hién con dang nghién
ctru. Hai nghién ctru cho thdy mic du ndng d6 khang nguyén cao trong dich
mang phdi lao hon cc dich mang phdi khac nhung c6 qua nhiéu chong lip
ma xét nghiém nay hién nay rat it st dung. Tam nghién ciru khac cho thiy
ndng d6 khang thé khang protein cta truc khuan lao trong dich mang phdi lao
cao hon cac dich mang phdi dich tiét khac, tuy nhién ngudn gbc khang thé co
vé dugc san xuét tir huyét thanh hon 13 tir khoang mang phoi trong hau hét
cac truong hop, chi c6 1 nghién ctru cho thiy nong d6 khang thé IgM khang
khang nguyén truc khuan lao A60 trong dich mang phdi cao hon trong huyét
thanh va cao ¢ bénh nhan TDMP lao hon 1a TDMP khong lao [59]. Néu
khang dinh duoc két qua nay do nong do khang thé s& hitu ich trong chan
doan lao mang phoi.

Xét nghiém vi trung:

e Soi truc tiép AFB dich mang phéi: thudng am tinh, theo céac tai liéu
nudc ngoai ti 1¢ soi duong tinh < 10% [50],[63],[97]. Theo C.Boutin va J.R
Viallat (1986) soi tryc tiép dwong tinh tir 5-10%. H.L.Phat va cong su (1978)
ti 1 soi duong tinh 1a 5,5%, ctia Luu Thi Nhan va cong su (1984) 1a 7,5%.

e PCR lao dich mang phéi: 1a phan ung chudi trung hop DNA
(deoxyribonucleic acid) nhan tao cua tryc khuan lao dya trén co s& sy bit cap
dic hiéu cua hai soi don nucleotic (goi 12 mdi primer) dugc thiét ké theo
nguyén 1y bo sung véi doan gen dic hiéu can phan tich. Nguyén 1y cta phan
ung la dung nhiét do dé tach 2 soi DNA ra, sau d6 cho cac nucleotic cung voi
sy ¢O0 mat cia men polymerase dac hi¢u rOi ha nhiét Xuéng, cac so1 DNA sé
nhan 1én theo khuén cua soi DNA gdc. Két qua tao ra hang triéu ban sao tir

mét DNA rét nhé ban du [16],[17],[25],[41].
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Ddi v6i true khuén lao, k¥ thuat sinh hoc phan tor dugc sir dung rong rai
nhat 13 phan ung PCR khuéch dai gen dich IS 6110. Poan IS 6110 1a mot
doan DNA chire niang chua dugc rd nhung nguoi ta phat hién rang chi thay IS
6110 & Mycobacteria tuberculosis complex (M.tuberculosis, M.bovis,
M.africanum va M.microsti) con cac loai Mycobacteria khac khong c6 doan
IS 6110 (thuong it gdy bénh & nguoi). M.bovis chi c6 mdt doan IS 6110, con
M.tuberculosis thuong c6 nhiéu doan gen nay. Do vay, doan IS 6110 duoc st
dung hau nhu dic hiéu dé phat hién M.tuberculosis giy bénh & ngudi.

Tuy nhién gan ddy mot s6 nghién ctru phat hién ra c6 chung truc khuan
lao khuyét IS 6110, nhat 1a cac chung phan 1ap & khu viuc Pong Nam A, An
Po. Nhitng trudng hop nay xét nghiém PCR don méi véi IS 6110 cho két qua
am tinh gia. Cac tac gia goi ¥ sir dung cac gen dich khac cho PCR chan doan
lao nhu IS 1081, 23S rDNA.

Uu diém cua k¥ thuat polymerase da mdi: chi cidn mot luong nho vi
khuan (1-3 vi khudn/1mm® bénh pham) d3 cho két qua dwong tinh va do dic
hiéu cao; phan biét dugc M.tuberculosis véi cac Mycobacteria khac; cho két
qua chan doan nhanh (sau 4 - 48 gid); dinh hudng duoc kha nang khang thudc
mot cach nhanh chéng; c6 thé tién hanh trén nhiéu loai bénh pham; gitp ting
cuong chan doan lao; tranh bo sot chan doan lao; giam dugc cong viée, thoi

gian, gia thanh ciing nhu viéc tap nhiém so vi PCR don moi.

Han ché cua k¥ thuat polymerase da mdi: khong cho biét vi khuan con
song hay da chét; rat dé co duong tinh gia khi bi nhiém lai san pham PCR néu
khong tuan thu chic ché cac qui trinh k¥ thudt; ¢ thé c6 am tinh gia do san
pham sau khuéch dai c6 nhiéu chat rc ché phan mg; doi hoi can c6 phong xét
nghiém chuyén bi¢t. Ngoai ra, dd nhay cua k¥ thuat con phu thude $6 luong vi
khuan, su phan bd déng nhat trong bénh phém, su cO mat cua chit tc ché

khuéch dai, loai mdi, doan gen khuéch dai...[17]
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PCR c6 d6 nhay trong khoang 72 — 92,3% va d6 dac hiéu trong khoang
70,9 — 100%. Theo HS Minh Ly va cs, PCR ¢6 d nhay 72% va dg dac hi¢u la
100% [12]. Theo Au Thanh Tung thi PCR ¢6 do nhay 35,5% va dd dac hi¢u
65,2% [25]. Theo Quang Van Tri thi PCR ¢6 d6 nhay 5,1% va do dac hiéu
97,6% [22].

e Cdy lao MGIT [17], [88]:

Qua trinh sinh trudng cua truc khuan Mycobacteria s& tiéu thu oxy va
thai CO2, ngudi ta str dung bd phan nhan cam c6 phat quang dé co thé nhan
biét dugc CO2 do tryc khuan lao thai ra moi trudng (chuyén moi trudng tir
mau xanh luc sang mau vang). Str dung moi truong long Middlebrook 7H9
dung trong 6ng thiy tinh day tron 1am moi trudng nudi cdy tryc khuan lao
MGIT (mycobacteria — growth — indicator — tube). Khi oxy hoa tan trong moi
truong cdy anh huong dén su phat quang ctia chat huynh quang nam & day
éng MGIT. Ong MGIT duogc cho thém OADC (oleic acid, albumin, dextrose,
catalase) dé giup sy tang sinh cua vi khuin Mycobacteria va PANTA
(polymycin B, amphotericin B, nalidixic acid, trimethoprim, azlocillin) nham
giam sy phat trién ciia vi khuan khac. Thi khang sinh do bang phuong phap
MGIT dya vao nguyén ly do d6 phat quang cua 6ng nghiém cé chira cac
khang sinh rdi so sanh vé&i d6 phat quang cua 6ng chimg dé xac dinh do nhay
cam cta true khuan lao d6i véi cac loai khang sinh. Ong MGIT s& duoc dua
vao may tu dong qua trinh nudi cdy, miu duong tinh hay 4m tinh s& duoc

thong bao nho céc loai tin hiéu den hodc am thanh.

Uu diém cua ky thudt nuéi cdy bang MGIT: cho két qua chinh xac, két
qua duong tinh chi khi truc khuan lao con song, cho két qua ngay ca khi bénh
pham c6 it vi khuan, 1am dugc khang sinh d6, thoi gian nudi cdy ngin hon

nudi cay thong thuong (2 tudn so véi 4-8 tudn), k¥ thuat don gian.
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Nhueoe diém cua ky thudt nudi cay MGIT: két qua chua phan biét duoc
chung Mycobacteria gy bénh, nhiéu cong trinh nghién ctru da nuéi ciy truc

khuan lao trong dich mang phdi déu két luan két qua duong tinh thap.

Tuy theo tic gia cdy dwong tinh chi khoang 10 -35% [17],[47],[75].
Theo C.Boutin va J.R Viallat (1986) cdy duong tinh 25% [52]. Cay dam
dwong tinh 30 — 50% bénh nhan c¢6 ca lao phdi — mang phdi [88]. Cay manh
mo mang phdi duong tinh khoang 39 — 65 % [50],[96]. Luu Thi Nhin va cong
su (1984) ti 1& cay (+) 1a 13%.

1.2.8.5. Cac xét nghiém xam lan trong chan doan tran dich mang phoi

dich tiét chwa ré nguyén nhén
Sinh thiét mang phéi mi

Khi 1am sang va phan tich DMP khong thé chan doan dugc nguyén
nhan, can chi dinh sinh thiét mang phdi bang kim xuyén da. Ky thuat ndy co
ich nhét trong chan doan xac dinh LMP, ngoai ra con c6 thé chan doan duoc
cac nguyén nhan khac nhu: KMP, sarcoidosis, nhiém ndm, Echinococcosis
mang phoi.

Ton thuong lao mang phoi 14 nhitng nang lao & trong ving ngay dudi
trung biéu md. Két qua sinh thiét thidy nang lao 1a 50-80%
[1].[5].[19],[39].[49],[84],[97]. O Viét Nam Bui Xuan Tam (1980-1986) ding
kim Castelain cho két qua duong tinh 1a 46% [19] (cac bénh nhan duoc lam
sinh thiét tir mot dén hai 1an). Nguyén Van Thanh, Nguyén Thi Ngoc Bich
[21] (1992) STMP bang kim Castelain trén 31 bénh nhan TDMP luong nhiéu,
ti 16 duong tinh ctia ung thu mang phdi 32,2%, lao mang phdi 1a 22,5%, viy ti
1é STMP kin duong tinh 13 55,7%. Lé Khic Bao (2005) STMP mu 3 lan gitp
tang ti 1é chan doan (+) lao mang phoi tir 47,5% (lan 1) 1én 60% (lan 2) va
62.5% (lan 3) [1].
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Céay mau sinh thiét mang phdi trén mdi truong Loweinstein cho két qua
duong tinh 13 55 -80%. Néu cay mAu sinh thiét mang phoi trén ba mau ti 1

duong tinh >80% [50].

Hinh 1.4. Sinh thiét mang phoi mu bang kim Abram
Nguon: Lé Hong Vin (2009)[26]

Chdi mang phoi: 13 mot k¥ thuat giup chan doan té bao hoc, duoc ap
dung chu yéu dé chan doan KMP, hiéu qua chan doan ung thu dat tir 87% dén
97% [30],[32],[45].

Sinh thiét dwéi hwong din hinh anh (Image—Guided Pleural Biopsy
[30],[50],[63],[88]

O bénh nhan TDMP hudng ac tinh, sinh thiét dudi huéng dan CT c6
thé thay thé sinh thiét mang ph6i mu xuyén thanh nguc. Trong mot nghién
ctru ngau nhién trén 50 bénh nhan tran TDMP hudng ac tinh ma té bao hoc
am tinh, ti 18 x4c dinh chan doan qua sinh thiét duéi huéng dan CT (d6 nhay
87%) cao hon sinh thiét mang phoi mu (d6 nhay 47%). Truong hop TDMP
lugng it hay khu tra hay chi c6 day mang phoi thi sinh thiét dudi huéng dan
CT la Iya chon tot hon ca. PET CT c6 thé gitip gia tang chan doan bang cach
gitip goi ¥ vi tri ton thwong nghi 4c tinh va chon lya mé dich dé sinh thiét.

Sinh thiét mang phoi qua soi long ngue [3],[17],[30],[50],[63]: cho
phép quan sat truc tiép va sinh thiét dung vi tri ton thwong mang phdi, ap

dung chil yéu dé chan doan KMP, ¢6 hiéu qua chan doan dén 95%. Tuy nhién,
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nhugce diém cia phuong phap nay chinh 13 d6 xam 14n 16n va gia thanh xét
nghiém cao. Sinh thiét mang phdi qua noi soi 16ng nguc gitp ting ti 1& cdy
M.tuberculosis 1én 76% so v&i cdy manh mo mang phdi qua sinh thiét bang
kim Abram la 48%.

Sinh thiét mang phéi mé [17],[63],[88],[96]

Sinh thiét mang phdi truc tiép qua md 16ng nguc gitip nhin thiy ton
thuong mang phdi rd rang nhat va miu mé mang phdi duoc 1ay t6t nhat. Ngay
nay, noi soi 16ng ngyc 13 phuong phap it xdm 14n hon da dan thay thé mé 10ng
nguc. Chi dinh chinh dé sinh thiét mang ph6i md 1a TDMP chua 1& nguyén
nhan con dang dién tién ma khong thé tiép can hay khong tim dugc nguyén
nhan du da noi soi 1ong nguc. Trong qua khi, sinh thiét mang phoi mo dugc
dung dé chan doan u trung biéu mo 4c tinh ciia mang phdi (mesothelioma),
nhung hién nay, hau hét cac truong hop nay déu dugc chan doan bang noi soi
16ng nguc.

Noi soi mang phoi hay phdu thudt long ngwe néi soi cé video (Video-
assisted Thorascopic Surgery — VATS) [3],[17],[88]

Noi soi mang phdi gitp chan doan nguyén nhan TDMP sau khi da phan
tich dich mang phdi va sinh thiét mang phéi ma van khong ra chan doan.
Trong nhiéu truong hop, dic biét ung thu xdm lan mang phoi, ndi soi mang
phoi uu thé va c6 thé thay thé sinh thiét mang phoi vi kha niang chan doan cao
hon va c6 thé xo hoa mang phdi cing lac. Noi soi mang phdi c¢é thé thyuc hién
bai bac si ndi khoa hd hap voi gy té tai chd va tién mé tinh mach dé c6 thé
nhin tryc tiép vao khoang mang phdi, ldy manh mé mang phdi va bom xo hoa
mang phéi. Noi soi mang phoi thuc hién béi nha ngoai khoa 16ng nguc
thuong ding VATSs dudi gdy mé toan than, thong khi phoi mot bén bang noi
khi quan hai nong va cho phép thuc hién thu thuat hay phau thudt phoi —

mang phoi 16n hon.
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Hinh 1.5. Hinh anh nang lao véi hoai tir ba dau, su hién dién

ctia té bao biéu mo va dai bao Langhans
Nguén: Luna JAC (2004) [76]

1.3. NGUON GOC, PAC PIEM, VAI TRO, TINH HINH NGHIEN CUU
TRONG VA NGOAI NUOC CUA PHOSPHATASE KIEM, LYSOZYME,
ADENOSINE DEAMINASE VA INTERFERON GAMMA

1.3.1. Phosphatase ki¢ém (ALP) va ALP DMP/HT
1.3.1.1. Nguén goc va dic diém phan bé

Phosphatase kiém 1a mdt nhom cac enzyme chu yéu tim thay & gan
(isoenzyme ALP-1) va xuong (isoenzyme ALP-2). Ngoai ra con c6 mdt lugng
nho san xuét boi cac té bao niém mac rudt (isoenzyme ALP-3), nhau thai, va
than (trong dng than gan) [36]. Luong ALP mau 1a téng lugng phosphatase
kiém duoc giai phong tir cac mod vao mau. Nhu tén cta nd, enzym nay hoat
dong tot nhat & d6 pH kiém (pH 10), va do dé cac enzym tu n6é khong hoat
dong trong mau. Phosphatase kiém hoat dong bang cach chia tach ra phospho

(mot khoang chét axit) tao ra mot do pH kiém [74],[91].
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1.3.1.2. Cac tinh trang lam tang /giam ALP [36]:
Phosphatase kiém huyét thanh ting cé thé la do:

+ Gan tdc nghén / ir huyét:

- Thubc ngtra thai dang udng

- T4c nghén tuy

- Viém gan/ mononucleosis/ CMV
- Suy tim

- Ky sinh tring

- Bénh 4c tinh lién quan dén gan

+ Bénh sun / xwong:

- Bénh Paget's

- Herpes zoster (Shingles)

- Cuong giap

- Tang hoat dong tuyén cén giap (hyperparathyroidism nguyén phat,
hyperparathyroidism thir phat do bénh than, nhuyén xuong, kém hap thu)

- Coi xuwong - thiéu hut vitamin D

- Chita bénh giy xuong, xuong tang truéng nhanh chong sau mot gay
xuong, ung thu xwong nhu sarcoma sun, nhuyén xuong va bénh Paget.

- biéu tri lodng xuong

- Tang nang vo thugng than (Adrenal cortical hyperfunction)

+ Tinh trang khong phai bénh xwong va gan:

- La mot phan binh thudng cubi thai ky vi nhau thai san xuat ALP (gap
2 1an binh thuong)

- Amyloidosis

- M6 hat (granulation tissue)

- Viém ti€u hoa (bénh viém rudt: viém dai trang, Crohn, loét)
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- Nhiém trang huyét

- Sarcoidosis.

- Viém khép dang thap.

- M6t s6 ung thu nhu Hodgkin's lymphoma, ung thu san phu khoa.

- T6n thuong md cép tinh tim hay phdi (nhdi mau co tim hodc nhdi
mau phoi).

Phosphatase kiém cao hau nhu ludn doi héi thém xét nghiém khac dé
xéac dinh nguyén nhan. Vi duy, xét nghiém men gan dé kiém tra tinh toan ven
ctia gan, chup X-quang hodc hinh anh xwong xem c6 bat thudng xwong. Hodc
xét nghiém ALP-1 va ALP-2 xem phosphatase kiém ting do gan hay xuong,
hoac ¢ noi khac.

Phosphatase kiém huyét thanh giam cé thé la do:

- Kém thiéu hut.

- Suy giap hypothyroidism.

- Thiéu hut Vitamin C/ Bénh hoai huyét.

- Thiéu axit folic.

- Thtra Vitamin D.

- Giam phospho (hypophosphatasia)

- Bénh celiac.

- Suy dinh dudng véi dong hoa protein thap (bao gom acid da day thap/
giam chlor hypochlorhydria).

- Thiéu nang tuyén cén giap.

- Thiéu mAu 4c tinh

- Thiéu Vitamin B6

Phosphatase kiém ciing 12 mot trong cac dau 4n sinh hoa dugc tim thay
trong dich mang phdi. ALP 1a enzyme c6 ngudn gdc tir mang tuong bao va c6

chure ndng sinh 1y khong r4.
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Binh thuong: 50-75 mg/dl

1.3.1.3. Nghién ciru ALP trong va ngoai nwd'c
e Ngoai nudc

- Salimuddin Aziz va cdng su - Pakistan, 1992 — nghién ctru trén 60
bénh nhan nhan thay ti s6 ALP DMP/HT cao hon (0.43) trong dich mang phoi
ac tinh (0.20) hay dich mang phoi do xo gan (0.25).

- Lone Mushtag A va cong su (2003) [74] nghién ctru 101 bénh nhan
TDMP trong 2 nim nhan thiy vi ALP > 75 mg/dL gip trong TDMP dich tiét
trong khi ALP < 75 mg/dL gip trong TDMP dich thdm, tuy nhién ALP khong
gitip phan biét TDMP do lao véi cac nguyén nhan TDMP dich tiét khac.

- Ashish Anantrao Jadhav va cdng sy nam 2009 [60], & An Do - quéc
gia dimg thir 1/22 qudc gia c6 chi sd lao cao nhat thé gidi, trong d6 co Viét
Nam dimg & vi tri 12/22 — nghién ctru trén 60 bénh nhan tran dich mang phoi
nam vién, nhan thdy rang ALP DMP va ti s6 ALP DMP/HT c¢6 gié tri chan
doan phan biét TDMP lao va TDMP khong lao. Vi diém cat ALP DMP 1a 71
UL/L thi d6 nhay 1a 90% va d6 dic hiéu 1a 80%, véi diém cat ti s6 ALP
DMP/HT 1a 0.51 thi d§ nhay 1a 90% va d¢ dac hi¢u l1a 86.66%.

- Bansal P va cs (2010) [83], An D4, nghién ciru trén 250 bénh nhan
TDMP lao thdy 90% cac trudng hop gia ting ALP.

- Irene Tsilioni va cong su (Hy Lap — 2011) [58] nghién ctu trén 60
bénh nhan nhan thdy ALP va ADA ting cao c¢6 ¥ nghia thong ké trong dich
mang phdi can viém va dich mang phdi lao so v6i dich mang phéi ac tinh. Do
nhay lan luot 14 54,7%, 98.1% va d6 dic hiéu 1a 83.3%, 84%.

- Mahmoud va cong su (Ai Cap - 2014) [77] nghién ctru D-Dimer va
ALP trong dich mang phdi trén 100 bénh nhan TDMP ca dich tham va dich
tiét, nhan thay raing ALP DMP ting cao c6 ¥ nghia théng ké trong TDMP dich
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tiét (p<0.001) va ting cao trong TDMP do lao hon tran dich khéng do lao
(130.14 £41.12 vs 66.77 £ 22.24, p<0.001).

e Trong nudc

Hién chua c6 nghién cttu ndo vé Phosphatase kiém trong dich mang

phdi ¢ Viét Nam.
1.3.2. Lysozyme va Lys DMP/HT
1.3.2.1. Nguon géc, diic diém ciu tao va phin bé

Lysozyme dugc Alexander Fleming phdt hién nam 1922. Goi la
lysozyme vi lyso c6 nghia la kha nang ly giai va zyme c6 nghia 1a 1 enzyme
[37],[42].

. Cdu tao va phdn bé: lysozyme ngudi (human lysozyme) 1a 1 protein
duoc ma hoa boi 1gen trén chromosome 12. Lysozyme 1a mdt protein gay ly
giai vi khuan, c6 trong luong phan tir thap, protein nay hién dién véi nong do
cao va dugc phan bd rong rai ¢ nhiéu mo va dich khac nhau bao gém: gan,
sun khdp, nude bot, nudc mat [51]... Klockars va cs phat hién lysozyme tich
tu trong cac té bao nhu bach cau hat (granulocyte), bach ciu don nhan
(monocyte), dai thuc bao (macrophage) va tily xuong [67].

. Nguén géc va vai tro ciia lysozyme: [51],[68] lysozyme lién quan dén
hau hét cic tinh trang viém goi 1a dap Gmg viém chung. Nhan thay trong lao
mang phoi, ca trén invivo va invitro déu c6 sy chuyén bach cau don nhan
thanh dai thuc bao va té bao biéu mé cung voi sy gia ting tuong tng luong
lysozyme, nhung lysozyme khong dugc phat hién trong bat ky té bao lympho
- t& bao vu thé trong lao mang phdi - ndo. Kha ning diét vi sinh vt ctia nhitng
té bao nay gia tang nhanh chong, hoat héa dai thuc bao va cac té bao biéu mo
truéng thanh c6 kha nang diét truc khuan lao. Vi vay, lysozyme co vai tro 1a

ddng yéu td (cofactor) trc ché sy phat trién cua tryc khuan lao.
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1.3.2.2. Cdc tinh trang lam tang/giim Lysozyme va Lys DMP/ HT

Ngoai gia ting trong dich mang phéi lao, lysozyme ciing c¢6 nong do
cao trong cac TDMP do viém nhiém khac nhu: mi mang phoi, TDMP can
viém. Diéu nay lam giam d6 dic hiéu cua lysozyme trong chan doan lao mang
phéi [70],[85]. Lysozyme khong dic hiéu cho nhiém tring va co thé gia tang
trong mot s6 TDMP 4c tinh [79].

Ti sb Lysozyme DMP/ HT goi ¥ ¢6 su san xuat lysozyme tai chd trong
khoang mang phoi, ti sé Lysozyme DMP/HT cao thé hién lysozyme duoc san
xut gia tang trong dich mang phoi [88]. Nhiéu nghién ciru da khao sat vai tro
ti s6 ndy c6 gia tri trong chan doan lao mang phdi.
1.3.2.3. Cac nghién ciru Lysozyme va Lys DMP/HT trong va ngoadi nuwéc

e Ngoai nudc

Klockars va cs (1976) [67] lan dau tién mo ta rang nong do lysozyme
trong dich mang phoi cao dang ké ¢ nhitng bénh nhan lao mang phdi so véi
nhimng bénh nhan ung thu phdi hay ung thu di can phoi. Ho ciing chi ra rang ti
s6 Lys DMP/ HT cao dang ké so v6i TDMP do nhiing nguyén nhan khac.
Trong mot nghién ctru ctia Klockars va cs [85] Lysozyme DMP > 18.0 mg/I,
ti s6 Lys DMP/ HT >1.5 goi y dén chan doan lao mang phéi.

Yuji Moriwaki va cs [79] nghién ctru trén 51 bénh nhan nhan thay véi
gia tri ngudng 1a 12 mg/L thi Lysozyme DMP c6 d§ nhay 100%, do dac hi¢u
83%, gia tri tién doan duong 88%.

Asseo va cs [37] chi ra rang luong Lysozyme trong dich mang phoi lao
cao dang ké va cd y nghia thong ké so v6i dich mang phoi ac tinh, tit ca bénh

nhan lao mang phdi déu co ti s6 Lys DMP/ HT > 1.0.
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Verea Hernando va cs [99] nghién ctru trén 141 bénh nhan xac lap ti sd
Lys DMP/ HT > 1.2 hitu ich trong phan biét nguyén nhan TDMP, véi d6 nhay
100%, do dac hiéu 94,9%, gia tri tién dodn duong la 94,7%, gia tri tién doan
am la 100%, do chinh xac (accuracy) 97,3%.

Valdes va cs [96] nghién ctru trén 405 bénh TDMP nhan thay ti s Lys
DMP/HT ting c6 y nghia trong lao mang phdi, voi gid tri ngudng Lys
DMP/HT = 1,1 thi d¢ nhay la 67,3%, d¢ dic hi¢u 1a 90,3%.

Mishra va cs [44] nghién ciru trén 71 bénh nhan TDMP nhén thiy véi
gia tri nguong Lys DMP/HT = 1,1 thi d§ nhay 1a 100%, do ddc hiéu la 33,3%.

Vi gia tri ngudng Lys DMP/HT = 1,7, Villena [102] nghién ctru trén
228 bénh nhan thi Lys DMP/HT c6 d0 nhay 72%, d dac hi¢u la 92%.

e Trong nwéc

B&o cao ctia Nguyén Xuan Bich Huyén, Lé Thuong Vii va cs [8] tai
Hoi1 thao khoa hoc Ho1 N6i khoa Viét Nam khu vuc phia nam ngay 12 thang
11 nam 2005 vé vai trd ctia Lysozyme trong chan doan TDMP do lao. Nghién
ctru trén 165 bénh nhan TDMP voi 56 ca lao mang phdi cho thay ti sb
Lysozyme DMP/ HT > 1.2 c6 d nhay 85,71% va do dac hiéu 61,47%, gia tri
tién doan duong la 50%, gia tri ti€én doan am 1a 90,77% cho chan doan lao, va
khi chon gia tri ngudng Lys DMP/HT = 1,7 thi tdc gia nay ghi nhan d0 nhay
la 69,6%, d0 dac hiéu 1a 76,5% [9]. Lys DMP khong duoc bao cao trong
nghién clru nay.

Nghién ctru ctia Cao Xuan Thuc [24] nim 2007 vé vai trd cia
Lysozyme va Interferon gamma trong dich mang phoi cho thay Lysozyme c6
do nhay 1a 55,10%, do dac hiéu la 93,75%, gia tri tién doan duong 1a 87,10%,
gid tri tién doan am 1a 73,17%; INF-y c6 d§ nhay 93,88%, d6 dic hiu
100,00%, gia tri tién doan duong la 100,00 %, gia tri tién doan am la 95,52%.
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1.3.2. Adenosine deaminase

1.3.3.1. Nguén goc va dic diém phén bo

Adenosine deaminase (ADA), mot enzyme chiém uu thé trong té bao
lympho T, xuc tac qua trinh chuyén doi cua adenosine va deoxyadenosine
thanh inosine va deoxyinosine. ADA c6 hai hinh thirc phan tir, ADA1 va
ADA2. ADAI1 duoc tim théy trong tat ca cac té bao va nd hoat dong manh
nhat trong té bao lympho va bach ciu don nhan trong khi ADA2 chi dugc tim
théy trong bach ciu don nhan va dai thuc bao. Hau hét cac ADA trong dich
mang phoi lao 1a ADA2 ma dudng nhu nghich 1y 12 ADA1 xuét phat tir té bao
lympho va té bao lympho lai chiém wu thé trong dich mang phdi lao. Piéu nay
cho thay rang ADA dich mang phoi c¢6 nguén gbc tir mdé mang phoi hon 1a tir
cac té bao trong dich mang phoi. ADA2 chiém wu thé trong lao mang phoi, ti
1¢ 1én dén 88% téng s6 ADA hoat dong, trong khi d6 ADAI tang cao & bénh
nhan md mang phoi, ti 1& 1én dén 70% tong s6 ADA hoat dong. Do vay,
ADA?2 hiéu qua hon trong chan doan lao mang phdi [17],[75],[103],[104],
[108],[109].

Mac du ti 1€ cia ADA1/ADA2 duédi 0.42 gia tang nhe d6 nhay va do
dac hi€u cua vi¢c do luong néng do ADA trong chan doan viém mang phéi
lao, viéc do ludng cac isoenzymes ciia ADA 1a khong can thiét trong phan 16n
cac truong hop [66].
1.3.3.2. Cac tinh trang lam tang/giam Adenosine deaminase [95]

Men ADA duoc tim thay trong hau hét cac té bao, nhung vai tro cia né
lién quan dén sy ting truong va phan bao cua té bao lympho (dic biét 1a té
bao lympho T), vi vdy ADA duogc coi 1a mot chét chi diém mién dich té bao
(bao gdm phan ng qua min mudn).

Dinh luong ADA trong dich mang phdi 1a phuong phap d& dang va it

tén kém dé xac dinh chan doan lao mang phoi. Mot nghién ctru cong gop tir
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63 nghién ctru voi 2796 bénh nhan bi viém mang phdi lao va 5297 TDMP
khong lao cho théy dé nhay va do dac hiéu cua ADA trong chan doan lao
mang phoi 1a 92% va 90% véi positive likelihood ratio 1a 9,03, negative
likelihood ratio 12 0,10, va odd ratio 1 110.08 [47]. Nong d6 ADA ciing gia
tang trong dich mang phdi lao ¢ bénh nhan HIV ngay ca v4i sd luong té bao
CD4 rat thap. Gia tri ngudng ctia ADA dich mang phdi dugc chip nhan rong
rai 1a 40 va 45U/L [54],[59],[71],[110]. Nong d6 ADA cang cao, kha ning
chan doan lao mang phoi cang chinh x4c va nguoc lai nong do ADA cang
thap thi cang it nghi dén lao mang phoi [87].

Mot bénh phoi khac ciing 1am gia ting ndng d6 ADA dich mang phoi la
viém mu mang phoi [17],[47],[49]. Khoang 1/3 TDMP can viém va 2/3 mu
mang phoi c6 nong d6 ADA vuot qua 40 U/L. Tuy nhién, TDMP do lao va
TDMP can viém c6 thé dé dang phan biét trén 1am sang va TDMP can viém
gia ting chil yéu 13 bach ciu da nhan trung tinh thay vi gia ting lympho bao
trong dich mang phoi lao. Néu két hop véi ti sé bach cau lympho va
neutrophil trong dich mang phdi > 0.75 thi cang gia ting do dic hiéu cua
ADA trong chan doan lao mang phoi [78],[93]. Nong d6 ADA con ting cao
nhung it gip hon trong dich mang phdi do ung thu (dic biét 1a u lympho, ung
thu biéu mo phé quan, u trung biéu mdé mang phdi mesothelioma), bénh
truyén nhiém (vi du nhu mycoplasma va viém phoi do chlamydia, nhiém
trung ting bach ciu don nhan, bénh brucella, sét Q, paragonimiasis,
histoplasmosis) va cac bénh mé lién két nhu viém khép dang thap, lupus ban
d6 hé thdng. Light RW [88] di dé xuét kha ning chan doan TDMP do lao cao
khi bénh nhan cé 1am sang nghi ngo lao va nong d6 ADA dich mang phoi trén
70 UI/L. Bé giam duong tinh gia, nhiéu nghién ctru cho thiy isoenzyme

ADA? lam tang d¢ dac hiu tir 91% 1én 96% [109], tuy nhién xét nghiém nay



41

dat tién va khong duge khuyén cdo dung thuong qui [48]. Cach tiép can khac
1a phdi hgp ADA véi cac dau hiéu 1am sang va can 1am sang khac.

Nong d6 ADA dich mang phoi trong lao mang phéi & ngudi Chau A
thap hon so v6i Chau Au; vi vay, c6 thé loai trir lao mang phdi néu néng do
ADA dich mang phdi < 40 UI/L ¢ bénh nhan khong bi suy giam mién dich va
khong phai 1a ngudi Chau A [17],[89].

Néng do ADA dich mang phé)i 6 thé duogc dung dé loai trir chan doan
lao mang phdi & bénh nhan TDMP chua rd nguyén nhan. Ferrer va cong su
theo ddi 40 bénh nhan bi TDMP chua 6 chan doan c6 nong d6 ADA dich
mang phoi dudi 43U/L trong 5 nam va khong truong hop nao phat trién bénh
lao [49]. TDMP wu thé lympho bao khong do lao thudng c6 nong do ADA
dich mang phoi dudi 40U/L. Castro va cong su do nong do ADA trén 410
truong hop TDMP khong do lao wu thé lympho bao va thdy rang chi co 7
treong hop (1,7%) ADA trén 40 UI/L [47].

Nong @6 ADA dich mang phoi s& van on dinh trong qua trinh van
chuyén néu thém chat bao quan vao dich mang phoi. Miller va cong sy chi ra
rang chi can thém 0.10 ml hdn hop gdm 50% glycerol va 50% ethylene glycol
vao 6ng nghiém 1ml gidp duy tri ndng do ADA trong dich mang phdi 6n
dinh. Nong d6 ADA van khong thay doi cho du mau duoc gui bang duong
hang khong trong nudc da khod hoic mau dugc giri qua duong buu dién. Néu
dich mang phoi duoc duy tri ¢ nhiét d6 moi trudng xung quanh ma khong can
chat bao quan, nong do ADA s& giam tuyén tinh. Nong 46 ADA 6n dinh trong
thoi gian dai néu bao quan dich mang phéi dong lanh ¢ -70 °C [17].
1.3.3.3. Nghién ciru Adenosine deaminase trong va ngodi nwdc

e Ngoai nudc
Nghién ciru vai tro cia ADA trong chan doan TDMP lao 1an dau tién

duoc Piras va cong sy thuc hi¢én nam 1978 trén 54 bénh nhan, cho két qua do



42

nhay va do dac hi€u la 100%, vdi gia tri ngudng cia ADA 1a 39 U/, gia tri
trung binh ctia bénh nhan la 83,04 + 25,51 U/I.

Aoki Y va cong su [34] (1994) nghién ctru trén 39 bénh nhan thiy véi
ADA > 45 U/l thi d¢ nhay 1a 100% va d¢ dac hi¢u 75%.

Nam 2001, Sharma va cdng su [92] khao sat trén 75 bénh nhan, su
dung gia tri nguong 35U/1, 6 nhay la 67% va d6 dac hi¢u 83%, nhung néu
nang gia tri nguong lén 100 U/1 thi d§ dac hi€u tang lén 100%, trong khi do
nhay chi con 40%.

Nam 2003, Lima va cong su [41] thuc hién nghién ctru trén 45 bénh
nhan, cho két qua d6 nhay 68% va do dic hiéu 72% véi gia tri ngudng 40 U/L

Mot phén tich tong hop (meta analysis) cua 40 bai nghién ciru, dugc
thuc hién boi Goto va cong su [53] nam 2003, cho thdy do dic hiéu cia ADA
thay doi tir 47 dén 100%, va d6 nhay thay d6i tir 50 dén 100%.

Nghién ctru cong gop khac cia Liang QL va cs (2008) [71] cua 63 bai
nghién ctru, trén 8036 bénh nhan, ¢& mau trung binh 1a 138 (tir 28 — 600),
nhan théy nguong trung binh ADA > 40 U/L ¢6 do nhay va do dac hiéu trung
binh 1an luot 14 92% (dao dong tir 47 dén 100%) va 90% (dao dong tir 41 dén
100%).

Thuc X. Cao, William M. Vollmer va cs [94] (2014) nghién ctru trén
187 bénh nhan TDMP lao nhan théy ADA c¢6 d6 nhay 93,4% va do dac hi¢u
76,4%.

Nghién ctru cong gdp cua Gui X va cs [55] (2014) tir 110 nghién ctru
gém 865 TDMP lao va 1379 TDMP khong lao nhan thdy ADA cé do nhay
86% va do dac hi¢u 88%.

Amir Suleman va cs [29] (2016) nghién ctru trén 160 bénh nhan cho
thdy ADA c6 do nhay 89% va do dic hiéu 77%.
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Nhiéu nghién ctru con so sanh gia tri cia ADA véi sinh thiét mang

phoi, PCR lao DMP, va nhiéu xét nghiém sinh héa khéc, dic biét 1a IFN-y.
e Trong nwéc

Bi4o c4o cua Lé Hong Van (2009) [26] nghién ciru ADA va INF-y trén
100 bénh nhén tai khoa H6 Hap — Bénh vién Cho Ry cho thay véi gia tri
ngudng ADA 1a 34 U/L thi ADA DMP c6 d6 nhay 93,9%, 6 dac hiéu 97%,
gid tri tién doan duong 93,9%, gia tri tién doan am 1a 97%.

Niam 2012, Nguyén Nang Vién [27] da nghién ctru gia trj chan doan
cia ADA trong LMP nhéan thdy véi ngudng chan doan ADA DMP > 31,1
UI/L thi d0 nhay 1a 87%, d¢ dac hi¢u 100%.

1.3.3. Interferon gamma DMP
1.3.3.1. Nguon goc va dic diém phéin bo

Interferons (INFs) 1a mét cytokine dugc Alick Issacs va Six Jean
Lindemann phat hién vao nam 1975 trong mot nghién ctru vé virus. INFs &
mot protein dugc san xuét boi cac té bao khi bi nhiém virus, & trang thai nay
cac té bao co tinh trang dé khang khong chi v6i virus d6 ma con véi cac virus
khac. INFs khong chira acid nucleic, do d6 khong bi men DNAse va RNAse
phan huy; tuy nhién, INF bi mat hoat tinh bdi cic men phan huy protein [28].

Phan loai:

INFs chia lam 3 16p 1a: INF-a, INF-B, INF-y va 2 type la: INF type 1
(gd6m INF-a va B) va INF type 2 (gdm INF-y).

INF type I gdm 2 dang chinh 1a INF-a va INF-p, duoc san xuat boi hau
hét cac té bao khi bi nhiém virus, vi khuin hay cac nguyén sinh dong vat.
INF-a. va B khac nhau hoan toan vé mit khang nguyén va bén viing & moi
truong acid. INF type I duoc ma hoa boi nhitng doan gen nam trén nhiém sic

thé s6 9. INF-a dugc tong hop boi cac té bao don nhan, trong khi INF-p dugc
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cac nguyén bao soi biéu bi va nodi bi san xuat. INF type I lam ting sy tiéu diét
té bao bj nhiém virus qua co ché gy doc té bao cua lympho CD8+, dong thoi
con c6 tac dung 1am ngung sy ting truong nhung khong 1am chét mot sb té
bao &c tinh.

INF-y thuoc type II, 1a mdt glycoprotein c6 trong lugng phan tir 20
hodc 25 kDa tiy thudc vao giai doan glycosyl hoa; dugc san xuat boi té bao
lympho TCD4 hd trg type 1 (Thl), lympho T ddc té bao (T cytotoxic) va té
bao diét tw nhién (natural kill cell - NKC). INF-y c¢6 ciu trac hoan toan khéc,
gan vao thu thé khac, d& bi phan hay béi acid va duoc ma hoa nhidm sic thé
s6 12, khac voi INF type L.

INF-y c6 dic tinh khang virus, diéu hoa mién dich va chong khéi u.
INF-y lam thay doi sy giai ma cta gan 30 gen, va do d6 gdy ra nhiéu tac dung
vé mit sinh 1y va té bao.

Co ché:

INF-y chuyén dai thuc bao tir trang thai nghi sang trang thai hoat dong,
gdy ra su tong hop mot chudi cac diém tiép nhan (receptors) gan két tac nhan
gdy bénh véi t& bao ndi md, thoai hoa cac men (enzyme) va cytokines lién
quan dén sy bao vé cua ky chu. Hoat dong diéu hoa mién dich nay cho phép
INF-y dong vai tro quan trong trong kiém soat bénh gy ra boi vi khuan noi
bao (nhu Listeria, Mycobacterium, ky sinh trung (Leishmania, Toxoplasma),

nam (Cryptococcus)

MGt vai vai tro diéu hoa mién dich cia INF-y da dwoc biét [90]:

- Gia tang trinh dién khang nguyén.

- Tang tiéu diét tic nhan gy bénh nodi bao, ting tong hop enzyme trong
thuc bao lién quan dén didu hoa phan mg oxi hoa (superoxide, hydrogen

peroxide, and nitric oxide), di¢t nhiém trung ndi va ngoai bao.
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- Tang kha nang diét vi sinh vat.

- Tang chiéu mo bach cau, tang hoat dong dai thuc bao, tang néng do
khang vi sinh (antimicrobial) ndi bao.

Interferon gamma lam ting kha ning hoat dong cua dai thuc bao chéng
lai vi khuan lao. Nhiéu nghién ctru cho thiy dinh luong muc interferon trong
dich mang phdi 13 xét nghiém gitip chan doan TDMP do lao v6i do nhay cao
tur 78 — 100% va do dac hi¢u tur 95% - 100% [33],[40],[57],[62],[72],[108].

Nong d6 INF-y rat hiéu qua trong viéc phan biét TDMP do lao va
khong lao. Nghién ctru cong gop cua Jiang J va cs (2007) [62] tir 22 nghién
ctru gdm 782 bénh nhan TDMP do lao va 1319 bénh nhan bi TDMP khéng
lao cho thay do nhay trung binh ctua INF-y 1a 89%, d6 dic hiéu 97%, va do
nhay va d6 dic hiéu toi wu 1a 95%. Khong thé thiét 1ap mot gia tri ngudng
chung vi don vi sir dung va phuong phap do luong khac nhau gitra cadc nghién
clru.

Khan F Y va c¢s [69] (2013) nghién ctru 72 bénh nhan TDMP lao va 31
TDMP khong lao nhan théy INF-y c6 do nhay 100% va do dac hi¢u 100%.

Mot nghién ctru cong gop trude day tir 13 nghién ctru vé INF-y va 31
nghién ciru vé ADA, bao gom 1189 bénh nhan di két luan rang ca ADA va
INF-y déu chinh x4c trong chan doan lao mang phéi [59].

CAac nghién ctru sau ndy d6 nhay va d6 dic hiéu téi wu cho ADA 13 93%
va cho INF-y 1a 96%. Ciing giéng nhu ADA, INF-y d6i khi ting cao trong
TDMP ac tinh do bénh 1y vé mau va ma mang phoi. Tém lai, ADA duoc wa
chudng hon vi tinh hiéu qua va thuc té 1a n6 don gian va it tdn kém hon
INF-y.
1.3.3.2. Cadc tinh trang lam ting/giam Interferon gamma

Vai yéu té anh hudng dén dd nhay ciia INF-y nhw [90],[107]
- Loai khéng nguyén va phtic hgp da sur dung.
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- Dang test
- D0 ndng cia bénh lao
- Tinh trang diéu tri ctia bénh nhan
- Tudi
- Tinh trang dinh dudng
- Suy giam mién dich (nhiém HIV...)
va nhitng tinh trang lién quan bénh tat khac....
1.3.3.3. Cdc nghién ciru Interferon gamma trong va ngoai nwéc
s Ngoai nuéc
Villegas va cs [100] nghién ctru vai tro chan doan phan biét ciia ADA,
INF-y, va PCR trong dan sd c6 tan suat nhiém lao cao cho thdy do nhay cia
INF-y 1a 85,7% va d6 dac hi¢u 1a 97,1%.
Ogawa va c¢s [82] (1997) thng ké cho thay INF-y c6 ndng do cao trong
TDMP lao so vo1 TDMP ac tinh va can viém.
Chen va cs [40] (2001) nghién ctru néng d6 INF-y do bang phuong
phap ELISA & bénh nhan TDMP lao (>12 pg/ml) cao dang ké so v&i bénh
nhan TDMP &c tinh.

Kim va cs (2001), Sharma va cs (2005) thong ké cho thdy nong do cao
INF-y trong TDMP lao [64], [92].

Kim va cs ciing bao cdo INF-y cao dang ké ¢ bénh nhan mang phoi day
>10nm sau 6 dén 9 thang theo ddi, cho thay vai trd quan trong ciia INF-y
trong dap tmg mién dich tai chd [65].

Yamada va cs [107] (2001) bao cao d6 nhay va do dac hiéu INF-y trong
dich mang phdi 12 91% va 100% khi khao sat trén 70 bénh nhan véi 21 bénh
nhan TDMP lao.
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Villena va cs [101] (2003) nghién ctru trén 388 bénh nhan TDMP, cé
73 ca TDMP lao, trong s6 d6 c6 9 ca TDMP lao kém HIV. Thong ké cho thay
khong c6 su khac biét dang ké ndng d6 INF-y trong dich mang phdi giita bénh
nhan HIV duong tinh va bénh nhan HIV am tinh.

Baris Poyraz va cs [38] (2004) nghién ctru trén 45 bénh nhan TDMP,
trong d6 15 bénh nhan TDMP lao, 20 bénh nhan TDMP &c tinh, 10 bénh nhan
TDMP dich thAm cho thay gia tri ngudng cta ndng d6 INF-y trong dich mang
phéi (do bang ELISA kit v6i do nhay cua kit 1a 11,9pg/ml) trén 12 pg/ml. O
nhitng bénh nhan tran dich dich tiét, 4o nhay cua INF-y 14 87%, d¢ dac hi¢u
95%, am tinh gia 13%, duong gia 0,5%, GTTD (+) 93%, GTTD (-) 90%.

Aoe Keisuke va c¢s [33] nghién cou ADA, INF-y, IAP
(immunosupressive acidic protein), IL-2 (interleukin 2) trén 46 bénh nhan
trong d6 10 bénh nhan TDMP lao, 19 bénh nhan TDMP &c tinh, 17 bénh nhan
TDMP do nguyén nhan khac lao va ung thu. Nong do INF-y bénh nhéan
TDMP lao trung binh 1a 137 + 230 UI/mL cao hon rat nhiéu so véi Ccac
nguyén nhan TDMP khéc va INF-y 1a diu 4n sinh héa c6 d6 nhay va do dic

hi€u cao nhat trong s6 4 dau an sinh hoa trén.

Nariman A.Helmy va cs (2012) [81] nghién ctru 40 bénh nhan (20
TDMP ac tinh, 20 TDMP lao) nhan thidy INF-y (do bang phuong phap
ELISA) tang cao ¢ y nghia trong TDMP lao va c6 d nhay 84,2%, do dac
hiéu 1a 57,1%.

Thuc X. Cao, William M. Vollmer va cs [94] (2014) nghién ctru trén

187 bénh nhan TDMP lao nhéan thiy INF-y (do bang k¥ thuat nano biochip)
c6 do nhay 97,7% va do dac hiéu 91%.

Lira Hakani va cs [72] (2017) nghién ctru 130 bénh nhan (40 TDMP ac
tinh, 48 TDMP lao, 42 TDMP c4n viém) nhan thay INF-y (do bang phuong
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phap Elisa) ting cao c6 ¥ nghia thong ké trong TDMP lao va c6 do dic hiéu 1a
71%.

% Trong nwéc

Nghién ctru ciia Cao Xuan Thuc [24] (2007) cho thay INF-y c6 d6 nhay
93,9%, d6 dac hiéu 100,0%, GTTD (+) 1a 100,0%, GTTD (-) la 95,52%.

Nghién ctru ctia Nguyén Xuan Bich Huyén, Lé Thuong Vii va cs [9]
(2008) trén 84 bénh nhan TDMP do lao, do ung thu va cén viém cho thiy
INF-y ¢ diém cat 33pg/ml c6 do nhay 94,4%, ddc hiéu 89,6%.

Bio cao cua Lé Hong Van [26] (2009) nghién ciru ADA va INF-y trén
100 bénh nhén tai khoa H6 Hap — Bénh vién Cho Ry cho thiy véi gia tri
ngudng INF-y 1a 58pg/ml, d0 nhay cia DMP 1a 94% va d¢ dac hiéu 1a 97%,
GTTD (+) 94%, GTTD (-) la 97%.

Nghién ctru cia Nguyén Thi Bich Ngoc [14] (2010) trén 38 TDMP lao
va 26 TDMP do ung thu, dinh luong INF-y véi ky thuat flow cytometry-
assisted immunoassay, cho thay véi diém cat 1a 149 pg/ml IFN-c6 d6 nhay
84,21%, do dac hiéu 96,15%.

Tuy ¢ Viét Nam da co vai nghién ctu 1& té vé Lysozyme, ADA va
INF-y nhung déu nghién ctru trén s6 lugng nho bénh nhéan va chi nghién ctru

trén TDMP dich tiét vu thé lympho bao 1a TDMP lao va ung thu mang phoi.
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Chuwong 2
POI TUQONG VA PHUONG PHAP NGHIEN CUU

2.1. POI TUQNG NGHIEN CUU
2.1.1. Dan s6 muc tiéu
Tat ca cac bénh nhan TDMP nhap khoa H6 Hép — Bénh vién Chg Ray,
thanh phd HO Chi Minh.
2.1.2. Dan s6 chon miu
Tu dan s6 muc tiéu, chon bénh nhan tran dich mang phéi do moi
nguyén nhan nhap khoa H6 Hap — Bénh Vién Cho Ry va c6 két qua chan
doan cudi cling trong thoi gian tir thang 01/2009 dén thang 12/ 2012.
2.1.3. Tiéu chuan chon vao nghién ctru:
Tran dich mang phéi duoc xac dinh dua trén:
e Lam sang: hoi chung 3 giam:
- SO: rung thanh giam
- GO: duc
- Nghe: am phé bao giam hodc mat
e (Can lam sang:
- X-quang: md dong nhat toan dién, gidi han trén 1a duong
cong Damoiseau cao thip tuy luong dich.
- Siéu am: x4c dinh c6 dich trong khoang mang phdi
2.1.4. Tiéu chuan loai khéi nghién ctru:
(1) Bénh nhén c6 chong chi dinh sinh thiét mang phoi (khi duc khéi té

bao hodc vi trung hoc khong xac dinh dugc chan doan)
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- Réi loan dong mau chua diéu chinh
. Tiéu cau mau < 100.000/mm>
. INR > 1,3 hoac TQ < 50% so v&i chung
(2) Bénh nhan tir chdi sinh thiét mang phdi 1an mét (khi vi tring hoc
hodc dic khdi té bao khong xac dinh dugc chan doan), nhung khong

loai bénh nhan tir chdi sinh thiét 14n 2.3.

2.1.5. Tiéu chuin chan do4n xic dinh nguyén nhin TDMP:

2.1.5.1. TDMP do lao (lao mang phéi) ™ khi c6 mot trong cac tiéu chuin:

% M6 hoc ¢6 bang ching lao:

L)

- GPB mb sinh thiét mang phoi c6 bang chimg viém u hat — nang lao.

- GPB mb sinh thiét phé quan, sinh thiét hach c6 bang chimg lao.

Phan lap duoc vi tring lao tir dich mang phdi hay md mang phoi:

- Cay tryc khuan lao duong tinh trong dich mang phdi hodc tir manh
sinh thiét mang phoi.

- Soi tim AFB trong dich mang phoi dwong tinh.

- Soi AFB hoic cdy vi tring lao duong tinh tir bénh pham dam hay dich
rira phé quan va dich mang phdi hap thu sau 2 thang diéu tri khang lao.
- Phan tng chudi polymerase ctia truc khuan lao trong dich mang phoi
(PCR lao DMP) duong tinh va dich mang phoi hap thu sau 2 thang diéu
tri khang lao.

2.1.5.2. Chin dodn cdc nguyén nhin TDMP khéng 1a0:

< TDMP do ung thu (K mang phéi)®®": dua vao két qua duong tinh cua:

- GPB mo sinh thiét mang phoi: carcinoma di cin mang phoi.

- Té bao hoc diic khdi té bao DMP: carcinoma phat tan trong DMP
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% TDMP dich tham: du 3 tiéu chuan Light’s ™
- Protein DMP/protein mau < 0,5
- LDH DMP/ LDH méu < 0,6
- LDH DMP < 2/3 giéi han trén binh thuong cia LDH mau.
< TDMP cdn viém/ ma MPp 51 F01;
Tran dich mang phdi thir phat sau viém phoi/ apxe phoi véi:
- Neutrophil wu thé va dap (ng voi diéu tri khang sinh hoac
- Nhuom - soi - cdy vi trung: duong tinh hoic
- Mu dai thé va dap ung véi diéu tri khang sinh.
% Cac tieu chudn chdn dodan TDMP khdc:
e TDMP do siéu vi:
. Bénh st nhiém siéu vi véi sot va viém long, va
. Khoi bénh tu nhién khong diéu trj dic hiéu
e TDMP do nhiém ky sinh tring: c6 dua 3 tiéu chuan:
. Eosinophil DMP tang > 10% va
. Huyét thanh chan doan hodc soi phan tim ky sinh tring dwong tinh
va
. Péap ung véi thube diéu tri ky sinh tring
e TDMP do viém tuy:
. Co tién sir hodc bénh st viém tuy cap/mén, va
. Amylase DMP tang cao
e TDMP do lupus:
. Bénh str lupus va
. Khong c6 bang chimg TDMP do céc nguyén nhan khac va

. Pép tmg vé6i diéu tri lupus
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2.2. PHUONG PHAP NGHIEN CUU
2.2.1. Thiét ké nghién ctru

Cit ngang mo ta phan tich
2.2.2. C& mau

Do nghién ctru bon gia tri ctia ALP, Lysozyme, ADA va INF-o. nén ¢
mau nghién ctru duge tinh toan cho ting xét nghiém voi cong thire tinh c&
mau dé ude luong do dic hiéu nhu sau [84]:

Z', . nSpec(1l—Spec)

(l—a/2)

d*(1-Prev)

Trong do:
1-o 1a mic d¢ tin cdy cua khoang udc lugng thuong duge xac dinh
b::ing 95% va o la x4c xudt sai 1am loai 1 = 0,05.
d: sai s6 udc doan
Spec (estimated specificity): do dac hi¢u udc doan
Prev (prevalence of disease): ti 1&€ dw doan cia bénh = 0.4
1. C& mau cho ALP va Lysozyme véi o = 0,05, spec = 0,90, d= 0,05,
p = 0.4, ¢& mau can tdi thiéu 139 ca khéng bénh va 93 ca bénh Vi
tong N = 232.
2. C& mau cho ADA va INF-y véi a = 0,05, spec = 0,95, d= 0,05,
p = 0.4, ¢c& mau can tdi thiéu 73 ca khong bénh va 49 ca bénh voi
tong N = 122.
2.2.3. Phuong phap chon miu
Chon mau lién tuc
2.2.4. Thoi gian thu thip s6 liéu
Ttr thang 01/2009 dén thang 12/2012
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2.2.5. Phuong phap thu thap s6 liéu

Dua vao bang thu thap s6 liéu
2.2.6. Pia diém nghién ciru

Khoa H6 Hap — Bénh vién Cho Riy
2.2.7. Tién trinh nghién ciru

Cac d6i tuong nghién ctu duogc tién hanh hoi bénh str, tién cin, thim
kham lam sang va lam céac xét nghiém.
2.2.7.1. Cac xét nghi¢m thwc hién truwoc khi choc do va STMP

e X¢t nghiém thyc hién trén tat ca bénh nhan:

-CTM.

- Bong mau toan bg.

- Xquang 16ng nguc thang — nghiéng.

e X¢t nghiém thyc hién trén mat $6 bénh nhan:

- AFB dam 3 1an néu 1am sang nghi nhiéu dén lao.

- AFB dich da day néu bénh nhan khong khac duoc dam.

- Siéu am léng nguc duoc thuc hién khi ¢6 1 trong 3 diéu kién:

. Xquang 10ng nguc thdy TDMP it hon 3 khoang gian sudn trén phim
thang hoic TDMP khu tra trén phim thing va nghiéng.

. Lam sang nghi ngd ung thu phé quan, siéu 4m dé danh gia di can 6
bung ddng thoi két hop khao sat luon TDMP.

. Siéu am gitip dinh vi that chinh xac vi tri ton thuong khu trii day — u
mang phdi dé huéng din STMP.

- Sinh thiét hach khi khdm thiy hach trén 1am sang.

- Noi soi phé quan: rira phé quan — phé nang tim AFB, té bao la, sinh

thiét khi c6 ton thuong.
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- Xét nghiém chin doan nguyén nhén can thiét khac thuc hién theo chi
dan 1am sang (Amylase mau, nudc tiéu, ANA, yéu t6 thap, Cholesterol,
Triglyceride, CT scan nguc...)
2.2.7.2. Phan tich dich mang phéi:

e Sinh hoa:

- Protein DMP.

- LDH DMP.

- Glucose DMP.

- pH DMP.

- DBinh lugng ALP, Lys, ADA va Interferon gamma DMP.

e Té bao hoc:

- Phét t¢ bao DMP tim:

. H6ng cau, Bach cau.

. Lymphocyte, Neutrophil, Eosinophile.

. Té bao lién vong ndi bi.

. T¢ bao thoai hoa.

. Té bao 4c tinh.

- Diic khéi t€ bao DMP.

e Vitrung:

- Cay vi trung thuong.

- AFB DMP.

- PCR lao DMP.

- Cay lao MGIT khi 1am sang nghi ngo lao.

2.2.8. Ky thudt dinh lwong ALP, Lysozyme, ADA va INF-y trong DMP
% Phosphatase kiém
+ Nguyén ly: ALP hoat dong ¢ pH thich hgp 9,2 - 9,6, ¢6 tac dung thuy

phan cac monoester cua acid pyrophosphoric
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P Nitro. phenyl phosphate ------------- > P. Nitro-phenol + phosphate
San pham tao ra trong qua trinh phan ung s& lam d6 duc ting dan.
C6 nghia 13 tdc d6 phan tng ting ty 1& thuan v6i hoat d6 ciia enzym ALP
trong huyét thanh va duoc xac dinh & budc séng 405nm véi nhiéu diém do
theo phuong phap dong hoc enzym (Enzymatic kinetic).
+ Bénh pham:
Huyét thanh hodc huyét twong, dich mang phdi (chdng déng bang
heparin) khong v& hong cau.
+ Noi kiém: mdi ngay
+ Tri s6 ALP & nguoi binh thirong
Nam: 80 -306 U/L
Nir: 64 — 306 U/L
< Lysozyme: thuc hién theo phuong phap do do duc cta huyén dich
(turbidimetric) bang may Map Lab plus v&i bo kit caa FAR srl (Y).

>

+ Nguyén ly: Lysozyme xuc tac su thuy phan cua B glucosidic trong
polysaccharide cua thanh té bao vi khuan. Do duc huyén dich cua
Micrococcus lysodeikticus ti 1€ vo1 hoat dong ctia men Lysozyme va nd
twong quan véi nong d6 Lysozyme theo duong cong chuan.

+ Bénh pham:

2 ml mau dong hodc 2 ml DMP

Mau va dich c6 thé luu giit trong 2 tuan 18 & nhiét d6 - 20°C
+ Qua trinh thyc hién:

Lay 25 pl DMP pha véi 1500 pl huyén dich thudc thir, lac déu
nhe nhang, u & 25°C, sau 30 gidy doc duoc gia tri Al, sau 2 phut doc
dugc gia tr1 A2

Tinh AA (sau 2 phat) = A1 - A2
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+ Két qua:
AA Lysozyme tinh dugc so sanh voi dudng cong Lysozyme chuan.
+ Puong cong Lysozyme chudn:

Pha lodng Lysozyme chuan (1 x 1 ml) voi nuée cat dé tao dung
dich hoa tan c6 nong do tir 2 — 20 mg/L bang 2 cach:

Céach 1: Pha 0,4 ml Lysozyme chuin ndng d6 500mg/L véi 3,6
ml nudc cat dé dat lysozyme chuan nong do 20mg/L, lic nhe nhang.

Céch 2: Pha lysozyme chuan theo bang, lac nhe nhang trude khi st dung

Bang 2.1: Phuong phap pha loang Lysozyme chuin

50mg/L + |Nudccat| = Nong do lysozyme
Lysozyme chuin cudi ciing

0,4 ml + 0,6 ml = 20 mg/L

0,2 ml + 0,8 ml = 10 mg/L

0,1 ml + 0,9 ml = 5 mg/L

0,1 ml + 2,4 ml = 2 mg/L

Dung nhitng néng do Lysozyme chuan pha dugc ¢ trén dé v& thanh
duong cong Lysozyme chuin
+ Néi kiém: mdi ngay
+ Gia tri binh thuong:
Lysozyme trong mau binh thuong: 2,5 — 8,0 mg/L
% Adenosine deaminase:

+ Nguyén ly: Adenosine deaminase trong dich mang phdi dugc dinh

luong men dong bang phuong phap do mau (colorimetric assay) vdi budc
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song 550nm, thuc hi¢n trén may HITACHI, st dung bd kit Adenosine
Deaminase Assay Kit cia BioQuant.
- Toan bo qu4 trinh phan g s& dién ra theo trinh tu sau:

Adenosine + H,0 -2P2 , Inosine + NH3

Insonie + Pi —» Hypoxanthine + Ribose 1-phosphate

Hyphoxanthine + 2 H,0 + 20,2°°_, Acid uric + 2H,0,

2H,0, + 4A-A + EHSPT 292, 4 H,0 + ch4t nhuém Quinone

(bude song tbi da 1a 556nm)

Mot don vi ADA dugc dinh nghia 1a luong ADA can thiét dé tao ra mot
umol inosine tur adenosine trong mot phut & nhiét d¢ 37 °C.

+ Bénh pham:

. Huyét thanh hoac huyét trong, dich mang phoi

+ QUa trinh thuc hién:

. Tron hon hop 180uL thude thir R1 vao SuL dich mang phoi.

. U hdn hop & 37°C trong 1,5 dén 3 phit.

. Cho thém 90pL thudc thir R2 vao t trong 5 phut, sau d6 do su hap thu
& bude song 550nm trong 3 phut.

. Khoang gia tri ADA ctia may do dugc: 0 - 200 U/L.

. Néu mau thtr c6 nong do ADA > 200 thi can pha lodng véi nudc mudi
trude khi do. Sau d6 két qua dugc nhan 1én véi s6 1an pha lodng.

Thudc thir c6 thé bao quan mdt nam khi duoc luu giit ¢ nhiét do 2 —
8°C. ADA trong dich mang phdi 6n dinh 1 tun khi bao quan & nhiét do 4°C.

+ Néi kiém: truée mdi 1an xét nghiém

+ Tri s6 binh thuong

. Gia tri duong tinh ctia ADA do hing bao ché dé nghi 1a 24 U/L.
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% Interferon gamma:

- INF-y duoc dinh lwong bang mdy Evidence®, hing Randox
laboratories Ltd, dugc trang bi lan dau tién trén ca nudc tai Bénh vién Cho
Ray vao thang 6 — 2005. Pay la may phan tich vi lugng sinh hoc (biochip)
phat hoa quang hoan toan tu dong, co thé thuc hién nhiéu xét nghiém (bg xét
nghiém) cting mot lac. Uu diém cta k¥ thuat 1a: 1/ Nhiéu xét nghiém duoc
thuc hién cung mot luc, hd tro rat t6t cho chan doan bénh. 2/ Str dung mau xét
nghiém véi thé tich rat nho (07 — 100 ul). 3/ Do chinh xac cao. 4/ Giam phién
ha cho bénh nhan. 5/ Giam chi phi xét nghiém.

- Trong cong nghé dan trai biochip protein (protein biochip array
technology), biochip thay thé vi tri dia ELISA (ELISA plate) hoic cong doc
(cuvette) cho noi x4y ra phan trng. Su khac biét véi cac quy trinh xét nghiém
mién dich c6 dién 1a cac chat gan két duoc gan két dong hoa tri 1én bé mat cua
biochip theo cach xép hang dinh sén hon 14 so v6i trong dung dich nhu cach
co dién, do vay do chinh xac va do tin cay cao hon [4].

+ Nguyén Iy quy trinh xét nghiém INF-y: 1a quy trinh xét nghiém mién
dich dang “kep cha” (sandwich assays) v&i khang thé gin két enzyme, dang
canh tranh vé&i khang nguyén gin két enzyme. Khi co su gin két khang
nguyén — khang thé, mot phan tng hoa quang (chemiluminescence) sé tao ra
anh sang. Anh sang dugc thu nhan boi may chup c6 thiét bi bat nang luong (a
charge — couple device (CCD) camera). May chup CCD la mdt may cam Ung
phan giai cao - rat nhay c6 thé phat hién chinh x4c va dinh luong cac anh sang
c6 muc do rat thip. Ving xét nghiém trén mit biochip dugc xac dinh bang
cach phan hang (grid pattern) va tin hiéu hoa - quang dugc phan tich bo1 mot
phan mém xir Iy hinh anh nhanh chéng va cho két qua dinh lugng cua ting

chat xét nghiém.
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+ Qua trinh thyc hién:

Lay 2ml DMP cho vao dng nghiém, & ¢ 37°C, dé vao khay dung miu
quay ly tdm 3000 vong/ phut trong 10 pht.

Bo phan cin ling & day, 14y 250pl dich trong cho vao lo nhé va dé vao
khay miu trong may (may gom 2 khay mau, mdi khay c6 thé dung dugc 90 lo
mau nghia 1a mdi lan chay may c6 thé lam duoc 180 miu bénh pham).

Thoi gian dé may xir Iy va cho két qua ctia miu bénh pham dau tién 1a
180 phiit, ctr mdi 5 phut cho két qua mot mau tiép theo.

+ Néi kiém: trude mdi 1an xét nghiém

+ Ngogi kiém: mdi nam

+ Gia tri binh thuong: <5 pg/ml
2.2.9. Pinh nghia cac bién sb
- Gi6i tinh: 13 sy khac biét vé mat sinh hoc giira nam gidi va nir gidi. La bién
nhi phan, duoc chia lam hai nhém nam va nfr.

- Tudi: La bién dinh luong lién tuc va tinh tron nam. Tudi duoc tinh tir ndm
nghién ctru trir cho ndm sinh theo gidy khai sinh, s6 ho khau hay chimg minh
nhan dan duoc bénh nhan hoic than nhin cung cap.

- Céc triéu chirng I1Am sang nhw ho, s6t, dau nguc, khé thé: 13 bién nhi
phan, dugc chia thanh hai nhom c6 va khong ¢6 triéu ching

- Céc bién xét nghiém sinh héa nhuw LDH, Protein, Photphatase kiém,
Lysozyme, Adenosine deaminase va Interferon gamma: 1a bién dinh luong
101 rac cho biét lwong LDH, Protein, Photphatase kiém, Lysozyme, Adenosine
deaminase va Interferon gamma trong dich mang phoi.

- Cac bién xét nghiém vi sinh nhw AFB dam hoic dich mang phéi, PCR
lao DMP: 1a su c6 hay khong hién dién truc khuan lao trong dich mang phéi.

La bién nhi phan dugc chia thanh hai nhém c6 va khong.
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- Nguyén nhan tran dich mang phéi (két qua chin dodn cudi cung): 13
bién nhi phan, dugc phan thanh hai nhém TDMP lao va TDMP khong lao.
Trong nhém TDMP khong lao duoc chia thanh bén nhom nho 1a TDMP do
ung thu (KMP), viém/ma mang phdi, TDMP dich thdm va nhém TDMP do
cac nguyén nhan khéc.

Phwong phdp xiv Iy sé liéu:

- Quan ly dit liéu bang phan mém Epidata 3.0.

- Quan 1y tai liéu tham khao bang phan mém EndNote X5.

- Kiém tra timg phiéu thu thap sb liéu, nhitng phiéu ghi chép khong day
du thong tin sé& tién hanh thu thap bo sung. S6 liéu sau khi thu thap duogc ra
soat, loai bo céc dit lidu trung lap, sau d6 ma hoa, xtr Iy bang phuong phap
théng ké y hoc, sir dung phan mém Stata 13.0.

- Bién s dinh tinh dugc trinh bay dudi dang ti 1é phan traim. Bién sb
dinh lugng c6 phan phdi chuan dugc trinh bay dudi dang trung binh va do
léch chudn. Cac bién dinh lugng khong c6 phan phdi chuan duoc trinh bay
du6i dang trung vi (khoang tr phan vi: Q1 — Q3). Kiém dinh sy khéac biét
giita hai bién dinh lugng c6 phan phéi chuan bang phép kiém t-test, giita hai
bién dinh luong khong c6 phan phdi chuan bang phép kiém Mann Whitney.
Dung dudng cong ROC dé danh gia nang luc chan doan cua mot phép thir
hoac mot xét nghiém. Khac bi€t c6 y nghia théng ké khi p < 0,05, khoang tin
cay 95% khong chua 1.

2.2.10. Van dé y dic

- Pé tai da dugc Hoi dong Y duc trong Nghién ctru Y sinh — Bénh vién
Cho Ray chap thuén nghién ctru.

- Pay 14 nghién ctru tuy nam trong qui trinh thyc hién thuong qui dé

chan doan nguyén nhan TDMP nhung c6 tinh chat xam 14n (xét nghiém mau,
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choc do va/ hoac STMP). Trudc khi thuc hién thu thuat, bénh nhan va/hoac
than nhan da dugc giai thich muc dich va cach thuac thuc hién nghién ctru va
dugc su déng ¥ qua ban dong thudn nghién ctru bang van ban.

- Cac xét nghiém dugc thuc hién phu hop véi tinh trang bénh 1y va theo
phac dd diéu tri cua Bénh vién Cho Ray da duoc Hoi dé)ng Khoa hoc k¥ thuat
chép thuan.

- SO li¢u chi phuc vu nghién ctru khoa hoc, khong vi muc dich khac.
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Chuong 3
KET QUA NGHIEN CUU

Trong thdi gian nghién ctu tir thang 1 nim 2009 dén thang 12 nim
2012, chung t61 da chon va nghién ctru dugc 484 bénh nhan tai khoa H6 Hép,
BVCR. Tat ca bénh nhan nay déu duoc choc dich mang phéi lam mot trong
cac xét nghiém Phosphatase kiém, Lysozyme, Adenosine deaminase va
Interferon gamma, duc khéi té bao dich mang phdi, va sinh thiét mang phoi
néu duc khéi té bao am tinh.

Tat ca bénh nhan nay déu c6 chan doan xac dinh nguyén nhan TDMP.

T4t ca bénh nhan > 18 tué;i co
TDMP nhap Khoa H6 Hap —
BVCR tir 2009 dén 2012 (n=956)

- Loai trir (n=200)
Ky cam két nghién ctru va CDMP . Tr chdi CDMP (n=27)
Phan tich DMP thuong qui . Khong thuc hién CDMP (n=108)
do rdi loan dong mau, DMP it hodc
I "| xuét vién truéc CDMP
CDMP xét nghiém: . Choc dich gidi 4p diéu tri (n=65)

_| Loai trur (n=272)
| Khong xac dinh chan doan

TDMP xac dinh dugc nguyén nhan

(n=484) TDMP dich thim (n = 57)
«—— | —
TDMP do lao TDMP khong do lao TDMP can viém/mu MP (n = 39)
(n=187) (n=297)

TDMP do ung thu (n = 186)

TDMP khac (n = 15)

A 4

Tinh d6 nhay, d6 dic hidu va AUC ciia ALP, Lysozyme, ADA, INF-y

So d6 3.1: Luu d6 nghién ctu
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3.1. PAC PIEM LAM SANG, CAN LAM SANG CUA NHOM BENH
NHAN PUQC CHAN POAN CUOI CUNG LA TDMP LAO
3.1.1. Pic diém din s6 nghién ciru:
3.1.1.1 Két qud chin dodn nguyén nhin TDMP:
Nguyén nhan TDMP

350

297

300
250
200 187
150
100

50

TDMP lao TDMP khong lao

Biéu d6 3.1. Nguyén nhan tran dich mang phoi
Trong 484 bénh nhan TDMP x4c dinh dugc nguyén nhan cd 187
(37,9%) bénh nhan TDMP lao (hay lao mang phoi — LMP) va 297 (62,1%)
bénh nhan TDMP khong do lao.

Nguyén nhan TDMP

200 187 186
180
160
140
120
100
80
60
40
20

57
39

15

KMP dich thdm Cén viém/mu Khéc
LMP TDMP khong lao

Biéu d6 3.2. Phan nhém nguyén nhan tran dich mang phoi
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- Trong 297 TDMP khéng lao c6 186 (62,6%) TDMP do ung thu
(KMP): 57 (19,2%) TDMP dich thdm; 39 (12,1%) TDMP cin viém va mu
mang phoi; 15 (5,1%) TDMP do céc nguyén nhan khac gdm: 3 viém tuy cap,
2 nhiém k¥ sinh tring, 8 nhiém siéu vi va 2 lupus d6 hé théng.
3.1.1.2. Dén 56 tham gia nghién ciru

Bang 3.1. Phan b dan sb theo tudi va gidi

TDMP lao TDMP khong lao
(n=187) (n=297) P
Nam (%) 63,1 53,9 0,046

Tudi (nam) | 48,6  (45,6,51,7) | 60,6 (58,6,62,5) | < 0,0001

- Ti 1¢ nam cao c6 y nghia & nhém TDMP lao so véi TDMP khong lao.
- Tudi trung binh ¢ nhom bénh nhan TDMP lao tré hon c6 ¥ nghia
thdng ké so vdi nhém TDMP khéng lao.
Bang 3.2. Phan b6 tudi va gidi theo phan nhom nguyén nhan TDMP.

TDMP lao TDMP khong lao

n % n % KMP | Dichthim | Viém/mu | Khac*
(n=187) | (n=297) (n=186) (n=57) (n=39) (n=15)

Nam | 118 63,1 |160 53,9 | 116 62,4 |25 439 (14 359 |5 33,3

Tuoil | 48,6+21 [606+17 |61,9+159 |622+17,5|59,1+20,1|415+16,5

Ydir liéu dién dat bang trung binh (mean) + dé léch chudn.

*: gom viém tuy cap, nhiém ky sinh trung, nhiém siéu vi va lupus do hé thong.

- Ti 1€ nam & nhom bé&nh nhan TDMP lao (63,1%) twong duong nhém
bénh nhan KMP (62,4%) va cao hon trong cac phan nhom khéc.

- Tubi trung binh trong nhém TDMP lao tré hon so véi nhom KMP,
TDMP dich thim va TDMP do viém/mu, nhung lai 16n tudi hon so véi nhém
TDMP do cac nguyén nhan khac gdm viém tuy cap, nhiém ky sinh tring,

nhiém si€u vi va lupus do h¢ thong.
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3.1.1.3. Cdc xét nghi¢m gitip chin dodn xdc dinh TDMP lao:
Bang 3.3. Xét nghiém chan doan xac dinh TDMP lao

Xét nghiém S6 lugng %
Sinh thiét mang phoi 114 53,52
Sinh thiét mang phoi va PCR (+) 2 0,94
AFB trong DMP (+) 2 0,94
PCR lao DMP* 36 16,91
AFB dam hoic dich da day (+) 22 10,32
AFB DRPQ (+) 6 2,82
PCR lao DRPQ (+)* 9 4,23
AFB DRPQ + PCR lao DRPQ (+) 6 2,82
Sinh thiét hach 2 0,94
Céy lao MGIT DMP/ M6 MP/ DRPQ |14 6,56
Téng cong 213 bénh pham/ 187 TDMP lao
L. két hop voi dap vmg diéu tri khang lao

- Trong 187 bénh nhan duoc chan doan TDMP lao tir 213 mau bénh
pham duong tinh véi lao (mdt bénh nhan c6 thé c6 hon mot bénh pham duong
tinh v6i lao) €6 116 (53,52%) bénh nhan chan doan dya trén md hoc sinh thiét
mang phdi thily mé viém lao; 36 (16,91%) chan doan dya trén AFB (+) trong
cac mau bénh phém nhu dam, dich da day, DMP va DRPQ; 14 (6,56%) chan
doan xac dinh khi cdy lao MGIT DMP hoidc DRPQ hodc mé sinh thiét mang
phéi (+); 38 (17,84%) chan doan dua trén PCR lao (+) trong DMP va dap tng

voi diéu tri khang lao.

- Khong c6 truong hop TDMP khong lao nao cd cac két qua xét

nghiém chan doan lao ké trén duong tinh.
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Bang 3.4. B§ nhay cua céac xét nghi¢ém xac dinh TDMP lao

Tiéu chuan chan doan TDMP lao S6 lugng %
Giai phau bénh sinh thiét MP 116/187 62,0
AFB DMP (+) 2/132 1,5
AFB danyDRPQ/dich da day (+) 34/163 20,9
Céy lao MGIT DMP/ M6 MP/ DRPQ | 14/45 31,1
PCR lao DMP* 38/149 25,5
L. két hop voi dép iimg diéu tri khang lao

- Giai phau bénh STMP chan doan lao thuc hién trén tat ca 187 truong

hop lao ¢6 116 truong hop duong tinh va c6 d6 nhay la 62,0%.

- 2 (1,5%) truong hop soi twoi AFB DMP (+).

- 34/163 truong hop thuc hién AFB trong dam hoac trong DRPQ hoac
dich da day (+) véi do nhay la 20,9%.
38/149 truong hop thuc hién PCR lao trong DMP (+), d nhay 25,5%.
14/45 ciy lao MGIT DMP/ DRPQ/ md mang phdi (+), 6 nhay 31,1%.

Ti 1é chin doan TDMP lao

B M6 hoc
= AFB (+)
PCR (+)

Cay lao MGIT (+)

Biéu d6 3.3. Ti 1é chan doan TDMP lao
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3.1.2.1. Ddc diém ldm sang cua ddn so nghién ciru

Bang 3.5. Pic diém 1am sang ctia 484 bénh nhan nghién ctru

TDMP lao TDMP khong lao .
(n=187) (n=297) P
%

Tién cén lao 9,1 7,7 0,33
Tién can ung thu 2,7 10,1 0,015
Sot 80,2 35,7 0,003
Ho 70,0 73,1 0,11
Dau nguc 12,7 66,7 0,10
Kho tho 47,0 71,2 0,04
Vi tri TDMP < 0,0001
Tréi 37,4 32,7

Phai 52,7 43,1

Hai bén 5,9 23,2

* Phép kiém )°

- Khong c6 su khac bi€t ve tién can lao cling nhu céc triéu chimg 1am sang ho,

dau nguc gitra bénh nhan TDMP lao va TDMP khong lao.

- Tién can ung thu trong nhém TDMP khéng lao cao hon so véi TDMP lao ¢6
y nghia thong ké.

- Ti 1é s6t & nhéom TDMP lao cao hon TDMP khong lao ¢6 ¥ nghia thong ké.

- Ti 1& kh6 thd & nhom TDMP lao thap hon so véi TDMP khéng lao co

nghia théng ké.

- TDMP khong lao ¢o ti 1€ TDMP hai bén cao hon so vo1 TDMP lao co ti 1€

TDMP mot bén cao hon.
- TDMP bén phai c6 uu thé hon TDMP tri trong nhém TDMP lao.
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3.1.2.2. Pic diém lim sang theo phin nhém bénh nhain:

Bang 3.6. Bic diém 1am sang theo phan nhém bénh nhan TDMP

TDMP lao TDMP khong lao
Tong | Dich thim Dich tiét (n = 240)
(n=187) | (n=297) | (n=57) KMP [ Viem/Mu | Khac
(n=186) | (n=39) | (n=15)
%
Tién can lao 9,1 1,7 12,8 7,0 1,7 0,0
Tién cin ung thu 2,7 10,1 1,8 15,6 0,0 0,0
Sot 80,2 35,7 28,1 24,2 87,3 60,0
Ho 70,0 73,1 68,4 74,2 84,6 43,7
Pau nguc 12,7 66,7 29,8 71,0 92,3 93,3
Kho thé 47,0 71,2 89,5 68,3 89,7 33,3
Vi tri TDMP
Tréi 37,4 32,7 7,0 38,2 35,9 53,3
Phai 52,7 43,1 38,6 44,6 48,7 26,7
Hai bén 59 23,2 52,6 16,7 12,8 20,0

- Ti 1& ¢6 tién can lao trong nhém TDMP lao cao hon cac nhom khong
lao. Tuy nhién TDMP dich tham lai c6 tién can lao cao hon nhom TDMP lao.

- Tién cin ung thu trong nhém TDMP lao thap hon 6 1an so véi nhém
KMP nhung tuong duong ba nhém con lai.

- Ti 1é sbt cao c6 y nghia thong ké trong nhém TDMP lao so véi khong
lao. Ti 1& sét trong nhom TDMP lao cao tuong dwong nhém TDMP do
viém/mu mang phdi, cao hon nhom khac mét it nhung cao gap ba lan so voi

TDMP dich thim va KMP.
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- Pau nguc trong TDMP lao twong duong KMP, thiap hon so véi
TDMP do viém/mi MP va TDMP khéc, cao hon 2,5 1an TDMP dich thim.

- TDMP lao thuong gap TDMP mét bén va uu thé bén phai trong khi
TDMP hai bén gap nhiéu hon & nhom bénh nhan TDMP khong lao, dac biét
la TDMP dich tham.

3.1.3. Pic diém dich mang phoi
3.1.3.1. Pic diém protein, LDH va té bao Lympho trong DMP
Bang 3.7. Pic diém protein, LDH va té bao Lympho trong DMP

TDMP lao TDMP khong lao .
p
Trung vi (Q1-Q3) | Trung vi (Q1-Q3)
Néng do protein DMP(g/dl) 5,3 (4,7-5)9) (4,3 (3,1-5,0) | <0,0001

Nong do LDH DMP (IU/L) | 755 (459-1163) | 608 (293 1373) | 00304

Té& bao Lympho DMP (%) | 90 (78-95) |59 (24-80) | < 00001

Pinh nghia viét tat: TDMP: tran dich mang phéi; LDH: Lactate Dehydrogenase.
Q1, Q3: quantile 25%, quantile 75% - khodng ti phéan vi thit nhét va thit 3 (25% va 75%)
*Mann — Whitney ranksum test

- Nong do protein, LDH va ti 18 té bao lympho déu ting cao trong
TDMP lao so véi TDMP khong lao.

- Khéc biét c6 y nghia thong ké vé luong protein va ti 1é té bao Lympho
trong DMP lao (p < 0,0001), khac biét LDH trong DMP lao va khéng lao
(p = 0,0304).
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3.1.3.2. Gid tri chdn dodn ciia protein, LDH va té bao Lympho trong DMP:
Bang 3.8. Gi tri chan doan protein, LDH va té bao Lympho trong DMP

Protein DMP (g/dl) | LDH DMP (IU/L) | Lympho DMP(%)
Nguong 5,2 770 81
Do nhay (%) 59,0 50,0 70,9
Do dic hiéu (%) 80,1 60,0 75,2
LR (+) 2,96 1,21 2,86
LR (- 0,51 0,86 0,39
AUC 0,7492 0,5606 0,8036

- V&i ngudng protein DMP = 5.2 g/dl, d6 nhay chan doan TDMP lao 13
59,0%; dic hi¢u 80,1%,; ti s6 kha di dwong 2,96; ti s6 kha di am 0,51.

- Vé6i ngudng LDH DMP = 770 U/L, d6 nhay chan doan TDMP lao la
50,0%; dac higu 60,0%; ti s6 kha di dwong 1,21; ti s6 kha di am 0,86.

- V6i ngudng lympho DMP = 81%, d6 nhay chan doan TDMP lao 1a
70,9%; dac hiéu 75,2%; ti s6 kha di duong 2,86; ti sb kha di 4m 0,39.
3.1.3.3. Dic diém protein, LDH va té bao Lympho trong phan nhém TDMP

- Protein DMP ting cao ¢ ¥ nghia thong ké trong TDMP lao va TDMP
khéng lao ciing nhu so voi TDMP dich thdm, dich tiét va KMP (véi p déu <
0,0001) nhung khong c6 y nghia so véi TDMP do cac nguyén nhan khac.

- LDH trong nhdm TDMP lao twong dwong TDMP do c&c nguyén nhan
khac (p = 0,54) va tuong duong KMP (p = 0,88); thap hon 7 lan so voi TDMP
do viém hodc mi mang phdi (p < 0,0001) nhung cao hon nhém TDMP dich
tham 4 1an, c6 y nghia théng ké véi p < 0,0001.

- Té bao Lympho trong DMP lao ting cao hon nhiéu so voi cac phan

nhom ctia TDMP khong lao va déu c6 y nghia thong ké véi p déu < 0,0001.
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Bang 3.9. Bic diém protein, LDH va té bao Lympho trong phdn nhém TDMP

TDMP lao TDMP khoéng lao
Dich tiét (n = 240)
(0 =187) Tong Dich thim
n= KMP Viem/Mit Khac
(n=297) | (n=57) e
(n =186) (n=39) (n=15)
Protein 5,3 4,3 2.1 4,6 45 5,2
DMPY(g/dl) | (47-59) | (31-50) | (16-27) | (38-51) | (34-52) | (47-509)
p* < 0.0001 < 0.0001
! < 0,0001
< 0.0001 0,0003 0,36
LDH DMP* 755 608 198 856 4127 812
(1U/L) (459 -1163) | (293 —1373) | (112 - 251) | (398 - 1398) | (765 - 5294) | (526 -1086)
p* 0,19
< 0,0001
0,0304 0,88 <0.0001 0,54
Lympho 90 59 72 65 7,0 26
DMP* (%) (78 - 95) (24-80) | (51-84) | (385-82) | (2-20) (24— 34)
p* < 0,0001 < 0.0001
< 0,0001
<0.0001 | <0.0001 | <0.0001

Yai lieu dién dat bang trung vi (median) va Q1-03 (khodng tir phdn vi thir 1 va thir 3)
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3.2. GIA TRI CHAN POAN CUA TUNG XET NGHIEM
3.2.1. Phosphatase kiém
3.2.1.1. Phosphatase kiém DMP
Bang 3.10. Phosphatase kiém trong DMP

TDMP lao TDMP khong lao p*
n |Trungvi (Q1-Q3)| n |Trungvi (Ql-Q3)
ALP DMP(U/L)* | 147 | 109 (89 -136) | 166 | 95 (62-171) | 0,27

*Mann — Whitney ranksum test

Ydir liéu dién dat bang trung vi (median) va Q1 — Q3 (khodng tir phdn vi thir 1 va thir 3)

- C6 147/187 bénh nhan TDMP lao va 166/297 bénh nhan TDMP
khong lao c6 dinh lugng ALP DMP.
- Luong ALP trung binh trong dich mang phéi lao 1a 109 U/L, khéc
biét khong c6 ¥ nghia thong ké so véi 95 U/L trong TDMP khéng lao (p=

0,27).
Bang 3.11. Bac diém ALP DMP trong phan nhém TDMP
TDMP lao TDMP khong lao
Tong Dich tham Dich tiét (n = 136)
(n=147) (n = 166) (n=30) KMP | Viem/Mu | Khac
(n =116) (n=14) (n=6)
ALP DMP" (U/L) 109 95 89 102 85 105
(89-254) | (62-171) | (37-121) | (73-171) | (36—170) | (89 - 156)

p* 0,27 0,09 0,53

0,82 0,25 0,85

Ydit liéu dién dat bang trung vi (median) va Q1 — Q3 (khodng tir phén vi thir 1 va thir 3)

*Mann — Whitney ranksum test

- Lugng ALP DMP trung binh trong lao twong duong véi trong KMP

(p = 0,82) va TDMP khac, cao hon trong TDMP dich thdm va viém/mu mang

phoi nhung khong c6 y nghia théng ké vai p lan luot 1 0,09 va 0,25.
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- Luong ALP DMP trung binh trong TDMP lao khac biét khong c6 y
nghia théng ké so véi TDMP dich tiét (p = 0,53).
3.2.1.2. Ti sé6 Phosphatase kiém dich mang phéi/huyét thanh
Bang 3.12. Ti s6 Phosphatase kiém DMP/HT

TDMP lao TDMP khéng lao p*
n |Trungvi (Q1-Q3)| n |Trungvi (Ql-Q3)
ALP DMP/HT ' | 147 0,43 156 0,36 0,11
(0,31-0,51) (0,18 - 0,50)

Ydit liéu dién dat bang trung vi (median) va Q1 — Q3 (khodng tir phén vi thir 1 va thir 3)
*Mann — Whitney ranksum test

- Co6 147/187 bénh nhan TDMP lao va 156/297 bénh nhan TDMP
khong lao c6 thyc hién ALP trong DMP va mau.

- Ti s6 ALP DMP/HT trung binh trong TDMP lao 1a 0,43 khac biét
khong c6 ¥ nghia thong ké so véi 0,36 trong TDMP khéng lao (p = 0,11).

Bang 3.13. Ti s6 ALP DMP/HT trong phan nhém TDMP

TDMP lao TDMP khéng lao
Tong Dich tham Dich tiét (n = 193)
(n=147) | (n=156) | (n=42) KMP Viem/Mua | Khac
(n =80) (n=28) (n=6)
ALP 0,43 0,36 0,2 0,43 0,13 0,48

DMP/HTE | (0,31-051) | (0,18-0,50) | (0,1-05) | (0,34—0,53) | (0,05-0,38) | (0,3- 0,5)

p* 011 0,048 0,30

0,79 0,007 0,78

Ydi liéu dién dat bang trung vi (median) va Q1 — Q3 (khodng tir phdn vi thir 1 va thir 3)
*Mann — Whitney ranksum test
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- ALP DMP/HT trong DMP lao 14 0,43 cao hon trong TDMP dich thim va
trong viém/mu MP, twong duong KMP va TDMP khac.

- Su khéac biét ALP DMP/HT trong DMP lao khong c6 y nghia théng ké
v6i TDMP dich tiét (p= 0,30) va KMP (p = 0,79) nhung lai c¢6 y nghia théng
ké so voi TDMP dich tham (p = 0,048) va viém/mu mang phoi (p = 0,007).

3.2.2. Lysozyme
3.2.2.1. Lysozyme trong DMP
% Lwong Lysozyme trong DMP
Bang 3.14. Luong Lysozyme trong DMP

TDMP lao TDMP khéng lao p*
n |Trungvi (Q1-Q3) | n | Trungvi (Q1l-Q3)
Lysozyme 163 | 11,8 (8,6-15,4) | 249 | 50 (3,6 -7,4) | <0,0001
DMP! (mg/L)

Ydir liéu dién dat bang trung vi (median) va Q1 — Q3 (khodng tir phdn vi thir 1 va thir 3)

*Mann — Whitney ranksum test

- C6 163/187 bénh nhan TDMP lao va 249/297 bénh nhan TDMP

khong lao c6 thyc hi¢n Lysozyme trong DMP.

- Luong lysozyme trung binh trong TDMP lao 1a 11,8 mg/L cao hon c6
¥ nghia thong ké so voi 5,0 trong TDMP khong lao (p <0,0001).
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Bang 3.15. Gi4 tri chan doan cua Lysozyme DMP

Lysozyme DMP

Ngudng (mg/L) 11 13
Do nhay (%) 60,5 38
Do dac hiéu (%) 89,2 90,0
LR(+) 5,49 3,79
LR (-) 0,45 0,69
AUC 0,8376

- Dién tich dudi duong cong 1a 0.8376. V&1 dudng cong nay, ngudng
dugc chon Lys DMP = 11 mg/L c6 d6 nhay 60,5%, d§ dac hi¢u la 89,2%, ti
s6 kha di duong 14 5,49; ti s6 kha di am 13 0,45. Véi ngudng 13 mg/L thi Lys
DMP c6 d6 nhay 38%, do dac hi¢u 1a 90%,

% Lwong Lysozyme trong phan nhém TDMP:

Bang 3.16. Trung binh Lysozyme trong phdn nhom TDMP

TDMP lao TDMP khéng lao
Toéng | Dich thim Dich tiét (n = 203)
(n=163) | (n=249) | (n=46) KMP | ViemMua | Khac
(n=165) | (n=31) | (n=7)
Lymphocyte 90 59,0 72 65 7,0 26
DMP (%) (78-95) | (24-80) | (51-84) | (385-82) | (2—20) | (24-34)
Lys DMP* 11,8 5,0 4.1 5.0 10.5 4.7
(mg/L) (86-154) | 36-74)| (28-52) | (3.6—6,7) | (7,6-17,8) | (4,0-5,6)
p* <0,0001 | <0,0001 < 0,0001
<0,0001 0,88 < 0,0001

Yai lieu dién dat bang trung vi (median) va Q1 — Q3 (khodng tir phén vi thir 1 va thir 3)

*Mann — Whitney ranksum test
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- Luong Lys DMP trung binh trong lao 11,8 mg/L cao nhe so véi trong
viém/ma MP va cao hon 2-3 1an trong TDMP dich tham, KMP va nhom khéc.

- Su khac biét Lys trong DMP lao c6 y nghia thong ké so véi TDMP
dich thim (p< 0,0001), KMP (p < 0,0001) va TDMP khac (p < 0,0001) nhung
khong khéc biét voi viem/ma mang phoi (p = 0,88).

- Céc nhom déu co ti 16 Lympho wu thé > 50% ngoai trir nhém
viém/ma mang phoi la 7% va nhom TDMP khéc 1a 26%. Nhom viém/mu
mang phéi co ti 1é Lympho thap nhét 7% di kém v6i Lys DMP cao nhét trong
nhém TDMP khoéng lao 10,5 mg/L.

3.2.2.2. Ti s6 Lysozyme DMP/HT:
% Trung binh t7 sé Lysozyme DMP/HT:
Bang 3.17. Ti s6 Lysozyme DMP/HT

TDMP lao TDMP khoéng lao p*

n | Trungvi (Q1-Q3) n | Trung vi (Q1—Q3)

Lys DMP/HT | 154 | 1,45 (1,02-1,92) | 235 | 0,75 (0,56-1,00) | <0,0001

Ydir liéu dién dat bang trung vi (median) va (O1 — Q3: khodng tir phdn vi thir 1 va thir 3)
*Mann — Whitney ranksum test

- C6 154/187 bénh nhan TDMP lao va 235/297 bénh nhan TDMP
khong lao c6 dinh lugng Lysozyme DMP va mau.

- Ti s6 Lysozyme DMP/HT trung binh trong TDMP lao 12 1,45 cao hon
c¢6 ¥ nghia thong ké so véi 0,75 trong TDMP khong lao (p <0,0001).
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% Gia tri chdn dodn cia ti sé Lysozyme DMP/HT:

Bang 3.18. Gi4 tri chan doan cia ti s6 Lysozyme DMP/HT

Lysozyme DMP/HT

Ngudng 1,2 2,23
D6 nhay (%) 70,1 15,6
D6 dac hidu (%) 81,7 95,0
LR (+) 3,8 3,05
LR (-) 0,37 0,89
AUC 0,8060

- Dién tich duo6i duong cong 1a 0,8060. V&1 dudng cong nay, ngudng
dugc chon Lys DMP/HT = 1,2 ¢6 @6 nhay 70,8%, @0 dac hiéu 1a 81,7%. Lys
DMP/HT = 2,23 ¢6 do nhay 15,6%, d6 dac hic¢u la 95%.

< Trung binh ti sé Lysozyme DMP/HT trong phan nhém TDMP:
Bang 3.21. Ti s6 Lys DMP/HT trong phan nhém TDMP

TDMP lao TDMP khéng lao
Tong Dich tham Dich tiét (n =193)
(n =154) (n=235) | (n=42) KMP Viem/Mu |  Khac
(n =159) (n=28) (n=6)
Lys 1,45 0,75 0,62 0,78 1,18 1,36
DMP/HT" | (1,02-1,92) | (0,56-1,00) | (0,50-0,73) | (0,56 -1,00) | (0,80- 1,92) | (0,63-1,96)
p* <0,0001 <0,0001 <0,0001
<0,0001 0,12 0,82

Yai lieu dién dat bang trung vi (median) va Q1 — Q3 (khodng tir phén vi thir 1 va thir 3)

*Mann — Whitney ranksum test
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- Ti s6 Lys DMP/HT trung binh trong lao 1a 1,45; cao gap 2 lan trong
TDMP dich tham va trong KMP, thap hon so véi viem/ma mang phoi (1,18)
va TDMP do céc nguyén nhan khac (1,36).

- Sy khac biét Lys DMP/HT trong DMP lao c¢6 ¥ nghia théng ké so voi
TDMP dich tham (p< 0,0001) va KMP (p < 0,0001).

3.2.3. Adenosine Deaminase trong DMP (ADA DMP)
3.2.3.1. Adenosine deaminase trong DMP

Bang 3.22. Adenosine deaminase trong DMP

TDMP lao TDMP khong lao p*

n | Trungvi Q1-Q3) n | Trungvi (Q1-Q3)

ADA DMP | 109 53,9 193 11,5 < 0,0001
(U/L)* (38,5 - 71,3) (6,9 -22,1)

Yai liéu dién dat bang trung vi (median) va(QI — QO3 (khodng tir phdn vi thir 1 va thir 3)

*Mann — Whitney ranksum test

- Co6 109/187 bénh nhan TDMP lao va 193/297 bénh nhan TDMP
khong lao c6 dinh lugng ADA DMP.

- ADA trung binh trong TDMP lao 1a 53,9 U/L cao hon gap 4,5 lan va
c¢6 ¥ nghia thong ké so vai 11,5 U/L trong TDMP khong lao (p < 0001).
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3.2.3.2. Gia tri chin doan ciia Adenosine deaminase trong DMP
Bang 3.23. Gia tri chan doan cia ADA DMP

ADA DMP

Ngudng (U/L) 30 41 70
D6 nhay (%) 90,8 70 26,6
Do dac hicu (%) 83,4 90 95,0
LR (+) 5,42 6,40 5,13
LR () 0,12 0,34 7.74
AUC 0.9077

- Dién tich dudi duong cong 1a 0,9077. V&1 dudng cong nay, ngudng
dugc chon ADA =30 U/L c6 d6 nhay 90,8%, do dac hic¢u la 83,4%.
- V6i ngudng chan doan 13 40 U/L, ADA c6 d6 nhay 72,5%, do dic
hi¢u 1a 89,1%.
- V61 ngudng chan doan 1a 70 U/L, ADA c¢6 d6 nhay 26,7%, do dac
hi¢u 1a 95%.

3.2.3.3. Adenosine deaminase trong phan nhém TDMP:

Bang 3.24. ADA trong phan nhém TDMP

TDMP lao TDMP khéng lao
Téng | Dich tham Dich tiét (n = 144 )
(n =109) (n=193) KMP Viém/Mu Khéc
(n =101) (n=29) (n=14)
ADA DMP?! 53,9 11,5 11,7 30,8 55,7
(U/L) (385-71,3) | (6,9-22,1) | (26-9,4) | (7,6-18,3) | (20,1-50,3) | (12,3-88,6)
p* <0,0001 | <0,0001 <0,0001
<0,0001 0,0009 0,87

Ydir liéu dién dat bang trung vi (median) va Q1 — Q3 (khodng tir phdn vi thir 1 va thir 3)

*Mann — Whi

tney ranksum test
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- ADA DMP trung binh trong lao twong duwong véi TDMP do nguyén
nhan khéc va tang nhe trong viém/ma MP, cao gap 5 lan so véi KMP va gap 8
lan TDMP dich tham.

- Sur khéc biét ADA trong DMP lao ¢6 ¥ nghia théng ké so véi TDMP
dich thim (p< 0,0001), KMP (p < 0,0001) va viém/mu mang phoi (p =
0,0009) nhung khong c6 y nghia trong va TDMP khéc (p = 0,87).

3.2.4. Interferon gamma trong DMP (INF-y DMP)
3.2.4.1. Interferon gamma trong DMP
Bang 3.25. INF-y trong DMP

TDMP lao TDMP khoéng lao p*
n |[Trungvi (Q1-Q3) | n | Trungvi (Q1l-Q3)
INF-y DMP | 120 551,5 160 10,6 < 0,0001
(pg/ml)* (259,3 - 1000) (5,6 —20,4)

Ydit liéu dién dat bang trung vi (median) va (Q1 — Q3: khodng tir phéin vi thit 1 va thit 3)
*Mann — Whitney ranksum test

- C6 120/187 bénh nhan LMP va 160/297 bénh nhan TDMP khong lao
c6 dinh lugng INF-y DMP.

- INF-y trung binh trong dich mang phéi do lao 14 551,5 pg/ml cao hon
gap 50 1an va co ¥ nghia thong ké so voi 10,6 pg/ml trong TDMP khéng lao
(p <0,0001).
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3.2.4.2. Gia tri chan do4n caa Interferon gamma trong DMP
Bang 3.26. Gia tri chan doan ciia INF-y DMP

Interferon gamma DMP
Ngudng (pg/ml) 63 71 430
Do nhay (%) 91,7 91,0 58,3
Do dac hi¢u (%) 95,0 95,6 100
LR (+) 16,3 20,7
LR (-) 0,09 0,10 0,42
AUC 0,9774

- Dién tich duodi duong cong 1a 0,9774. V61 dudng cong nay, ngudng
dugc chon INF-y = 63 pg/ml ¢6 do nhay 91,7%, d§ dac hi¢u la 95,0%, ti )
kha di duong 16,3%, ti s6 kha di &m 0,09.

- Vo1 gia tr1 ngudong 1a 71 pg/ml, INF-y c6 d6 nhay 91,0%, dé dac hi¢u

la 95,6%, ti s6 kha di am 0,42. Vi gia tri ngudng 1a 430 pg/ml, INF-y c6 do
nhay 58,3%, d6 dac hi¢u 1a 100%, ti s6 kha di am 0,42.
3.2.4.3. INF-y trong phan nhém TDMP:

Bang 3.27. INF-y trong phan nhém TDMP

TDMP lao TDMP khong lao
Tong Dich thim Dich tiét (n = 146 )
(n =120) (n =160) (n=14) KMP [ Viem/Mu | Khac
(n=118) (n=23) (n=5)
INF-y DMP! 551,5 10,6 16,9 9,8 11,2 31,7
(pg/ml) (259,3 - 1000) | (5,6 -20,4) | (6,5-39,7) | (5,1-18,4) | (6,0-19,9) | (8,7- 62,3)
p* < 0,0001 < 0,0001 < 0,0001
<0,0001 | <0,0001 | <0,0001

Ydir liéu dién dat bang trung vi (median) va (O1 — Q3: khodng tir phdn vi thir 1 va thir 3)

*Mann — Whitney ranksum test
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- INF-y trung binh trong dich mang phdi lao cao gip 32 lan TDMP dich
tham, gap 55 1an KMP, gap 50 lan viém/mu mang phoi va gap 17 lan TDMP
do cac nguyén nhan khac. Khac biét c6 y nghia théng ké véi cac phan nhom
TDMP khéng lao gdbm TDMP dich thim, viém/mu mang phdi, KMP va
TDMP khac véi p déu < 0,0001.

3.3. SO SANH VA KET HQP GIA TRI CHAN POAN CUA CAC ALP,
LYSOZYME, ADA VA INF-y TRONG TDMP LAO

3.3.1. So sanh cac xét nghiém
3.3.1.1. ALP, Lysozym, ADA, INF-y trong TDMP lao va khéng lao

- INF-y c6 ndng do cao nhat trong TDMP lao gép 50 1an so véi TDMP
khong lao, ké dén 1a ADA ting cao gan 5 lan, Lysozyme va Lys DMP/HT
tang gap 2 1an va déu ting cao c6 y nghia thong ké véi p déu < 0,0001 trong
khi ALP DMP va ti sé6 ALP DMP/HT lai ting nhe trong nhém TDMP khong
lao nhung khac biét khong co ¥ nghia théng ké.
3.3.1.2. ALP, Lysozym, ADA, INF-y trong cac phan nhém TDMP

- ALP trong TDMP lao khac biét khong co ¥ nghia thong ké so voi
TDMP dich thim (p = 0,60), viém/ma mang phéi (p =0,77), KMP (p = 0,19)
va TDMP khéc.

- ALP DMP/HT trong TDMP lao khéc biét khong c6 v nghia théng ké
so v&i TDMP khong lao nhung khac biét c6 y nghia so véi trong viém/mu
mang phdi (p = 0,007) va TDMP dich thim (p = 0,048).

- Lys DMP va Lys DMP/HT trong TDMP lao khac biét c6 y nghia
théng ké so véi TDMP khong lao (p< 0,0001), TDMP dich tham (p< 0,0001),
TDMP dich tiét (p< 0,0001), tuy nhién khong khac biét véi viém/ma mang
phdi (lan luot p =0,088 va 0,12).
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Bang 3.28. Trung binh cua ALP, ALP DMP/HT, Lysozyme, Lysozyme
DMP/HT, ADA va INF-y TDMP lao va trong phan nhom TDMP.

TDMP lao TDMP khong lao
Tong Dich Dich tiét (n = 240)
thAm KMP Viem/Mu Khéc
ALP DMP* 109 95 89 102 85 105
(U/L) (89-254) | (62-171) | (37-121) | (73-171) | (36-170) | (89 - 156)
p* 0,27 0,09 0,53
0,82 0,25 0,85
ALP 0,43 0,36 0,2 0,43 0,13 0,48
DMP/HT! (0,31-0,51) | (0,18-0,50) | (0,1—0,5) | (0,34—0,53) |(0,05-0,38) | (0,3-0,5)
p* 0,11 0,048 0,30
0,79 0,007 0,78
Lys DMP* 11,8 5,0 4.1 5.0 10.5 4.7
(mg/L) (86-154) | (36-74) | (28-52) | (36-6,7) | (7,6-17.8) | (4,0-5,6)
p* < 0,0001 < 0,0001 < 0,0001
< 0,0001 0,88 < 0,0001
Lys 1,45 0,75 0,62 0,78 1,18 1,36
DMP/HT! (1,02-1,92) | (0,56-1,00) | (0,50-0,73) | (0,56 -1,00) | (0,80-1,92) | (0,63-1,96)
p* < 0,0001 < 0,0001 < 0,0001
< 0,0001 0,12 0,82
ADA DMP! 53,9 11,5 6,5 11,7 30,8 55,7
(U/L) (385-713) | (69-221) | (26-94) | (7,6-183) | (20,1-50,3) | (12,3-88,6)
p* < 0,0001 < 0,0001 < 0,0001
<0,0001 0,0009 0,87
INF-y DMP? 551,5 10,6 16,9 9,8 11,2 31,7
(pg/ml) (259,3-1000) | (5,6-20,4) | (6,5-39,7) | (5,1-18,4) (6,0-19,9) | (8,7- 62,3)
p* < 0,0001 < 0,0001 < 0,0001
<0,0001 <0,0001 [ <0,0001

Ydir liéu dién dat bang trung vi (median) va (O1 — Q3: khodng tir phdn vi thir 1 va thir 3)

*Mann — Whit

ney ranksum test
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- ADA trong TDMP lao khéc biét c6 ¥ nghia thong ké so véi TDMP
khong lao, dich tiét, dich thim, KMP (p déu < 0,0001) va viém/ma mang

phéi (p = 0,009).

- INF-y trong TDMP lao khac biét cé ¥ nghia thong ké so véi tat ca cac
phan nhom ctia TDMP khéng lao (tit ca déu p < 0,0001).

3.3.1.3. So sanh gi4 tri chin doan cac xét nghiém

Bang 3.29. Gi4 tri chan doan cua, Lys, LysDMP/HT, ADA va INF-y.

Lys DMP Lys ADA DMP | INF-y DMP

(mg/L) DMP/HT (U/L) (pg/ml)
Ngudng 11 1,2 30 63
Nhay (%) 60,5 70,1 90,8 91,7
Dic hidu (%) 89,2 81,7 83,4 95,0
LR (+) 5,49 3,8 5,42 16,3
LR () 0,45 0,37 0,12 0,09

AUC 0,8376 0,8086 0,9077 0,9774
N

—@—— Lys ROC area: 0.8376
—@—— ADA ROC area: 0.9077
Reference

Lys DMP/HT ROC area: 0.8086
~——® — INFG ROC area: 0.9774

Biéu d6 3.12. So sanh duong cong ROC cua ALP, Lys, ADA va INF-y
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- Vo1 do nhay, d§ dac hi¢u cling nhu dién tich dudi duong cong cao
nhat nén INF-y 1a xét nghiém c6 gia tri tt nhét trong chan doan LMP, ké dén
la ADA, Lysozyme va ti s6 Lysozyme DMP/HT. ALP khong c6 gia tri phan
bi¢t TDMP lao va khong lao nén khong so sanh.

3.3.2. Két hop cac xét nghiém
3.3.2.1. Két hop xét nghiém ALP DMP + Lys DMP, ADA va INF-y

< Két hop giira ALP DMP (1) hoic ALP DMP/HT (2) va Lys DMP
(3)/ Lys DMP/HT (4)
- Ban than ALP DMP va ALP DMP/HT khéng khac biét c6 y nghia
théng ké nén su két hop ALP DMP hoic ALP DMP/HT véi Lys DMP
hoiac Lys DMP/HT khong 1am gia ting gia tri chan doan so voi ting xét

nghiém riéng lé.

< Két hop ti I¢ té bao Lympho DMP va Lys DMP hoic Lys DMP/HT
Két hop Lymphocyte DMP va Lys DMP
Bang phuong phap xay dung phuong trinh hdi qui, c6 thé xac dinh qui
tac chan doan TDMP lao khi két hop Lym DMP va Lys DMP nhu sau:
Ngudng Xac suit > 39% < ngudng Odds > 0,64
<« ngudng logit>- 0,45
<« 0,06 * Lym DMP + 0,19 * log (Lys DMP) - 6,4 >-0,45
<> 6*Lym DMP + 19 *log (Lys DMP) > 595
<« Lympho DMP (%) + 3,2 log (Lys DMP) > 99 (%)
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Bang 3.30. Két hop ti 1& t& bao lympho DMP va Lys DMP

) Lympho DMP Lys DMP
Nguong 81 11 mg/dL
Nhay (%) 78,8 70,9 69,5
Dic hidu (%) 90,0 75,2 85,5
GTTD (+) (%) | 844 65,2 75,5
GTTD (-) (%) | 86,0 79,8 69,3

- Két hop ti 18 té bao lympho trong DMP va Lys DMP theo phuong
trinh (%) 1am gia tang gia tri chan doan so véi timg xét nghiém riéng 18.
Két hop Lymphocyte DMP va Lys DMP/HT
Bang phuong phap xay dung phuong trinh hdi qui, ta c¢6 phuong trinh
chan doan TDMP lao khi két hop Lym DMP va Lys DMP/HT nhu sau:
Ngudng XAac suat >39% <« ngudng Odds > 0,64
<> ngudng logit > - 0,45

<> 0,05* Lym DMP + 1,08 * log (Lys DMP/HT) — 5,55 >-0,45

«> 5*Lym DMP + 108 * log (Lys DMP/HT) > 510

<« Lympho DMP (%) + 22 log (Lys DMP/HT) > 102 (°)

Bang 3.31. Két hop ti 1& t& bao lympho DMP va Lys DMP/HT

©) Lympho DMP | Lys DMP/HT
Ngudng 81 1,2
Nhay (%) 75,0 70,9 70,8
Dic hiéu (%) 85,0 75,2 81,7
GTTD (+) (%) | 77,7 65,2 721
GTTD (-) (%) 82,9 79,8 69,6

- Két hop ti 18 té bao lympho trong DMP va Lys DMP/HT theo phuong

trinh (°) lam gia ting gi4 tri chdn doan so véi tirng xét nghiém riéng 3.
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< Két hop ALP va ADA (5) / INF-y (6)

- Ban than ALP DMP khong khac biét c6 y nghia thong ké nén su két
hop ALP véi ADA DMP hoic INF-y DMP khong 1am gia tang gia tri chan
doan so vai tirng xét nghiém riéng 1.

< Két hop ti I¢ té bao Lympho DMP va ADA (5) / INF-y (6)

Két hop ti 1é té bao Lympho DMP va ADA

Bang phuong phap xay dung phuong trinh hdi qui, ta 6 phuong trinh

chan doan TDMP lao khi két hop Lym DMP va ADA DMP nhu sau:

Ngudng Xac suat >39% <« ngudng Odds > 0,64

<« nguong logit > - 0,45
<« 0,075 * Lym DMP (%) + 0,099 * log (ADA) — 9,34 > - 0,45 (°)
<> 75%* Lym DMP (%) + 99 * log (ADA) > 8890
<« Lympho DMP (%) + 1,3 log (ADA) > 119 (%)
Bang 3.32. Gia tri chan doan két hgp lympho DMP va ADA DMP

© Lympho DMP ADA
Ngudng 81% 30 U/L
Nhay (%) 80,6 70,9 90,8%
Dic hidu(%) 94,4 75,2 83,4%
GTTD (+) (%) 88,8 65,2 85,8%
GTTD (-) (%) 89,8 79,8 82,2%

- Két hop ti & té bao lympho trong DMP va ADA DMP theo phuong

trinh (°) 1am gia tang gia tri chan doan so véi ting xét nghiém riéng 1&.
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3.3.2.2. Két hep Lys DMP (3)/ Lys DMP/HT (4) + ADA (5)/INF-y (6)DMP

Bang 3.33. Két hop Lys DMP/ Lys DMP/HT + ADA / INF-y DMP

3+5(° + + +
(p<0’00(0)1) (p<36,0(§501) (p<£(1),0301) (p:;,ogm) ADA | INF-y
%
Nhay 72,4 89,2 70,9 88,8 | 90,8% | 917
Pic hiéu 91,2 96,0 01,1 97,2 | 834% | 950
GTTD (+) | 829 04,3 82,3 957 | 858% | 964
GITD () | 849 92,4 84,3 922 | 822% | 918

- Két hop Lys DMP hoic Lys DMP/HT véi ADA DMP / INF-y déu c6

y nghia théng ké vai p < 0,0001.
- Két hop ti s6 Lys DMP/HT véi ADA/ INF-y ¢6 gia tri chan doan thap
hon két hop Lys DMP véi ADA/ INF-y.

c6 dd nhay 72%, d6 dac hidu 91,2%, GTTD (+) 82,9%, GTTD (-) 84,9%.

- Bang phuong phép xay dung phuong trinh hoi qui, ta c6 phuong trinh
chan doan TDMP lao khi két hop Lys DMP va ADA DMP nhu sau:

Ngudng Xac suat > 39% <«

<+

ngudng Odds > 0,64

ngudng logit > - 0,45
<« 0,075 * ADA DMP - 0,002 * log (Lys DMP) — 2,99 > - 0,45
<« 75* ADA DMP -2 * log (Lys DMP) > 2540
<« ADA DMP - 0,03 log (Lys DMP)

> 34 (%

- Két hop Lys DMP hoic Lys DMP/HT véi INF-y lam giam gia tri

chan doan ctia INF-y.
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3.3.2.3. Két hop xét nghiém ADA DMP+ INF-y DMP
Bang 3.34. Gi4 tri chan doan khi két hop ADA DMP va INF-y DMP

ADADMP | INF-y DMP | ADA + INF-y DMP
%

D6 nhay 90,8 91,7 814

Do dac hidu 80,3 95,4 95,2

GTTD (+) 80,7 96,1 92,1

GTTD () 82,2 91,8 88,1

- Két hop ADA va INF-y lam ting d6 dic hiéu nhung giam do nhay cua

ADA va giam gia tri chan doan so vi mot minh INF-y.
3.3.2.4. Két hop xét nghiém ti s6 Lys DMP/ Lys MP/HT + ADA DMP +
INF-y DMP
- Khi phan tich thong ké véi 3 bién sb doc lap 1a Lys DMP, ADA DMP
va INF-y DMP thi Lys DMP va ADA DMP khong c6 y nghia théng ké véi p
lan luot 14 0,89 va 0,15 (> 0,05).
Bang 3.34. Gia tri chan doan khi két hop Lys, ADA va INF-y DMP

Lys DMP | ADA DMP | INF-y DMP | Lys + ADA + INF-y DMP
%

D¢ nhay 72.4 90,8 91,7 80,1

Po dichiéu| 917 80,3 95,4 96,4

GTTD (1) 82.9 80,7 96,1 93,4

GTTD (-) 849 82,2 91,8 88,3

- Khi phan tich thdng ké véi 3 bién sé doc 1ap 1a Lys DMP/HT, ADA
DMP va INF-y DMP thi Lys DMP/HT va ADA DMP khong cé y nghia thong
ké voi p 1an luot 13 0,85 va 0,13 (> 0,05).
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Bang 3.35. Gia tri chan doan khi két hop Lys DMP/HT, ADA va INF-y DMP

Lys ADA DMP | INF-y DMP Lys DMP/HT +
DMP/HT ADA + INF-y DMP
%
Do nhay 70,8 90,8 91,7 79,0
Do dic hiéu 81,7 80,3 95,4 95,9
GTTP (+) 72,1 80,7 96,1 92,9
GTTD (-) 69,6 82,2 91,8 87,4

- Hiéu qua chan doan khi két hop Lys DMP hodc Lys DMP/HT lam
giam dd nhay va khong lam tang do dac hi¢u cua INF-y DMP.
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Chuong 4
BAN LUAN

4.1. PAC PIEM LAM SANG CUA NHOM BENH NHAN NGHIEN
CUU CO CHAN POAN CUOI CUNG TRAN DICH MANG PHOI LAO

4.1.1. Pic diém dan s6 nghién ciru
4.1.1.1 Két qud chén dodn nguyén nhan TDMP

Trong 484 bénh nhan TDMP xac dinh dugc nguyén nhéan c6 187 bénh
nhan TDMP lao va 297 bénh nhan TDMP khéng do lao gobm 186 TDMP do
ung thu (KMP), 57 TDMP dich thAm, 39 TDMP can viém va mu mang phdi,
15 TDMP do cac nguyén nhan khac gom 3 viém tuy cap, 2 nhiém ky sinh
tring, 8 nhiém siéu vi, 2 lupus d6 hé thong.

S6 bénh nhan trong nghién ctru cta chiing t6i cao hon trong cac nghién
ctru cua Lira Hakani [72] trén 130 bénh nhan (48 TDMP lao, 40 TDMP do
ung thu, 42 TDMP céan viém), Nariman A. Helmy va cs [81] nghién ctru 40
bénh nhan (19 TDMP lao, 11 TDMP do ung thu, 5 TDMP can viém va 5
TDMP khac), Mahmoud M. El-Habashy [77] (2014) nghién ctru 100 bénh
nhan (35 TDMP lao, 20 TDMP do ung thu, 10 TDMP can viém, 5 mi mang
phéi 5 TDMP do lupus va 25 TDMP dich tham), Valdes [98] (2010) nghién
ctru 218 bénh nhan (165 TDMP lao, 11 TDMP do ung thu, 21 TDMP can
viém, 3 TDMP nguyén phat, 16 TDMP khong ré nguyén nhan), Nguyén Huy
Diing, Nguyén Xuan Triéu (2003) [5] nghién ctru 57 bénh nhan (18 TDMP
lao va 39 TDMP do ung thu). Au Thanh Ting [25] nghién ctru 37 TDMP lao,
Quang Van Tri [22] nghién ctru 82 bénh nhan (39 TDMP lao va 43 TDMP do
ung thu), Lé Hong Van [26] nghién ctru 100 bénh nhan (33 TDMP lao, 67
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TDMP do ung thu), Nguyén Thi Bich Ngoc [13] (2010) nghién ctru (38
TDMP lao va 26 TDMP do ung thu).

Céc nghién ciru trong nudc chu yéu thuc hién trén hai nhém TDMP lao
va ung thu, trong khi cac nghién ctru nudc ngoai cling chi thuc hién trén nhiéu
nhém nguyén nhan TDMP dich tiét nhung vé6i sd lwong bénh nhan kha nho
nén khong dai dién cho tat ca cac nhom nguyén nhan TDMP va d6 manh cta
nghién ctru khong cao.
4.1.1.2. Pic diém din sé tham gia nghién civu

Dic diém vé tudi

Tubi thuong gip cia TDMP lao 1a tir 20-40 tudi (theo Robertson, R.F);
theo Pham Long Trung tudi cia bénh nhan lao mang phdi 1a 16-30 tudi [23].
Pic diém vé tudi trong 187 bénh nhan TDMP lao cua ching t61 khac biét hon
so v6i cac ghi nhén trong y van: tudi trung binh ¢ 16n hon mot chit 48.6
(95% CI: 45.6, 51.7) tudi. Tuy nhién, theo Kan Zhai [63], & ving c6 dich té
lao cao thi tudi trung binh TDMP lao thudng tré (34 tudi) so véi ving co dich
té lao thap (49 tudi). Theo Richard W. Light [88], & nhitng nudc cong nghiép
phat trién, tudi trung binh bénh nhan TDMP lao ¢6 khuynh hudng gia hon vi
chu yéu 14 do lao tai hoat hoa. Mot nghién ctru & M¥ trén 14.000 bénh nhén tir
1993 - 2003 cho thay tudi trung binh 1a 49,9 tudi.

Tudi trung binh & nhém bénh nhan TDMP lao trong nghién ciru chiing
t6i tré hon c6 ¥ nghia théng ké so véi nhém TDMP khong lao (60,6 tudi), cao
hon so véi nghién ctru cta Valdes L [97] 14 34,1 tudi. Tuy nhién, tudi trung
binh trong nghién ctru chiing t6i twong duong véi nghién ciru cia Au Thanh
Tung [25] 12 48,7 tudi va cua Lé Hong Van [26] 1a 54,3 tudi cung thuc hién tai
Bénh vién Chg Ray, thip hon trong nghién ctru ctia Quang Van Tri [22] 1a
60,4 tudi. Lira tudi gap tré hon c6 thé do nghién ciru ndy dugc thuc hién tai

Bénh vién Chg Riy la bénh vién tuyén cudi, nhitng bénh nhan tré tudi tong
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trang thuong kha tot da s6 duge diéu tri & nhitng bénh vién tuyén trudc,
nhitg bénh nhan 16n tudi hon bénh thuong khai phat tir tir, dién bién kéo dai,
tong trang thuong suy sup di dugc diéu tri nhiéu noi sau khi ¢o triéu chimg
lam sang hodc chan doan kho khan méi nhap Bénh vién Cho Riy.

Diic diém vé gidi

Ti 1é méc bénh & nam cao hon so véi nit. Ti 18 nam: nit cua ching toi 1a
1,7:1, twong duong nghién ctru tai Ty Ban Nha cua Valdés [96] 1a 1,8:1, thap
hon trong nghién ctru ciia Kan Zhai [63] 1a 2:1; cao hon ti 1¢ nam: nir cla
Ping Thi Huong va cs [7] qua 356 ca lao mang phoi 1a 1.2:1, ctia Au Thanh
Tung [25] 1a 1.4: 1; thip hon trong nghién ctru ciia Quang Van Tri [22] ndm
2008 thuc hién tai Bénh vién Pham Ngoc Thach 3.3: 1.
4.1.1.3. Pdc diém cdc xét nghiém chéin dodn xdc dinh TDMP lao

Gidi phdu bénh chan doan lao thay ton thuong lao mang phdi 13 nhiing
nang lao ¢ trong vung ngay dudi trung biéu moé. Két qua sinh thiét thdy nang
lao theo y vin 1a 50-80% [1],[5],[19],[49],[97]. Giai phau bénh chan doan lao
trong nghién ctru ching t6i ¢ d6 nhay la 62%, cao hon trong nghién ctru ctia
BuUi Xuan Tam [19] (1980-1986) dung kim Castelain cho két qua duong tinh
13 46% (cac bénh nhan dugc lam sinh thiét tir mot dén hai 1an) nhung tuong
duong nghién ctru ciing thuc hién tai Bénh vién Cho Riy cua Lé Khic Bao
(2005) [1]: sinh thiét mang phoi mu 3 lan gitp tang ti 1¢ chan doan (+) TDMP
lao tir 47,5% (1an 1) 1én 60% (1an 2) va 62,5% (lan 3), cao hon. Valdes va cs
[97] nghién ctu trén 254 bénh nhan TDMP lao c6 ti I& nhin thay nang lao
trong mé sinh thiét mang phéi la 79,8%.

AFB DMP:

Trong nghién ctu cia ching t61 c6 2 truong hop AFB DMP duong
tinh, cho thdy do nhay rat thap chi 1,5%. Diéu nay phu hop y van va voi hau
hét cac nghién ctru khac. Nghién ctru cia Lé Hong Van [26] ciing phat hién 2
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truong hop AFB DMP (+) v6i d6 nhay 6%, Pang Thi Huong [7] 2,6%, Ho
Minh Ly [12] 5,5%, Au Thanh Tung [25] 0%, Valdes va cs [97] cho thiy
AFB DMP ¢6 d6 nhay 5,5%. Theo y van, dé phat hién duoc AFB trong DMP,
can phai co it nhat 10.000 vi trung trong 1 ml dich mang phdi [47],[50],[88].
Hon nita, TDMP do lao thuong 1a do phan tng qua man mudn, do do, it khi
tim thay duoc AFB trong dich mang phoi. Ti 1é soi tim AFB DMP duong tinh
thudng tir 0 — 10% [17],[19],[88].

AFB trong dam hodc trong DRPQ hogc dich dg day c6 do nhay la
20,9%, cao hon trong nghién ctru ciia L& Hong Van [26] 1a 12% nhung thap
hon rat nhiéu trong nghién ctru kéo dai 8,5 nam cta Valdes [97] trén 254 bénh
nhan TDMP lao tai bénh vién dai hoc Tay Ban Nha, c6 30/48 bénh nhan AFB
dam duong tinh véi do nhay 62,5%, diéu nay cd 1& do sé truong hop thuc hién
AFB cua Valdes thap hon nhiéu so véi nghién ctu cua ching t6i, Valdes chi
thuc hién soi AFB trong 48 truong hop trong tong s6 254 bénh nhan TDMP
lao trong khi ching tdi thuc hién soi AFB cho 163 truong hop trong tong sb
187 bénh nhan TDMP lao. Thém vao d6, chiing t6i khong thuc hién AFB
dam/dich da day/ DRPQ trén tat ca bénh nhan ma chi tap trung thuc hién trén
bénh nhan cd ho khac dam va c6 ton thuong trén Xquang phdi nén da bo sot
nhiing truong hop chi TDMP trén Xquang. Theo Richard W. Light (2010)
[88], nhuom soi AFB dam thuong bi bo sot trong khi ti 1€ AFB dam duong
tinh 1én dén 55% di chi c6 TDMP trén Xquang.

Vi vay, can thuc hién soi AFB dam trén tat ca bénh nhan TDMP c6 dau
hiéu 1am sang goi ¥ dén lao nhu c6 hoi ching nhidm lao chung: ho khan, sbt
vé chiéu, 6n lanh, dn kém, sut can...

Ky thudt phdn ##ng chudi polymerase - PCR lao DMP

C6 nhiéu nghién ciru PCR trong chan doan lao mang phdi véi d6 nhay

thay d6i tr 72 — 92,3%, do dic hiéu thay doi tr 70,9 — 100%
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[12],[16],[25],[99]. Nghién ctru chiing t6i c6 53/149 truong hop PCR lao thuc
hién trong DMP hoac DRPQ (+), d6 nhay 35,6%, d6 dac hiéu 100%. Gia tri
chan doan TDMP lao ciia PCR trong nghién ciru chiing t6i twong duong véi
Au Thanh Tung [25] ¢6 d6 nhay va d6 dic hiéu twong tng 1a 35,5% va 100%,
Colares JK va Lima DM [40] nhay 31%; cao hon trong nghién cuu cua Lé
Hong Van [26] 8% va 100%, Lé Khic Bao [1] 9,2% va 100%, Quang Van Tri
5,1% va 97,6% [22]; thap hon trong nghién ctu cua Hoang Thi Phuong [16]
c6 do nhay va do dac hiéu lan luot 12 73,3% va 100%, Ho Minh Ly [12] 72%
va 100%, Villegas (Colombia) [100] nhay 73,8%, dac hi¢u 90%.

Nguyén nhan cua su khac biét vé PCR trong nghién cau ching tdi cac
nghién ciu ké trén c6 I8 do su khac biét vé mat ki thuat thuc hién PCR cua
ting phong xét nghiém, sy phan bé déng nhét trong bénh pham, doan DNA
duoc chon dé khuéch dai va hoa chét sir dung. Thém vao d6, PCR am tinh gia
¢ thé do co it vi khuan lao trong khoang mang phdi hodc c6 su thiéu hut

doan gen IS 6110 ¢ vi khuan giy bénh.

Ngoai ra, PCR DMP trong cac nghién cuu thyuc hién tai Bénh vién Cho
Ray caa Au Thanh Tung (1998), Cao Xuan Thuc (2007), Lé Hong Van
(2009) déu c6 @6 dic hiéu 1a 100% nén trong nghién ctu cua chdng toi st
dung PCR két hop véi dap ung diéu tri sau 2 thang tan cong khang lao nhu 1a

mot tiéu chuan dé chan doan xac dinh TDMP lao.

Gia thanh cua xét nghiém PCR con cao, can trang thiét bi dat tién, qui
trinh xét nghiém doi hai thuc hién trong diéu kién nghiém ngat, 6 nhay con
thap, xét nghiém chi duoc thuc hién & cac trung tim chuyén khoa, do d6
ching tdi nhan thay PCR lao trong DMP tai Viét Nam khong thé 1a xét
nghiém thudng qui dé phét hién lao mang phéi.
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Cdy lao MGIT

Ti 1 cay duong tinh cao hon soi AFB truc tiép, tuy nhién cac két qua
cong bd con khac nhau, dao dong tir 10 — 35% cdy DMP va 39 — 65% cay
manh m6 mang phdi. Condo MB va cong sy (2003) nhan thay cdy dam cé vi
trung lao dwong tinh & 89% bénh nhan TDMP ¢6 ton thuong nhu mé phoi
kém theo. Nghién ctu ching toi c6 14/45 trudng hop cdy lao MGIT DMP
hodac dam hodac DRPQ (+) c6 d6 nhay la 31,1%, dac hiéu 100%; tuong duong
véi nghién ctru caa Valdes va cs [97] nghién clru trén 254 bénh nhan TDMP
lao thay cdy DMP trén méi truong Lowenstein c6 do nhay 36,5%, cdy mo
mang phdi nhay 56,4%; cao hon ti 18 nudi ciy vi khuan lao dwong tinh trong
dich mang phdi cta cac tic gia trong nudc da cong bd nhu Luu Thi Nhin
13%, Hoang Thi Phuong [16] 16,7%, Ha Van Nhu 20,8%, L& Ngoc Van
24,3%. Db Quyét, Nguyén Hién Van [17] (2005) nghién ctru hiéu qua cta ky
thuat nudi cdy MGIT chan doan TDMP do lao thay hiéu qua chan doan khong
cao v6i o nhay 18,8%, d6 dic hiéu 100%. Nudi cdy vi khuan lao tir cac manh
mo sinh thiét mang phdi cho két qua duong tinh cao hon, khoang 20%.

Ti 18 nudi cdy vi khuan lao duong tinh trong nghién ctru cua chung toi
cao hon céc tac gia trong nude 1a do 1/ chiing t6i thuc hién cdy bang phuong
phap MGIT trong moéi truong long Middlebrook 7H9 trong khi Luu Thi
Nhin, Hoang Thi Phuong, Hid Vin Nhu nudi cdy trén moi trudng dic
Lowenstein-Jensen, 2/ chung toi thyc hién ciy trén nhitng trudng hop cé triéu
chting 1am sang nghi ngd va co6 ton thuong Xquang nghi lao kém theo, 3/
chung t6i cdy ca dam, dich rira phé quan va DMP cht khong chi cdy DMP.
4.1.2. Pic diém 1am sang ciia bénh nhan TDMP lao

o Tién cin ung thw
Mot dic diém can luu ¥ 13 tién can ung thu trong nhém TDMP khong

lao (10,1%) trong nghién ctru ctia ching toi cao hon gip 5 1an va co ¥ nghia
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thdng ké, dic biét trong KMP 14 15,6% cao gip 7 1an so vdi 2.7% trong nhom
TDMP lao (p = 0,015).
e CAc triéu chirng co nang:

Theo RW Light [8], triéu chtrng 1am sang thudng gip nhit cia TDMP
lao 13 dau nguc, ké dén 1a ho va sét. Trong nghién ctru ctia ching toi sot
thuong gip nhat trong 80.2%, dau nguc gip 72.7% bénh nhan TDMP lao, tiép
dén 1a ho (70.0%). Két qua nghién ctru cta chung ti khi so sanh voi két qua
cac nghién curu trong va ngoai nudc nhu sau:

Bang 4.1. So sanh triéu chting 1am sang véi mot s6 tac gia

pau Hokhan | S6t | Kho tho
Nghién ctu nguc
%

Poyraz B [86] 75 80

Valdes [97] 76,4 63,6 88,5 37,6
Pang Thi Huong va cs [7] 85,4 81 81.7
Nguyén Than [20] 73,5 73,5 91,2 79,4
Au Thanh Tung [25] 74,2 74,2 67,6 22,5
Lé Hong Van [26] 96,9 81,8 60,6

Chung toi 72,7 70,0 80,2 47,1

Hai triéu ching thudng gip nhat trong TDMP lao 1a dau nguc va ho
khan ciing nhu triéu ching sot theo két qua nghién ctru ctia chung t6i twong
duong v6i két qua nghién ctru cua cac tac gia néu trén.

Nghién ctru ciia chung t61 ghi nhan bénh nhan KMP ciing c6 ti 1¢ dau

nguc va ho twong duong véi TDMP lao. 80,2% bénh nhan TDMP lao c6 tri¢u
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chung s6t cao hon ¢o ¥ nghia so véi 35,7% trong nhom TDMP khéng lao va
trong 24,2% KMP, thap hon 92,3% trong nhém TDMP do viém va mi mang
phéi (12 nhém TDMP dich tiét wu thé bach cau da nhan). Triéu ching sét giup
huéng dén chan doan lao ban dau d6i v6i bénh nhan TDMP dich tiét vu thé
lympho bao.

S6 bénh nhan c6 triéu chimg khoé tho trong 16 nghién ctru cua ching toi
14 47,1%, c6 cao hon trong nghién ctru ciia Au Thanh Tung chit it, trong khi
d6 ti 1& kho tho trong nghién ctru cia Pang Thi Huong va Nguyén Than lai rat
cao 79,4 — 81,7%. Tuy nhién, so sanh vé triéu chig kho thd gap kho khan vi
day la triéu ching co nang, chi quan cua ting bénh nhan, viéc danh gia triéu
chtng nay c6 thé thay ddi tuy tac gia. Trong nghién ctru cta ching toi bénh
nhan vi dau nguc nén khong ddm thé manh va vi vay ho thuong khai 1a kho
tho nhung thuc sy khi kham 1am sang (bang do nhip thé va do bao hoa oxy
mau mao mach - SpO2) rat nhiéu ca chiing t6i khong ghi nhan kho tha.

Céc triéu chimg 1am sang khong c6 ¥ nghia nhiéu trong chan doan phan
bi¢t TDMP lao hay khong lao.

e Vitri TDMP

Theo Landa va Thompson, TDMP do lao thuong xay ra & mot bén phoi
va xay ra O bén phai nhiéu hon bén trai. Pang Thi Huong, Nguyén Than, Au
Thanh Tung, Lé Hong Van [7],[20],[25],[26] ciing cho nhan xét tuong tuy.
Trong nghién ctru cta chung t6i TDMP bén phai chiém ty 18 52,4%, bén trai
37,4%, TDMP 2 bén chiém ti 1€ nhé 5,9%. O nhom bénh nhan KMP va
TDMP do viém hay mu mang phdi, TDMP phai ciing chiém uu thé, trong khi
TDMP trai chiém wu thé & nhom TDMP do cac nguyén nhan khac con TDMP
hai bén thudng gip trong nhém TDMP dich thim. Qua phép kiém A% sy khac
biét giita vi tri tran dich trong cdc nhom khéc biét khong c6 ¥ nghia thong keé

ngoai trir TDMP 2 bén. Do d6, vi tri TDMP trén Xquang nguc thang khong
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gitip chan doan phan biét nguyén nhan TDMP, tuy nhién can luu y dén
nguyén nhan TDMP dich thim néu bénh nhan c6 TDMP 2 bén.
4.1.3 Cac dic diém can 1am sang
4.1.3.1 Cdc diic diém ciia dich mang phéi trong TDMP lao
e Protein

Hau hét cac bénh nhan tran dich mang phdi lao trong 16 nghién ctru cua
chung t6i déu c6 luong protein trong dich mang phdi 16n hon 3,0 g/dl (chiém
ty 1€ 95,75%). Lugng protein trung binh trong TDMP lao la 5,3 g/dl cao hon
c¢6 ¥ nghia théng ké so voi TDMP khong lao 1a 4,3 g/dl.

Nhén xét thdy luong protein trong dich mang phdi cta chung t6i phu
hop véi y van: luong protein dich mang phoi hau nhu ludn 16n hon 3,0 g/dl va
thuong 16n hon 4,0 g/dl (trong nghién ctru chung toi protein > 4,0 g/dl chiém
ty 18 72,58%) va cac nghién ctru ciia Lé Hong Van [26] 4,92 g/dl, Quang Vin
Tri [22] 4,66 g/dl va Valdes [97] 5,1 g/dl. Theo nghién ctru cua Dang Thi
Huong [7] chi ¢6 67,5% truong hop lao mang phoi c6 luong protein trong
dich mang phéi 16n hon 3,0 g/dl.

Tuy nhién luong protein trong dich mang phdi con phu thudc vao luong
protein toan phan ctia huyét thanh. Do vay, cac tic gia con dua ra ti 1& protein
DMP /protein mau dé danh gia va giap phan loai dich thdm va dich tiét. Dic
diém protein > 4,0g/d] ciing khong co gia tri chan doan phan biét TDMP lao
va TDMP khong lao.

Véi ngudng protein DMP = 5,2 g/dl, d6 nhay chan doan TDMP lao 14
59%; dac hiéu 80,1%. Gia tri chan doan nay khong cao nén protein DMP

khong dugc xem 1a dau an gitp chan doan phan biét TDMP lao.
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e LDH

LDH 16n hon 2/3 giéi han trén binh thuong cia LDH méau (tirc 16n hon
200 UI/L theo phong xét nghiém sinh hoa Bénh vién Cho Rﬁy) cling 1a mot
tiéu chuan gitp phan biét dich thim va dich tiét. Tuy nhién, theo Light R.W
[73], LDH thuong ting cao trong ung thw, néu LDH ting, protein dich mang
phoi khong tang (< 30g/1) thi nghi nhidu dén ung thu hon 14 lao.

Nghién ctru cua chiing t6i LDH DMP c¢6 gia tri trung binh 755 UI/L cao
hon ¢6 y nghia théng ké so véi TDMP khong lao 608 UI/L (p = 0,0304), voi
ty 1€ 97,9 % LDH DMP > 200UT/1.

Véi ngudng LDH DMP = 770 U/L, 6 nhay chan doan TDMP lao 13
50,0%; dac hi¢u 60,0%.

Chung t6i nhan thay rang LDH DMP ting chi c6 y nghia gitip phan biét
dich thdm va dich viém/ mi mang phoi chir khong c6 ¥ nghia phan biét chan
doan TDMP lao véi KMP. Su khéc biét vé LDH gitta TDMP lao va khong lao
c6 ¥ nghia thong ké nhung d nhay va d6 dic hiéu khong cao 1a do khac biét
v6i protein trong TDMP dich thidm. C6 1& vi vy ma hau hét cac tai liéu nudc
ngoai ciing nhu trong nude khi nhan xét vé dic diém sinh hoa dich mang phoi
lao, cac tac gia it khi dé cap dén LDH DMP.

e Bach cau Lympho DMP

Theo y vin, té bao lympho chiém wu thé va thuong > 70% tong sb té
bao DMP trong tran dich mang phdi lao, hau hét cac trudng hop co > 1000 té
bao/ml dich mang phdi. Trong vong hai tudn dau ké tir khi co trriéu chtng
1am sang, dich mang phoi c6 thé co bach cau da nhan trung tinh wu thé. Viéc
phan biét té bao lympho B hay T khong gitp ich cho chan doan. Theo Ping
Thi Huong [7] ty 1 té bao lympho chiém wu thé (> 50%) trong dich mang
phoi 12 99%. Theo Tran Vin Sau va Hoang Minh [19] thi ti 1¢ lympho uu thé
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13 96,1%, ti 1& lympho uu thé trong nghién ctru cia Au Thanh Tung [25] &
100%.

Trong nghién ctru cua chung toi, ti I¢ lympho uu thé chiém 88,0%, thép
nhe so vo1 cac nghién clru ctia cac tac gia trong nudc néu trén vi cdc nghién
ctru nay chi thyc hién trén hai nhom nguyén nhén la TDMP lao va TDMP do
ung thu 13 nhitng nhom nguyén nhan TDMP dich tiét wu thé lympho bao.

Véi ngudng té bao lympho DMP = 90%, d6 nhay chan doan TDMP lao
1a 70,9%:; dic hiéu 75,2%. Gia tri chan doan nay khong cao nén ti 1& lympho
DMP khong dugc xem 1a dau an gitp chan doan TDMP lao.

4.2. GIA TRI CHAN POAN CUA TUNG XET NGHIEM
4.2.1. Phosphatase kiém
4.2.1.1. Phosphatase kiém DMP

ALP la xét nghiém ré tién va dé thuc hién trén may sinh hoa don gian,
tuy cac nghién ciu & phuong Tay vé cac dau an sinh hda trong TDMP lao
khong thay nghién ciru vé ALP, nhung cac nghién citu & An Do va Hy Lap —
1a hai nudc dong dan, c6 tinh hinh nhiém lao cao ciing nhu diéu kién kinh té
x4 hoi twong dong Viét Nam — cho thdy ALP c6 gia tri trong chan doan lao
nhu nghién ctu cua Jadhav Ashish Anantrao va cs [60] nam 2009 trén 60
bénh nhan TDMP nam vién, nhan thdy rang ALP DMP c6 gia tri chan doan
phan biét TDMP lao va TDMP khong lao, v6i diém cat ALP DMP 1a 71 UI/L
thi d6 nhay 1a 90% va d6 dac hiéu la 80%; lrene Tsilioni va cs [57] (Hy Lap —
2011) nghién ctru trén 60 bénh nhan nhan thdy ALP va ADA ting cao cO y
nghia théng ké trong dich mang phéi can viém va dich mang phoi lao so véi
dich mang phoi 4c tinh, d6 nhay 1an luot 1a 54,7%, 98,1% va d6 dic hiéu la
83,3%, 84%. Jadhav AA va cong su [61] (2012) nghién ciru vé ALP trong
dam cuia bénh nhan lao phoi nhan thiy ALP dam & bénh nhan lao phoi tang

cao hon co ¥ nghia thong ké so v6i bénh nhan ung thu phoi. Thém vao do,
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Mahmoud M. El-Habashy [77] (2014 — Ai Cép) nghién ctru trén 100 bénh
nhan gdm 75 TDMP dich tiét va 25 TDMP dich thim nhan thdy ALP DMP
cao c6 Yy nghia phan biét TDMP dich tiét (100,47 +43,17) va dich thim
(54,4 +10,8) (p<0,001) cling nhu phan biét TDMP lao (130,14 +41,12) va
khong lao (66,77 £ 22,24) (p < 0,001).

Tuy nhién nghién ciu cua ching tdi nhan thdy ALP DMP khac biét
khéng c6 y nghia thong ké (p = 0,27) giita TDMP lao va khong lao. Diéu nay
cling twong tu v&i nghién ctu cia Lone MA va cs [74] (2003 - An Do) thuc
hién trén 101 bénh nhan két luan rang ALP > 75 mg/dl c6 gié tri phan biét
dich tiét véi dich tham nhung khong c6 y nghia phan biét TDMP lao voi cac
TDMP dich tiét khac. Thém vao d6, ALP DMP ciing khac biét khong c6 y
nghia thong ké vai tat ca cac phan nhém nguyén nhan TDMP.

Su khac biét vé ALP DMP trong nghién ciru caa ching toi véi cac
nghién ciu néu trén vi 1/ ¢c& mau trong nghién cau cua ching toi cao gap 4
dén 8 1an, 2/ dan s6 TDMP dich tham nhiéu hon, 3/ thuc hi¢n trén nhiéu nhom
nguyén nhan TDMP hon.
4.2.1.2. Phosphatase kiém DMP/HT

Ti s6 ALP DMP/HT trung binh trong TDMP lao 1a 0,43 khac biét
khong c6 v nghia thong ké so véi 0,36 trong TDMP khong lao (p = 0,89).
Piéu nay khac véi nghién cru ctia Ashish Anantrao Jadhav va cong sy nim
2009 [60] & An D6, nghién ctru trén 60 bénh nhan TDMP nim vién nhan thay
ti s6 ALP DMP/HT c6 gia tri chan doan phan biét TDMP lao va TDMP
khong lao, voi diém cat ALP DMP/HT 14 0.51 thi 6 nhay 13 90% va do dic
hi¢u la 86.66%; va cling khac vdi nghién ctru ciia Salimuddin Aziz va cong su
- Pakistan, 1992 — nghién ciu trén 60 bénh nhan nhan thdy ti s6 ALP
DMP/HT cao hon (0.43) trong dich mang phdi 4c tinh (0.20) hay dich mang
phoi do xo gan (0.25).


http://www.sciencedirect.com/science/article/pii/S0422763814001587
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Khéng c6 nhiéu nghién ctru vé ALP ciing nhu ALP DMP/HT trong
TDMP lao, chi trir mdt vai nghién ctiru ¢ cac qudc gia c6 tinh hinh nhiém lao
cao nhu Pakistan, An P9, Tho Nhi Ky déu cho thiy két qua khong thong nhat
vé gia tri cia ALP trong TDMP lao. Hau hét cac nghién ctru déu cho thiy
khac biét cia ALP DMP trong TDMP lao véi TDMP dich thim nhung khong
gitip phan biét voi cac nguyén nhan TDMP dich tiét khac. Pidu nay c6 18 1a
do ALP va ALP DMP/HT thyc su khong cé gia tri chan doan cao phéan biét
TDMP lao.

Chung t6i da hy vong ALP va ti s6 ALP DMP/HT néu c6 gi4 tri chan
doan TDMP lao 1a diéu rat hiru ich dé phd bién xét nghiém nay & tuyén co so
vi day 1a xét nghiém reé tién, dé thuc hién trén cac may sinh hoa thong thuong.
Pang tiéc 1a trong nghién ciru cua ching ti, ALP va ti s6 ALP DMP/HT déu
khong c6 gia tri chan doan phan biét TDMP lao va khong lao.

Tuy nhién, khi phén tich duéi nhém thi chling t6i ciing nhan thay diém
tuong ty 12 ALP DMP/HT khéc biét c6 ¥ nghia thong ké so véi nhém TDMP
dich thdm (p = 0,048) va viém/mu mang phdi (p = 0,007)

ALP DMP/HT trong nghién cttu cua ching téi khong phan biét TDMP
lao va khong lao, khac véi cac nghién cau néu trén vi 1/ ¢& mau trong nghién
ctru cua ching tdi cao gap 4 dén 8 lan, 2/ dan s6 TDMP dich thAm nhiéu hon,
3/ thyc hién trén nhiéu nhém nguyén nhan TDMP hon.

4.2.2. Lysozyme
4.2.2.1. Lysozyme DMP

Trong 163/187 bénh nhan c6 chian doan cudi cing 13 TDMP lao thi
noéng d6 Lysozyme DMP trung binh 1a 11,8 mg/L cao so v6i TDMP khong
lao 14 5 mg/L, c6 ¥ nghia thong ké (p < 0,0001).
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V61 ngudong 1a 11 mg/L thi Lysozyme c6 d0 nhay la 60,5%, d6 dac
hi¢u 89,2%.

Béang 4.2. So sanh Lys DMP gitta cic tac gia

Lys DMP Ching to -Yuj i. Valdés | Cao X Thuc

Moriwaki [78] [95] [24]

S6 bénh nhén (N) 484 51 276 113

Ngudng (mg/L) 11 12 15 13

Do nhay (%) 60,5 100 85,7 55,1

Do dic hiéu (%) 89,2 83 61,6 93,8

GTTD (+) (%) 88 32,5 87,1

GTTD (-) (%) 95,2 73,2

Khac voi mot sb tac gia nude ngoai c6 khuynh hudng chon diém cat
sao cho tang d0 nhay tdi da dé tranh bo sot lao trén mot nhom dan sb co it
TDMP lao, ching t61 mudn dat duoc dd dic hiéu cao nham tranh chan doan
lam vi & Viét Nam chan doan lao mang phoi luén duoc dat 1én hang dau dbi
voi cac TDMP dich tiét. Tuy nhién, nham dat dugc ti 1¢ goi y TDMP lao,
chung t6i1 cling chon gia tri ngudng 11 mg/L ¢6 d nhay 1a 60,5%, dd dac hi¢u
89,2%. Khi ting gid tri nguong thi do nhay giam va d¢ dac hi¢u ting, voi
ngudng 13 mg/L thi Lys DMP nhay 38% va dac hi¢u 90%.

Qua bang nay cho thay do nhay cua ching toi thap hon nhiéu nhung do
dac hiéu cua ching t61 lai cao hon c6 1€ 1a do dac diém dan s6 nghién ctru
khac nhau, s6 luong bénh nhan khac nhau va gia tri ngudng khac nhau, tuy
nhién déu cé diém chung 1a Lys DMP c¢6 y nghia trong chan doan tran dich

mang phoi lao.
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C6 18 vi gia tri chan doan TDMP lao cua Lys DMP khéng cao nén cé
rt it cac nghién ctru vé Lys DMP, cic bao céo chu yéu l1a vé ti sé Lys
DMP/HT. Tai Viét Nam nghién ctru cia Nguyén Xuan Bich Huyén va Lé
Thuong Vii [8] vé Lys DMP ciing chi bao cao vé Lys DMP/HT. Nghién ctru
cia Cao Xuan Thuc [24] (2007) thuc hién trén hai nhom TDMP lao va ung
thu cho thé\y do nhay 55%, dac hi¢u 94%.

Khi phan tich dudi nhém thi thay Lys DMP trung binh trong lao 11,8
mg/L tuong duong v6i viém/mu MP va cao hon 2 1an trong TDMP dich thim,
KMP va nhom khéc va su khac biét voi cac phan nhom TDMP nay déu cé ¥
nghia théng ké voi p < 0,0001.

Piéu nay cho thay co thé xét nghiém Lys DMP gitip phan biét TDMP
lao v6i TDMP dich thAm va voi TDMP dich tiét wu thé Lympho bao & co so'y
té ban dau nhu x4, phuong noi ma chua thyc hién dugc cac xét nghiém ky

thuat cao nhu PCR, INF-y... va chua lam duoc giai phau bénh.
4.2.2.2. Ti sé6 Lysozyme DMP/HT

Ti sé Lysozyme DMP/ HT cao thé hién lysozyme duoc san xuit gia

tang trong dich mang phoi.

Ti s6 Lysozyme DMP/HT trung binh trong dich mang phéi lao 1a 1,45;
cao hon c¢6 y nghia thong ké so véi TDMP khong lao 1a 0,75. V§i ngudng
dugc chon 1a 1,2 thi d§ nhay cua ti ) nay trong LMP Ia 70,1% va d6 dac hiéu
1a 81,7%.

Phén tich dudi nhom cho thiy ti s6 Lysozyme DMP/HT ting cao cd ¥
nghia so véi TDMP dich thdm va KMP (p <0,0001) nhung khéc biét khong co
¥y nghia so v6i TDMP do viém hodc mii mang phoi (p=0,12) va TDMP khac
(0,82).
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Bang 4.3. So sanh Lys DMP/HT gifra cac tac gia

Chung | N.X.B. | Yuri.M | Valdes | Verea Villena
toi Huyén [79] [96] | Hernando | [102]
[8] [99]
S6 bénh nhan 484 165 51 71 141 228
Gia tri ngudng 1,2 1,2 1,2 11 1,2 1,7
Do nhay (%) 70,8 85,7 100 67,3 100 72
b6 dic hiéu (%) | 81,7 61,5 88 90,3 94,9 92
GTTD (+) (%) 50 94,7
GTTD (-) (%) 90,8 100

Céc tac gia déu ghi nhan ti s6 Lys DMP/HT hitu ich trong phan biét
nguyén nhan TDMP. B§ nhay trong nghién ctru cua chung toi tuong duong
nhung dd dac hi¢u thép so vo1 nghién ciu cua Valdes va Villena, d0 nhay va
do dac hi¢u thép hon céac nghién ctru con lai c6 1€ do dan s6 nghién ctru cua
chung t6i cao hon nhiéu ciing nhu dic diém dan s6 gom tt ca nguyén nhan
TDMP trong khi cic nghién ctru cua Nguyén Xuan Bich Huyén, Yuri
Moriwaki va Hernando chi trén dan s6 TDMP dich tiét vu thé lympho bao.

Khi phéan tich duéi nhom thi thidy Lys DMP/HT trung binh trong lao
1,45 cao hon 2 1an trong TDMP dich tham va KMP (p < 0,0001).

Piéu nay cho thdy c6 thé xét nghiém Lys DMP/HT giup phan biét
TDMP lao v6i TDMP dich thim va KMP ¢ co sé y té ban dau nhu x3,
phuong noi ma chua thuc hién duogc cac xét nghiém ky thuat cao nhu PCR,
INF-y... va chua 1am dugc giai phau bénh.

4.2.3. Adenosine deaminase trong dich mang phoi

ADA lan dau tién thyc hién tai khoa Sinh Héa bénh vién Cho Riy tir

thang 1 nam 2009. Qua nghién ctru 109 bénh nhan TDMP lao c6 thuc hién xét
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nghiém ADA, trung binh ADA trong TDMP lao 14 53,9 U/L, cao gip 5 lan va
c6 y nghia thong ké so voi bénh nhan TDMP khong lao 14 11,5 U/L. Str dung
duong cong ROC cho ta gia tri ngudng t6t nhat 1a 30 U/L, véi dién tich dudi
duong cong 1a 0,9077, dd nhay 90,8%, dd dac hiéu 83,4%.

Béang 4.4. So sanh gia tri cia ADA DMP véi céc nghién ctru khéc

Nghién ctru Chung toi LéH Villegas Zemlin |.Tsilioi
Van [26] [99] [106] [57]
S6 bénh nhan 484 33 42 387 60
Trung binh 53,9 58,6 54,7
Gié tri nguong 30 34 455 52,4 45
Do nhay (%) 90,8 93.9 88,1 93,7 54,7
Do dic hiéu (%) 83,4 97.0 85,7 88,7 83,3
GTTD (+) (%) 93,9 79,0 85,5
GTTD (-) (%) 97,0 92,3 95,2

Véi gia tri ngudng gan twong dwong nhau va cung duoc thuc hién tai
Khoa H6 Hap — Bénh vién Cho Ry trong hai giai doan khac nhau, gia tri
chan doan TDMP cua ADA trong nghién ctru chiing t6i thap hon trong nghién
ctru cla tac gia Lé Hong Van, co 1& do dan s nghién ctru cta chung t6i mo
rong trén nhiéu nguyén nhan TDMP trong khi tac gia Lé Hong Van chi
nghién ctru trén TDMP dich tiét vu thé lympho bao.

Gia tri chan doan TDMP lao ciia ADA trong nghién ctru chung toi
twong duong véi cac tac gia Villegas, Zemlin nhung lai cao hon rat nhiéu so
vo1 nghién ctru cua Irene Tsilioni thyc hién trén dan s6 60 bénh nhan cling
gém nhiéu nhém nguyén nhan TDMP nhu 27 KMP, 19 TDMP can viém, 8
TDMP lao va 6 TDMP dich thim. Sy khac biét nay c6 1& do dan sd nghién
ctru chiing t6i nhidu hon 8 1an va luong bénh nhan TDMP lao ciing nhiéu hon,

ngoai ra c6 thé do k¥ thuat dinh luong ADA khac nhau.
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Light RW [88] di dé xuat kha ning chan doan TDMP do lao cao khi
bénh nhéan c6 1am sang nghi ngd lao va ndong 46 ADA DMP trén 70 UI/L.
Trong nghién ctru ctia chung toi, voi ngudng ADA = 70 U/L, 6 nhay dé chan
doan TDMP lao 1a 26,7%, do dac hi¢u 95%.

ADA DMP ngoai tang cao trong tran dich mang phdi lao, con ting
trong viém/ mi mang phdi, TDMP do thip... Ta c6 thé phan biét TDMP lao
v6i ma mang phdi dya vao mau sic cling nhu sé lugng té bao bach cau trong
DMP. ADA c6 2 dong enzyme chinh 1a ADA-1 va ADA-2, trong d6 ADA-2
tang cao ddc hiéu cho lao va khong ting trong mi mang phdi, TDMP do thap
hay lymphoma. Tuy nhién, dinh lugng ADA-2 chua dugc thuc hién ¢ Viét
Nam. Nghién ctru ctuia ching t61 thi ADA khong c6 gia tri phan biét TDMP
lao v&i TDMP do nhiing nguyén nhan khac trong d6 ¢6 TDMP do thap.

Bén canh gia tri chan doan TDMP lao kha cao, ADA 13 mot xét nghiém
khong qua dat tién, tuong ddi dé thuc hién, co thé thuc hién trén nhiéu may
sinh hoa nhu Hitachi 717, Hitachi 917, Olympus... Do do, khong doi hoi phai
trang bi miy moéc méi. Ngoai ra, ADA DMP ¢6 thé luu trir 6n dinh trong 24
gio & 25°C, trong 7 ngay khi ¢ 4°C va trong 3 thang khi & - 20°C...nén ADA la
x€t nghiém htru ich trong chan doan TDMP lao, can duogc nhan rong va thuc
hién ngay tir cac co so y té ban dau gitip chan doan sém nguyén nhan TDMP.
4.2.4. Interferon Gamma trong dich mang phéi

INF-y DMP duogc dinh luong véi k§ thuat phan tich vi luong sinh hoc
phat héa quang hoan toan ty dong. Pay 1a mot ing dung ctia cong nghé nano
trong linh vuc chan doan y khoa va lan dau tién duoc st dung & Viét Nam tai
Bénh vién Cho Ry tir 2005.

Trong 120/187 bénh nhan TDMP lao ¢6 thuc hi¢n xét nghiém INF-y thi
ndng d6 INF-y trung binh 1a 551,5 pg/ml, cao gip 50 lan va c6 y nghia théng
ké (p< 0,0001) so v&i TDMP khong lao.
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V6i ngudng chan doan 13 63 pg/ml thi INF-y ¢6 d6 nhay 1a 91,7%, do
ddc hi¢u 95,0%.

Nong d6 INF-y rat hiéu qua trong viéc phan biét TDMP do lao va
khong lao. Mot nghién ctru cong gdp trude day tir 13 nghién ciru vé INF-y va
31 nghién ctru vé ADA, bao gdm 1189 bénh nhan di két luan rang ca ADA va
INF-y déu chinh x4c trong chin doan lao mang phdi. Mot nghién ctru cong
gop khéc tir 22 nghién ctru gdm 782 bénh nhan TDMP do lao va 1319 bénh
nhan bi TDMP khdng lao cho thiy d¢ nhay trung binh cta INF-y 1 89%, d6
dic hiéu 97%, va do nhay va do dic hiéu t6i uu 1a 95%. Khong thé thiét lap
mot gia tri ngudng chung vi don vi st dung va phuong phdp do luong khac

nhau gitra Cac nghién ctru.

So véi céc tac gid nude ngoai thi trung binh INF-y, gid tri ngudng cua
chung toi thap hon nhung d6 nhay, d6 dic hiéu déu cao hon, co 1& do sy khac
nhau gitra cach thic xét nghiém (nghién ctru cia S.K. Sharma thyc hién INF-
y bang phwong phap ELISA véi don vi INF-y 1a U/ml, nghién ctu cia
Villegas va Villena thyc hién bang phuong phép RIA, trong khi ching toi
thuc hién bang k¥ thuat biochip), khac nhau vé tudi trung binh dan s nghién
ctru, d0 nang cua bénh lao, tinh trang diéu tri cia bénh nhén, tinh trang dinh
dudng, suy gidm mién dich (nhiém HIV) va nhiing tinh trang lién quan bénh

tat khac. ..

Dac bi¢t, chung t61 dung k¥ thuat dan trai biochip (biochip array
technology) 13 k¥ thuat tién tién trong khi cac tac gia trén dung k¥ thuat dia
ELISA. Su khac biét gilta cong nghé dan trai biochip vdi cac quy trinh xét
nghiém mién dich co dién 1a cac chat gan két dugc gan két dong hoa tri 1én bé
mit cta biochip theo cach xép hang dinh sin hon 14 so véi trong dung dich

nhu cach c6 dién, do vay do chinh xac va dg tin cdy cao hon.
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Bang 4.5. So sanh INF-y DMP gitra c4c tac gia

Tac gia Nam ny Chén doan PP djnh Diém cit A5 e
mau luong (%) | hi¢u (%)
Valdes [96] 1993 | 405 |91 TB, 100 K,58 can ELISA 140 94,2 91,8
VP 10 Mu MP, 88 pg/ml
dich thdm, 48 khac
Villegas[100] | 2000 | 140 | 42 lao, 19 can VP, RIA 6 85,7 97,1
70 khoéng lao, u/ml
9 khéng r6 NN
Villena [101] | 2003 | 595 82TB RIA 3.7 98,0 98,0
U/ml
Sharma[92] | 2004 | 101 64 TB ELISA 138 90,2 97,3
pg/ml
Poyraz [86] | 2004 | 45 15TB, 20 K, 10 * 12 87,0 95,0
dich tham pg/ml
Lé T Viva 2006 | 84 36 TB, 35 K, Nano biochip 32,9 94,4 89,6
cs [9] 13 can viém pg/ml
Cao Xuan 2007 | 113 49TB, 84 K Nano biochip 61 93.9 100
Thuc [24] pg/mi
Lé Hong Van | 2009 | 100 31TB,69K Nano biochip 58 94 97
[26] pg/ml
Nguyén Thi | 2010 | 64 38TB, 26 K flow 149 84,2 96,2
Bich Ngoc cytometry- pg/ml
[14] assisted
immunoassay
Chung toi 2017 | 484 | 187 TB, 297 K, 39 | Nano biochip 63 91,7 95,0
can viém, 57 dich pg/ml
tham, 15 khac
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Thém vao d6, INF-y con c6 gia tri chan doan phan biét TDMP lao voi
TDMP dich thdm (p = 0,005), viém/mii mang phoi (p <0,001) va TDMP do
ung thu (p <0,001). So voi cac tac gia trong nudc nhu Lé Thugng Vi, Cao
Xuan Thuc, Lé Héng Van cung thuc hién nghién ctru tai khoa Ho6 Hép — Bénh
vién Cho Ry béng cong nghé nano biochip cho théy do nhay va do dac hi¢u
ctia INF-y tuong d6i hang dinh qua nhiéu nghién ctru ¢ nhiéu thoi diém khac
nhau, thé hién do chinh xac ctia k¥ thuat nano biochip va gia tri chan doan uu
viét cia INF-y trong TDMP lao.

Dé dang nhan thay INF-y 13 xét nghiém c6 gia tri chan doan TDMP lao
cao nhit so véi xét nghiém ALP, Lys va ADA. Hon thé nita, INF-y 14 xét
nghiém dé thyc hién, tién loi, két qua nhanh chong hon so v&1 nhom xét
nghiém co dién duogc xem 1a tiéu chuan vang chan doan TDMP lao nhu cay
BK, PCR lao va sinh thiét mang phéi. Xét nghiém nay s& gitip ich rat nhiéu
cho cac bac si lam sang dé chan doan chic chin TDMP lao va kip thoi diéu tri
khang lao cho bénh nhéan.

Tuy nhién, nhugce diém cta INF-y 1 xét nghiém rat dat tién, dat gip 8
1an so véi ADA. Cac nghién ctru sau nay cho théy do nhay va do dac hiéu tbi
uu cho ADA 1a 93% va cho INF-y 1a 96%. Ciing gidng nhu ADA, INF-y d6i
khi tang cao trong TDMP 4c tinh do bénh 1y vé mau v mii mang phoi. Céc
nghién ctiru déu nhan thiy rang ADA duoc ua chudng hon vi tinh hiéu qua va
thuc té 1a né don gian va it ton kém hon INF-y.

Tu két qua trén, chung to6i dé nghi dinh lugng ADA nén dugc xét
nghiém thudng qui ngay tir lic méi phat hién TDMP sé& gitup chan doan hoic
loai trrt TDMP lao. INF-y khong thyc hién thuong qui, chi thuc hién trong
nhiing truong hop ADA tang cao khong phu hop voi lam sang hodc nhiing
truong hop kho khan trong chan doan TDMP dich tiét wu thé lympho bao ¢

cac don vi y té tuyén tinh va trung wong.
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4.3. SO SANH VA KET HQP GIA TRI CHAN POAN CUA CAC ALP,
LYSOZYME, ADA VA INF-y TRONG TDMP LAO

4.3.1. So sanh cac xét nghiém

4.3.1.1. Chon lwa xét nghiém tét nhit dé chin dodn TDMP lao

V61 do nhay, do dac hiéu va dién tich dudi duong cong cao hon han
ALP, ti s6 ALP DMP/HT, Lys DMP va ti s6 Lys DMP/HT, ADA thi INF-y 1a
xét nghiém tot nhat giup chan doan TDMP lao, ké dén 1a ADA, Lys DMP va
Lys DMP/HT, va cudi cung ALP DMP va ALP DMP/HT.

INF-y va ADA 1a hai xét nghiém c6é do nhay kha cao > 90%, do dac
hiéu ctia INF-y 1a 95% va ctia ADA 1a 83.4%, day 1a hai xét nghiém c6 thé
dung don doc dé chan doan TDMP lao; INF-y c6 gia tri chan doan TDMP lao
cao hon ADA nhung lai ¢6 gia thanh cao hon gap 8 lan, thém vao d6 INF-y
dugc thuc hién trén trang thiét bi dit tién, kho trang b1 & co s6'y té ban dau
nén ADA 14 xét nghiém c6 gid tri va dé pho bién rong rii hon.
4.3.1.2. ALP, Lysozym, ADA, INF-y trong phan nhém TDMP:

Khac biét ALP DMP va ALP DMP/HT trong DMP lao khdng c6 y
nghia thong ké so véi TDMP dich thim, KMP va TDMP khac. ALP DMP
lao cling khong khéc biét so véi viém/mu mang phdi nhung ALP DMP/HT lai
co su khac biét.

Khi phan tich dudi nhdm cho thiy ALP DMP/HT trong DMP lao khéc
biét c6 ¥ nghia thong ké so véi viém/mu mang phoi. Tuy nhién, dé dang phan
biét viem/ma mang phoi dya trén dau hiéu 1am sang nhu hoi ching nhiém
trung, dich mang phdi wu thé neutrophil, nhuém gram DMP hoic cay vi tring
DMP (+) va dép tng véi diéu tri khang sinh. Do d6, ALP DMP/HT ciing
khong c6 y nghia thuc tién chan doan phan biét TDMP lao va viém/mi mang
phdi.
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Ca Lys DMP va Lys DMP/HT trong DMP lao déu khéac biét c6 y
nghia thdng ké so v6i TDMP khong lao cling nhu ¢6 ¥ nghia v&i cac phan
nhéom TDMP dich thim va KMP nhung lai khong khac biét so véi viem/mu
mang phoi.

Thuce té 1am sang c6 thé d& dang phan biét TDMP dich thim véi TDMP
lao duya trén tiéu chuan Light. Do d6, Lys DMP va Lys DMP/HT ciing khong
c6 ¥ nghia thuc tién chan doan phan biét TDMP lao va TDMP dich tham.

Ngoai ra, Lys DMP c¢6 gia tri phan biét TDMP lao va khong lao cao
hon Lys DMP/HT. Piéu nay goi ¥ chi nén xét nghiém Lys DMP ma khong
can lam Lys mau dé chan doan phan biét TDMP lao vd TDMP dich tiét wu thé
lympho bao (trong d6 phan 16n 1a KMP) & co s y té ban dau.

ADA ting cao trong DMP lao c6 y nghia thong ké so véi cac phan
nhém TDMP khong lao gom dich thim, KMP va viém/mi mang phéi. Véi
ngudng 1a 30 U/L, ADA DMP ¢ do nhay 90,8% va d6 dic hiéu 83,4% chan
doan phan biét TDMP lao v6i TDMP khéng lao. Bén canh d6 nhay va d6 dac
hi¢u kha cao, ADA con la xét nghiém tuong ddi ré tién, dé thuc hién trén cac
loai may sinh hoa thong thuong nén ADA 1a xét nghiém hitu ich trong chan
doan TDMP lao, can dugc nhan rong va thuc hién ngay tir cac co s6'y té ban
dau giup chan doan sém nguyén nhan TDMP.

INF-y trong DMP lao khac biét c6 y nghia thong ké so voi TDMP dich
thim, viém/mi mang phdi va KMP. Véi ngudng 13 63 pg/ml, INF-y DMP c6
d6 nhay 91,7% va do dic hiéu 95%. Dé dang nhan théy INF-y 1a xét nghiém
c6 gia tri chan doan TDMP lao cao nhit trong cac xét nghiém ké trén. Hon thé
nita, INF-y 12 xét nghiém dé thuc hién, tién loi, két qua nhanh chong hon so voi
nhom xét nghi¢m ¢ dién duogc xem 1a tiéu chuén vang chan doan TDMP lao
nhu cdy BK, PCR lao va sinh thiét mang phdi. Xét nghiém nay s& gitip ich rat

nhiéu cho cac bac si 1am sang dé chan doan chiac chan TDMP lao va kip thoi
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diéu tri khang lao cho bénh nhan. Tuy nhién, trang thiét bi va gia thanh cho xét
nghiém INF-y dat gap 8 1an so v6i ADA nén kho phd bién ¢ tuyén co sé. Mic
du vay, can nhan rong xét nghiém INF-y tir tuyén tinh dén tuyén trung wong
nhim nang cao gia tri chin doan ciing nhu tranh chin doan nhim nhitng trudng
hop khé hodc chong lap ADA gitta TDMP lao va viém/ma mang phoi hodc
TDMP do bénh 1y tu mién. ..

4.3.2. Két hop cac xét nghiém
3.3.2.1. Két hop xét nghiém ALP DMP + Lys DMP, ADA va INF-y

< Két hop giita ALP DMP (1) hodc ALP DMP/HT (2) va Lys DMP (3)/
Lys DMP/HT (4)

Ban thdn ALP DMP va ALP DMP/HT khéac biét khong c6 y nghia
thong ké gitra TDMP lao va khong lao nén sy két hop ALP DMP hoic ALP
DMP/HT véi Lys DMP hoic Lys DMP/HT khong 1am gia tang gi4 tri chan
doan so vdi tung xét nghiém Lys DMP hoac Lys DMP/HT riéng I€. Vi vay,
khong nén thuc hién ALP DMP va ALP DMP/HT trong thuc hanh 1dm sang.

< Két hgp ti 1¢ té bao Lympho DMP va Lys DMP hodgc Lys DMP/HT

Cac xét nghiém c6 gia tri chan doan TDMP do lao cao hién nay nhu
ADA va INFy chua dugc thyc hién rong radi. INFy chi thuc hi¢n dugc trén hé
théng may cong nghé cao & mot sd bénh vién 16n tuyén trung wong nén kha
nang pho bién rong rai xét nghiém nay 1a kho, ADA du dé thuc hién nhung
chua duoc nghién ciru va phd bién rong rii, trong khi ALP va Lysozyme du
gia tri chan doan TDMP do lao khong cao bang ADA va INFy nhung ré tién,
d& thuc hién trén cac may xét nghiém sinh hoa thong thudng, co kha ning phd
bién dugc ¢ tuyén co sé. Tuy nhién trong nghién ciu ciia chung toi, ALP
khong ¢ gia tri chan doan TDMP lao va sy két hop ALP va Lysozyme ciing

khong c6 y nghia thyc tién. Thém vao d6, cac triéu chimg 1am sang lai chu
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quan va khong c6 ¥ nghia chan dodan TDMP lao. Vi vay chung t6i két hop
dém té bao Lympho trong DMP vé6i Lysozyme (1 nhiing xét nghiém dé dang
thue hién va cho két qua nhanh chéng & tuyén co s6) va nhan thiy su két hop

nay c6 y nghia thong ké.

Khi két hop Lympho DMP va Lys DMP theo phuong trinh (%):

Lympho DMP (%) + 3,2 log (Lys DMP) > 99 (%)
lam tang d0 nhay va d6 dac hiéu cua Lys DMP va Lympho DMP (d6 nhay
tang 1an luot tir 69,5% va 70,9% lén 78,8%; d6 dic hiéu ting lan luot tur
85,5% va 75,2% lén 90%). Su két hop nay c6 y nghia thong ké va ¥ nghia
thuc tién, nén dugc khuyén céo ung dung trong chan doan TDMP lao.

Khi két hop Lympho DMP va Lys DMP/HT theo phwong trinh (°):

Lympho DMP (%) + 22 log (Lys DMP/HT) > 102 (°)

lam tang do nhay va d6 dac hiéu cia Lys DMP/HT va Lympho DMP (d0
nhay tang lan luot tir 70,8% va 70,9% 1én 75%; d6 dic hiéu ting lan luot tir
81,7% va 75,2% lén 85%). Su két hop nay c6 y nghia théng ké tuy nhién gia
tri chan doan cua (°) khéng cao bang cua (*) ma lai can xét nghiém thém Lys
mau nén gay tén kém va khong c6 ¥ nghia thuc tién, vi vay khong nén két
hop Lympho DMP va Lys DMP/HT trong chan doan TDMP lao.

% Két hop ALP va ADA / INF-y:

Béan than ALP DMP va ALP DMP/HT khong khac biét c6 y nghia
théng ké nén sy két hop ALP hoic ALP DMP/HT véi ADA DMP hoic INF-y
DMP khong lam gia ting gia tri chan doan so véi ting xét nghiém ADA DMP
hoidc INF-y riéng 18 va khong co ¥ nghia thuc tién.

< Két hop ti 1¢ té bao Lympho DMP va ADA:

Pé giam duong tinh gia, nhiéu nghién ctru cho thay isoenzyme ADA2

lam tang d6 dic hiéu tir 91% 1én 96% "°, tuy nhién xét nghiém nay dit tién
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va khéng duogc khuyén cdo dung thudng qui va ciing chua duge thuc hién &
Viét Nam. Nham 1am ting gia tri chin doan ctia ADA, chung toi phdi hop
ADA voi cac dau hiéu 1am sang va can 1am sang khac va nhéan thay két hop ti

& té bao lympho DMP va ADA DMP theo phuong trinh (%)

Lympho DMP (%) + 1,3 log (ADA) > 119 (%)
lam tang d6 dic hiéu cua Lympho DMP va ADA (d6 dic hiéu ting lan luot tir
75,2% va 83,4% lén 94,4%) lam tang d6 nhay cua Lympho DMP tir 70,9%
1én 80,6% nhung lai 1am giam d6 nhay ciia ADA. Su két hop nay lam gia ting
d6 dic hiéu so v6i mot minh ADA, c6 y nghia théng ké va y nghia thuc tién,
nén dugc khuyén céo img dung trong chan doan TDMP lao.

4.3.2.2. Két hgp LysDMP(3)/ LysDMP/HT(4) + ADA DMP (5)/ INF-y (6):

Gia tri chan doan TDMP lao ctia Lys DMP/HT thap hon Lys DMP ma
lai phai xét nghiém thém Lys mau nén su két hop Lys DMP/HT v4i ADA
hodc INF-y ¢ gid tri chan doan khong cao ciing nhu khong c6 y nghia thuc
tién bang két hop ciia Lys DMP v&i ADA hodc INF-y.

. Két hgp Lys DMP (3) + ADA DMP (5)

Két hop Lysozyme DMP v6i ADA theo phuong trinh (%)

ADA DMP — 0,03 log (Lys DMP) > 34 (%)
cO ¥ nghia théng ké lam tang do dac hiéu cua ADA (tur 83,4% Ién 91,2%)
nhung lai 1am giam nhiéu do nhay ctia ADA (tir 90,8% xudng 72,4%). Néu dé
tam soat TDMP lao thi khong can tng dung su két hop nay, tuy nhién co thé
tmg dung su két hop nay trong thuc tién dé 1am ting do chinh xac trong chan
doan TDMP lao.

Tuy nhién, sy két hop Lys DMP va ADA theo (%) lai c6 gié tri chn
doan TDMP lao thap hon so véi két hop ti 16 Lympho DMP va ADA theo (°).
Hon nita, xét nghiém dém té bao DMP trong d6 c6 ti 1¢ Lympho DMP lai 14
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xét nghiém thuong qui giup goi ¥ nguyén nhan TDMP wu thé lympho bao, do
vay viéc két hop Lympho DMP va ADA theo (°) ¢ y nghia thuc tién hon va
nén dugc Gmg dung trong thuc hanh 1am sang gitp gia ting gia tri chan doan
TDMP lao.

. Két hop Lys DMP (3) + INF-y (6)

Két hop Lysozyme DMP va INF-y lam ting do dic hiéu khéng dang ké
(tr 95% 1én 96%) nhung lai lam gidm nhe d6 nhay (tr 91,7% Xuéng 89,2%)
va lam tang chi phi thém so v&i mdt minh xét nghiém INF-y DMP. Do vay su
két hop nay khong cé ¥ nghia thyc tién va khong nén tmg dung trong thuc
hanh Iam sang.

. Két hop xét nghiém ti sé Lys DMP/ Lys MP/HT + ADA DMP +
INF-y DMP

Khi phan tich théng ké voi 3 bién sé doc 1ap 1a Lys DMP v6i ADA
DMP va INF-y DMP thi Lys DMP va ADA DMP déu khong c¢é y nghia théng
ké voi p 1an luot 13 0,89 va 0,15 (> 0,05).

Khi phén tich théng ké v6i 3 bién sb doc lap 1a Lys DMP/HT véi ADA
DMP va INF-y DMP thi Lys DMP/HT va ADA DMP déu khong c6 y nghia
théng ké véi p 1an luot 13 0,85 va 0,13 (> 0,05).

Gia tri chan doan khi két hop 3 xét nghiém nay bang véi gid tri chan

doén cua INF-y DMP.
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Tom lai:

ADA 1a xét nghi¢m co6 gia tri chan doan cao, tuong dbi ré tién, dé thuc
hién trén céc loai may sinh hoa thong thuong nén ADA 1a xét nghiém hiru ich
trong chan doan tran dich mang phéi lao, can duoc nhan rong va thyc hién
ngay tir cac co sd'y té ban dau gitp chan doan sém nguyén nhan TDMP.

O nhitng co so chua trang bi dugc ADA, c6 thé két hop ti 16 Lympho
DMP véi Lys DMP theo phuong trinh (%) d@é chan doan phan biét TDMP lao
va TDMP khong lao.

Hoic c6 thé két hop ti 16 Lympho DMP véi ADA DMP theo phuong
trinh (°) 1am gia tang gi4 tri chan doan cia ADA trong TDMP lao.

Hoic c6 thé dung ti s6 ALP DMP/HT > 0,6 dé hudng t6i phan biét
TDMP lao va viém/mu mang phoi v6i do dic hiéu 100% va ALP DMP/HT >
0,9 d¢ chan doan phan biét TDMP lao va KMP véi do dac hiéu 96,1%. Hodc
c6 thé dung Lys DMP > 18 mg/L dé hudng t&i phan biét TDMP lao va
viém/mu mang phdi v6i do dic hiu 90,3% hodc Lys DMP > 24 mg/L dé
chan doan phan biét LMP va KMP véi d6 dic hiéu 90,3% 6 co sd y té ban
dau.

INF-y c6 gia tri chan doan TDMP lao cao, can nhan rong xét nghiém
nay tir tuyén tinh dén tuyén trung wong nham tranh chan doan nham nhiing
truong hop kho hodc chong 1ap ADA gitta TDMP lao va mot s6 nguyén nhan
TDMP khéc.

Qua két qua nghién ciru, chiing t6i goi y luu d6 phd bién cac dau an

sinh hoa va vai tro ctiia chung trong phan biét TDMP nhu sau:
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A 4

Choc dich mang phoi
Dinh lugng protein va LDH DMP

Co

Dich tiét

Thuc hién cac thu t

nguyén nhan

Co6 mdt trong céc ti€u chi sau:
. Protein DMP/HT > 0.5

Dich thim
biéu tri nguyén nha
gan, hoi chung than

Phan tich té bao DMP

Pém thanh phan té bao

Céy, nhudém soi DMP
Lysozyme, ADA, INF-y DMP

Tuyén ()
huyén, tinh = (+)
ADA > 41 UI/L hoac
Tuyén tinh,
trung wong

So d6 4.1. Luu do phd bién va vai trd cac dau an sinh hoa
trong chan doan TDMP lao
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4.4. UNG DUNG THUC TIEN CUA PE TAI

Két qua cua dé tai bo sung vao kho tang dir liéu cua Y Hoc Viét Nam
vé tran dich mang phdi. Trong thyc té 1am sang, AFB duong tinh trong dam 1a
phuong tién thuong nhat dé chan doan TDMP di kém véi lao phdi. Néu AFB
khong dugc phat hién, phan 16n cac truong hop TDMP do lao khac duoc chan
doan tai dia phuong don thuan dua vao dic diém TDMP dich tiét vu thé
lympho bao ¢6 kém hodc khong véi phan tmg lao t6 dwong tinh manh. Vi
vdy, rat nhiéu bénh nhan TDMP dich tiét wu thé lympho bao da duoc chan
doan va diéu tri thtr lao. Mic du TDMP do lao co thé tu gi01 han trong vai
thang ma khong can diéu tri, viéc chan doan va diéu tri sai c6 thé lam bénh
dién tién ning va bién ching lao cac co quan khac. Piéu tri thir khong dugc
khuyén céo vi mang dén nhiéu nguy co nhu: bé sot chan doan khac, dic biét
1a ung thu; ton kém tién bac va thoi gian; tac dung phu thudc khang lao trén
gan, than, than kinh ngoai bién, khdp..., gy tdm 1y hoang mang lo lang cho
than nhan va bénh nhan.

M&i xét nghiém sinh hoa ké trén déu c¢6 uu va nhugc diém cua nd vé
gia tri chan doan va kha niang phd bién xét nghiém. Khong st dung ALP va
ALP DMP/HT trong chan doan TDMP lao. Adenosine deaminase nén dugc
pho bién rong rii ngay tir co sd y té ban dau va nén két hop ti 1¢ lympho DMP
véi ADA giup gia tang gia tri chan doan TDMP lao. Néu chua pho bién kip,
c6 thé két hop ti 16 lympho DMP véi Lysozyme dé phan biét TDMP lao va
khong lao. Interferon gamma c6 gia tri chan doan TDMP lao cao nhat nhung
lai dat tién nén khong khuyén cdo 1am thudng qui nhung ciing can dwoc trang

bi tir tuyén tinh va trung wong.
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4.5. GIOI HAN CUA PE TAI

Pé tai chi thuc hién tai khoa H6 Hap — BV Cho Riy. Pay la co so
giang day, dao tao dai hoc va sau dai hoc, 1a tuyén y té cudi duoc tap trung
nhiéu trang thiét bi hién dai nhung ddng thoi ciing tip trung bénh nhén ning
hodc dién tién bénh 1au, két qua nghién ctru co thé khac véi cac trung tim
khac. Thém vao do, khong phai tAt ca cac bénh nhan déu duoc thuc hién du
bbn xét nghiém Phosphatase kiém, lysozyme, ADA va INF-y lam cho s6 liéu
khong déng nhat va lam giam d6 manh ciia nghién ctu.

Thoi gian thyc hién 1au 1am giam tinh méi cua dé tai.
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KET LUAN

1. Nhan xét vé dic diém lAm sang, cin 1dAm sang ciia nhém bénh nhin
dwgc chin doan cudi cung 1a tran dich mang phéi lao:

- Tudi trung binh 48,6 tudi, tré hon c6 ¥ nghia théng ké so véi TDMP
khong lao.

- Khéng co su khéac biét vé tién can lao ciing nhu cac triéu ching 1am
sang ho, dau nguc, kho thd gitra bénh nhan TDMP lao va TDMP khong lao.
TDMP lao c6 s6t nhiéu hon trong khi TDMP khong lao c6 tién cin ung thu
cao hon; TDMP khoéng lao ¢o ti 16 TDMP 2 bén cao hon so voi TDMP lao.

- Nong d6 protein, LDH va ti 18 té bao lympho déu ting cao c6 ¥ nghia
trong TDMP lao so voi TDMP khong lao.

- V61 ngudng protein = 5,2 g/dl, d§ nhay 59%, dac hi¢u 80%.

- V61 ngudong LDH = 770 IU/L, d6 nhay 50%, dac hi¢u 60%.

- V61 ngudng Lympho = 81%, dd nhay 70,9%, dac hi¢u 75,2%.
2. Gia tri chian do4n ciia tirng xét nghiém:
2.1. Gid tri chén dodn ciia Phosphatase kiém:

- ALP va ALP DMP/HT khong c6 gia tri trong phan biét TDMP lao va
khong lao (véi p lan lugt 12 0,27 va 0,11).
2.2. Gid tri chén dodn ciia Lysozyme DMP va ti sé Lys DMP/HT:

- Ca Lys DMP va déu ting c6 ¥ nghia thong ké trong TDMP lao so véi
TDMP khéng lao tuy nhién gia tri chan doan khong cao.

- V61 ngudng Lys DMP = 11mg/L, d§ nhay 60,5% va dac hi¢u 89,2%.
- V61 ngudng Lys DMP/HT = 1,2, d6 nhay 70,1% va dac hi¢u 81,7%.
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2.3. Gid tri chin dodn ciia Adenosine Deaminase:

- ADA DMP ting c6 y nghia thong ké trong TDMP lao. Vi gid tri
nguong la 30 U/L thi ADA c6 d6 nhay 90,8%, d0 dic hi¢u 83,4%.

2.4. Gid tri chin dodn ciia INF-y DMP:

- INF-y DMP tiang c6 ¥ nghia thong ké trong TDMP lao. Vi gia tri
nguong la 63 pg/ml thi INF-y c6 d6 nhay 91,7%, d6 dac hi¢u 95%.

3. Gia tri chan do4n khi két hop cac xét nghiém:

- Két hop ALP véi cac xét nghiém khéac khong co ¥ nghia gia ting gia
tri chan doan.

- Két hop Lysozyme DMP va Lys DMP/HT véi ADA ciing khong c6 v
nghia 1am ting gia tri chan doan ciia ADA.

- Két hop Lysozyme khong lam ting gia tri chan doan ma con 1am giam
do dac hi¢u cua tung xét nghiém, thém vao d6 lam tang gia thanh cua xét
nghiém ADA hay INF-y riéng I€.

- Két hop Lympho DMP va Lys DMP theo phuong trinh:

Lympho DMP (%) + 3,2 log (Lys DMP) > 99
lam tang gia tri chan doan TDMP lao véi do nhay 78,8% va dic hiéu 90%.

- Két hop lympho DMP va ADA DMP theo phuong trinh:

Lympho DMP (%) + 1,3 log (ADA) > 119

lam tang gia tri chan doan TDMP lao véi do nhay 80,6% va dac hi¢u
94,4%.

- Két hop ba xét nghiém Lys, ADA va INF-y khong 1am ting gid tri

chan doan so véi mot minh INF-y.
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KIEN NGHI

M&i xét nghiém sinh hoéa ALP, Lysozyme, ADA hay INF-y déu c6 uu
va nhuoc diém ctia nd vé gia tri chan doan va kha niang pho bién xét nghiém.
Qua d¢ tai nghién ctru nay, dé chan doan nguyén nhan TDMP do lao, chiing
t6i c6 mot so kién nghi sau:

- ADA nén duoc thuc hién sém va thuong qui ddi v6i bénh nhan
TDMP. Pic biét ADA nén dugc pho bién rong rdi ¢ cac co so y té ban dau va
nén két hop ti 1¢ Lympho DMP v6i ADA dé lam ting gia tri chan doan
TDMP lao.

- ALP, ti s6 ALP DMP/HT va ti s6 Lys DMP/HT khong gop phan lam
tang gia tri chan doan nén khong can lam xét nghiém ALP DMP va méu ciing
nhu Lys mau cung luc choc do.

- O nhiing noi chua thyuc hién dugc ADA, c6 thé két hop ti 16 Lympho
DMP véi Lysozyme DMP dé chan doan TDMP lao.

- INF-y DMP c¢6 gia tri chan doan TDMP lao cao nhat nhung lai dat
tién nén khong khuyén céo 1am thuong qui nhung ciing can duoc trang bi tir

tuyén tinh va trung wong.
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PHU LUC
MAU THU THAP SO LIEU

Pé tai: Nghién cau gia tri cua Phosphatase kiém, Lysozyme, Adenosine

deaminase va Interferon gamma trong chan doan tran dich mang phéi do lao

ThS.BS Cao Xuan Thuc
1) Hanh chéanh:

Ho va tén:
Néam sinh: Gio1:
Nghé nghiép:
Dia chi:
Ngay nhap vién: S6 nhap vién:

2) Ly do nhap vién:

3) Bénh su:
Thoi gian bénh:
Ho: cO O khéng o
Ho khac dam: c6 o khong o
Ho ra mau: cO O khéng o
Sét: c6 o  khéng o
Sbt vé chiéu: c6 o khong o
On lanh: c6 O khéng o
Kho thé: c6 o khéng o
Pau ngyc kiéu mang phoi: c6 O khong o
Mét moi: c6 o khong o
An ubng kém: c6 O khong o
Gay syt can: c6 o khong o

Pau nhtrc xuong: c6 O khong o



4) Tién can:

+ Ban than:
Lao:
Ung thu:
Hut thudc 1a:

Bénh ndi1 khoa di kém:

Bénh tim

Bénh gan

Bénh than
Lupus:

bai thao duong:

Khac: (néu rod)

+ Gia dinh:

Lao:
5) Khdm lam sang:
+ Tong trang:
+ Sinh hiéu: M:
+ Hach ngoai bién:
+ Ho1 ching 3 gidm:
+ Rale ¢ phoi:
6) Can lam sang:
+ Cong thirc mau:

HC:

Hb:

Hct:

+ Toc d§ méu lang: gi0 dau:

c6 o khong o
cé(néu rd) khong
c6 o khong o
c6 o khéng o
c6 (néu rd) khodng o
¢ (néu rd) khodng o
c6 (néu ré) khodng o
c6 o khong o
cO6 O khéng o
cO6 O khéng o
HA: T NT:
c6 o khong o
cO O khéng o
cO O khéng o
BC: TC:
Neutrophil:
Lymphocyte:
Eosinophil:
gio thir 2:



+ IDR:

+ AFB dam: Lan 1: c6 (két qua) o
Lan 2: co(két qua) o
Lan 3: co(két qua) o

+ AFB dich da day:

co(két qua) o

+ Cay dam: co(két qua) o

+ Dong mau toan bo:

Binh thuong:
Khong binh thuong:
+ Xquang phoi:
TDMP: Trai:
Luong: it: Vura:
Xep phoi: co
Tham nhiém phéi hop:
Td Lao: co
Viém phoi: co
U phoi: co
Tha bong bay: co
+ Phén tich dich mang phoi:
. Mau sac:
. Té bao:
HC:
BC:
Neutrophil:
Eosinophil:

T¢€ bao lién vong:

Té bao thoai hoa:

co

khong o
khong o
khéng o
khong o
khéng o

Phai:
Nhiéu:
khong o

khong o
khéng o
khéng o
khong o

Lymphocyte:

Té bao no1 bi:

Té bao 4c tinh:



. Sinh hoa

Protein | LDH | Buong | ALP LYS |ADA |INFg
DMP
Mau
Ti sb
. Vi trung:
AFB DMP: co(két qua) o khong o
PCR lao DMP:  co(két qua) o khong o
Cay DMP: co(két qua) o khong o
+ Duc khéi té bao DMP:
Dai thé:
Vi thé:
Két lun:
+ Sinh thiét mang phoi:
.Lan 1:
.Lan 2:
.Lan 3:
. Két luan: Viém man: cO O khong o
Lao: cO O khéng o
Ung thu: c6 O khéng o
+ Siéu 4m mang phoi:
. TDMP: cO O khéng o
. U phbi: c6 o  khong o
+ Noi soi phé quan:
. Két qua:
. AFB DRPQ: cokét qua) o khongo



. PCR lao DRPQ: cokét qua) o khongo

. Té bao DRPQ:

. GPB sinh thiét niém mac phé quan:
Viém man: c6 o khéng o
Lao: c6 o khong o
Ung thu: c6 o khéng o

+ CT scan 16ng nguc:
7) Chan doén xac dinh:
. Lao mang phoi:
. Ung thu mang phoi:
. Viém xo héa mang phoi:
8) Piéu trj thir lao:
. Bap Umg sau 2 thang:
. Khong dép tng sau 2 thang:
. Két qua Xq kiém tra:
Hét TDMP:
Con TDMP: Giam: Khéng thay d6i:  Tang:



BAN THONG TIN DANH CHO POI TUQNG NGHIEN CUU
VA PONG THUAN THAM GIA NGHIEN CUU

Tén nghién ciru: Nghién ciru gia tri cia Phosphatase kiém, Lysozyme,
Adenosine deaminase va Interferon gamma trong chin doan tran dich
mang phdi do lao.

Nha tai tro: khong co

Nghién ctru vién chinh: ThS. BS CAO XUAN THUC

Pon vi chi tri: Bénh vién Chg Ry

I. THONG TIN VE NGHIEN CU'U:

Muc dich va tién hanh nghién ctru

- Pé nhan xét vé dic diém l1am sang, can lam sang ctia nhom bénh nhan duoc
chan doan cudi cung 1 tran dich mang ph6i (TDMP) do lao.

- Pé xac dinh gia tri chan doan cla timg xét nghiém: Phosphatse kiém dich
mang phdi (ALP DMP) va ti so6 ALP dich mang phdi / huyét thanh (ALP
DMP/HT), Lysozyme dich mang phdi (Lys DMP) va ti sé Lysozyme dich
mang phoi/ huyét thanh (Lys DMP/HT), Adenosine deaminase dich mang
phdi (ADA DMP) va Interferon gamma dich mang phoi (INF-y DMP) trong
TDMP do lao.

- Pé xé4c dinh gia tri chan doan cac phdi hop xét nghiém: ALP, Lysozyme,
ADA va INF-y trong TDMP do lao.

- Nhitng bénh nhan tran dich mang phdi s& dugc thu nhan vao nghién ctu,
choc dich mang phdi va lam cic xét nghiém dé chan doan nguyén nhan
TDMP.,

- Nguoi tham gia nghién ctru dugce theo doi sttc khoe béi bac si chuyén khoa

ho hap va bac s nghién cuu.



Cac nguy co va bit lgi

- T4t ca bénh nhan tham gia nghién cru dugc giai thich vé y nghia, quy trinh
thuce hién nghién ctru va ho c¢6 quyén tham gia hodc tir chdi tham gia nghién
cuu.

- Danh tinh ctia b¢nh nhan tham gia nghién ctru dugc bao mat, dugc nhan
dién thdng qua ma sb nghién cru dugc cip ban dau. Cac thong tin thu thap
duoc cia bénh nhan chi dung cho muc dich nghién ctu.

- Nghién ctru thyc hién trén bénh nhén tran dich mang phoi. Cac xét nghiém
déu can thiét trong viéc theo doi va diéu tri bénh nhan.

- Pinh luong Phosphatase kiém, Lysozyme, ADA va Interferon trong dich
mang phoi, thuc hién cing luc 1y dich mang phoi lam xét nghiém thudng qui
dé chan doan TDMP. Phosphatase kiém va Lysozyme méu chi can dung 2ml
va lay cung luc véi 1dy mau xét nghiém sinh héa thuong qui. Chi thuc hién
xét nghiém nay khi c6 sy dong y ctia bénh nhan. Chi phi xét nghiém do
nghién ctru vién chi tra mot phén. Cac xét nghiém nay chi thuc hién mot lan
trong sudt qua trinh nghién ctu.

- Nguoi tham gia nghién ctru van theo ddi diéu tri theo dung phac dd cua co
sO y té, cac nghién ctru vién khong tac dong vao qué trinh diéu tri.

- Béc si nghién ctru sé c6 thé lién lac véi bénh nhan hodc than nhan bénh nhan
trong thoi gian hai thang sau nghién ciru dé theo di tinh hinh dap tng diéu tri
néu bénh nhan khong c6 diéu kién tiép tuc theo doi tai Bénh vién Cho Réy.
Boi thwong/ diéu tri khi c6 ton thwong lién quan dén nghién ciru

Nghién ctru ¢t ngang mé ta, khong anh huong dén strc khoe cua ngudi tham
gia nghién ctru.

Nguwoi lién hé

- ThS.BS CAO XUAN THUC. S dién thoai: 0903.317.373



Su tw nguyén tham gia

- Nguoi tham gia duoc quyén tu quyét dinh, khong hé bi ép budc tham gia.

- Nguoi tham gia ¢ thé rat lui & bat ky thoi diém nao ma khéng bi anh huong
gi dén viéc diéu tri/ chim s6c ma ho dang duoc huong.

Tinh bao mat

- H6 so lién quan dén nghién ctru ghi nhan tir bénh nhan s& hoan toan bao
mat, chi danh phuc vu nghién ctru khoa hoc.

II. CHAP THUAN THAM GIA NGHIEN CUU

Toi da doc va hiéu thong tin trén day, da c6 co hoi xem xét va dat cau hoi vé
thong tin lién quan dén ndi dung trong nghién ctru nay. Toi di nodi chuyén truc
tiép v4i nghién ctru vién va dugce tra 1i thoa dang tat ca cac cau hoi. Toi nhan
mot ban sao ctia ban Thong tin cho ddi twong nghién ciru va chap thuan tham

gia nghién ctru nay. Toi ty nguyén dong ¥ tham gia.

Chir ky cia nguoi tham gia:

Ho va tén:

Dia chi: Sé dién thoai lién lac:
Chtr ky:

Ngay thang nam

Chir ky ciia nguoi 1am ching hodc ciia nguoi dai dién hop phap (néu ap
dung):

Ho va tén:

Dia chi: Sé dién thoai lién lac:

Chtr ky:

Ngay thang nam



Chir ky ciia nghién ctru vién/ ngudi ldy chap thuin nghién ciu:

T6i, nguoi ky tén dudi ddy, xac nhan rang bénh nhan/ ngudi tinh nguyén tham
gia nghién ctru ky ban chép thuan da doc toan b ban thong tin trén day, cac
thong tin ndy da duoc gii thich cin k& cho Ong/Ba va Ong/Ba di hiéu rd ban

chat, cac nguy co va loi ich cua viéc Ong/Ba tham gia vao nghién ctru nay.

Ho va tén:
Chtr ky:
Ngay thang nam



CAC HINH ANH THU THAP QUA NGHIEN CUU

Hinh 2: Hinh anh nang lao véi hoai tir ba dau, su hién dién

cua té bao biéu mo va dai bao Langhans.



Hinh 3: Xquang phdi cta bénh nhan nam, 18 tudi, tran dich mang phdi (T)
lugng nhiéu. Chan doan xac dinh Lao mang phoi (T) dua trén sinh thiét mang

phoi cho két qua: Mo viém lao mang phoi.

Hinh 4: CT-scan bénh nhan nif, 28 tudi, ton thuong dang ndt lan téa 2 phé
truong. Chan doan xac dinh lao bang AFB dam (+).
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Hinh 5: May Evidence®, hdng Randox cé thé thuc hién nhiéu bo xét nghiém

cuing ltc (bao gom ca dinh luong Interferon gamma) bang cong nhgé biochip



Hinh 6: May Hitachi dung dé dinh lugng Adenosine Deaminase.

Hinh 7: M4y Map Lab Plus dung dé dinh lugng Lysozyme.



DANH SACH BENH NHAN TRONG NGHIEN CUU
Pé tai: Nghién cau gia tri cua Phosphatase kiém, Lysozyme, Adenosine
deaminase va Interferon gamma trong chan doan tran dich mang phéi do lao.
Nghién cuiru vién: ThS.Bs. Cao Xuan Thuc
Dia diém: Khoa H6 Hap — Bénh vién Cho Ray

STT |Ho vatén Gioi Nim sinh | S6 nhép vién
1 | Pao Thién V Nam |1981 209071910
2 | Nguyén Qubc T Nam |1983 209057094
3 |LéVinb Nam | 1951 209028416
4 |LéThiC Nir 1933 209033981
5 | Vuong Thai N Nam | 1958 209043364
6 |LéThiH Nir 1967 209045905
7 | Nguyén Vin S Nam | 1961 209041106
8 Nguyén Ngoc Tudong A Nir 1978 209039150
9 |BanThiV Nir 1960 209011166
10 | Vuong Thi Bich T Nir 1966 209024293
11 | Cao VinC Nam |1988 209024156
12 | V3 ThiN Nir 1932 209025772
13 | Phan Thi Mong T Nir 1988 209022878
14 | Nguyén Thi D Nir 1937 209019132
15 | Nguyén Vin M Nam | 1958 209022912
16 | Duong Van L Nam | 1969 209022788
17 | Cao Qudc Vién S Nam | 1986 209018677
18 | Nguyén Vian P Nam | 1947 209012607
19 |TranThi Y Nir 1987 209007140

20 | Boan Ngoc Kh Nam 1918 209002285
21 | Vii Tién Kh Nam | 1984 209000076
22 | Nguyén Hoai N Nam | 1987 209059215
23 | Pham Thi Tudng V Nir 1985 209055554
24 | Cao Minh C Nam | 1966 209042386
25 | Lé Ha Kim Kh Nir 1982 209031000
26 | Pham Qubc T Nam | 1970 209057235




27 | Ngd KimN Nam | 1958 209037506
28 | Nguyén Thanh X Nam 1938 209028415
29 | T6 Duy Ng Nam 1940 209052947
30 |LéNgocV Nam | 1961 209072866
31 | Nguyén Xuan S Nam | 1944 209020802
32 | Pham Vin Ch Nam | 1935 209067301
33 |LéThiC Nir 1921 209014166
34 | Nguyén Pinh T Nam | 1959 209016128
35 | Pang Thai H Nam | 1956 209015367
36 | Ung Vian D Nam | 1952 209012928
37 | Tran Van H Nam | 1984 209056173
38 | Nguyén Thi Thu Th Nit 1978 209085763
39 |VéVanM Nam | 1929 209051266
40 | ViiDPinh R Nam |1923 209050625
41 | V5 ThiL Nir 1943 209000514
42 | Phan Duy Ch Nam | 1960 209039583
43 | Nguyén Thi T Nit 1953 209060692
44 | Nguyén Thi Ngoc Th Nir 1980 209061825
45 | Tran Van T Nam | 1925 209063189
46 | Pang Thi Th Nir 1978 209068953
47 | Nguyén Vin H Nam | 1960 209074643
48 | Nguyén T4n Th Nam 1970 209073859
49 | Bui Thi Cam N Nir 1963 209049031
50 |LéVanTr Nam | 1930 209053791
51 | V6 Kim Tr Nam | 1942 209014231
52 |LéVanT Nam | 1966 209015688
53 | Nguyén Thi B Nir 1945 212002495
54 | Ngo Thi S Nir 1922 212112709
55 | Pham Thi H Nir 1914 210075627
56 | Nguyén Pic Th Nam | 1937 210066800
57 | Nguyén Thi S Nir 1930 210069832
58 | Nguyén Thanh T Nam | 1982 211110780
59 | Bui Thi N Nir 1924 211007917
60 | Tran Thanh N Nam 1938 211113503




61 |LéVinU Nam 1924 211018169
62 |Bui ThiN Nit 1939 211005678
63 | Tran Van Q Nam |1933 211076991
64 | Nguyén Thanh B Nam 1935 212080193
65 |BuiThiH Nir 1944 211075610
66 | Tran Thi H Nir 1973 211072492
67 |NgbT Nam 1935 211074465
68 |DinhTan T Nam |1929 211098408
69 | Ho6 Vin Ch Nam 1942 211070023
70 | Nguyén Van T Nam 1986 211075602
71 | Kiéu Luong Gia H Nam 1993 211075399
72 | Nguyén Hitu Th Nam 1949 211099248
73 | V5 Thi Thuy L Nit 1978 211102726
74 | Nguyén Ngoc D Nam 1953 211106293
75 | Nguyén Thanh Ph Nam 1944 212101766
76 | Nguyén Thi D Nit 1950 212008399
77 | MaiThanh T Nam 1946 211103424
78 | Truong B4 H Nam 1957 210075365
79 | Luong Vin H Nam 1986 212029107
80 | Tran Van M Nam 1941 212021138
81 | Lé Huong Phong L Nir 1983 212032985
82 | Nguyén ThiL Nir 1954 211110627
83 | Nguyén Ping Tr Nam 1972 212009398
84 | Nguyén Thanh Th Nam 1984 210095179
85 | Bui Minh Ch Nam 1955 211098614
86 | Pham Thi H Nir 1987 211091695
87 | Nguyén Mong O Nir 1987 211096315
88 | L& Hoang L Nam 1984 211106499
89 |Po6VinT Nam 1974 211088161
90 | Truong Trong Nguyén A | Nam 1988 211086793
91 |PiéuNg Nir 1986 210081220
92 | Nguyén Thi My T Nir 1989 210067660
93 | Pham Thi Thanh T N 1990 210090410
94 | Nguyén Thanh T Nam 1979 210092221




95 | Nguyén Thi N Nir 1959 210083821
96 | Phan Hong P Nir 1954 211083773
97 | Trinh Nguyén Ngoc L Nam 1994 211102650
98 | Pinh Qudc D Nam |1983 211098236
99 | Nguyén Vin E Nam | 1955 212099017
100 | Tran Van C Nam | 1929 211004518
101 |Lé Thanh H Nam 1980 212025820
102 | V& Thi Ngoc H Nir 1960 212012319
103 | Nguyén Vin L Nam | 1964 212001141
104 | Pham Thi N Nir 1932 212027010
105 | Nguyén Van D Nam | 1952 212030754
106 | Tran Ngoc T Nam 1949 212007284
107 |LéL Nam | 1966 211002442
108 | Pham Vin V Nam |1935 212015164
109 | Nguyén Vin B Nam |1933 212005827
110 | Huynh Thi R Nir 1931 210076957
111 | Huynh Van C Nam | 1967 210083569
112 | Luu Thi Ph Nir 1924 210068683
113 | Nguyén Thi Bach M Nir 1941 210066650
114 | Nguyén Minh D Nam | 1990 210070936
115 | Huynh Thi R Nir 1932 210058886
116 | Tran Thi Kim Th Nir 1948 210060287
117 |Nguyén Ng Nam | 1927 211095442
118 | Pham Pinh H Nam |1948 211096622
119 |Hoang HaC Nam |1971 211108528
120 | V Thi Tuyét Ng Nit 1980 211011417
121 | Tran Ngoc L Nir 1958 211003058
122 | Nguyén Thi Nh Nir 1944 211112332
123 |PSThiT Nir 1945 211112180
124 | Phan Thi B Nir 1956 211018927
125 | Ly Qubc Kh Nam | 1974 211013954
126 |Lé ThiD Nir 1944 211010681
127 | Truong Pirc T Nam | 1963 211012779
128 | Pinh birc H Nam |1933 211070303




129 | PO Hitu N Nam 1943 211075675
130 | V& Thi Th Nit 1947 211081474
131 | Pinh Thi X Nit 1965 211070344
132 | H Mrai Nie Nam 1950 211076668
133 | Nguyén Thi D Nit 1949 211088332
134 | Lac Tu Thanh S Nit 1985 211096314
135 |Nguyén Thi T Nir 1970 211073553
136 | Nguyén Thi T Nir 1927 211084163
137 | Phan ThiM Nit 1954 211098367
138 | Huynh Thi Ngoc A Nit 1969 211101706
139 | Ha Thi Kh Nit 1921 211103507
140 |Bui Van b Nam 1941 212101764
141 |Nguyén Thi T Nit 1936 212107080
142 | Nguyén Vin Th Nam 1958 212100457
143 | Vo ThiH Nit 1944 212103803
144 | Tran M Nam 1933 212011545
145 | Tran Thi Th Nir 1925 212003963
146 |VanB Nam 1931 212111569
147 | Ha Minh H Nam 1936 212100522
148 | Tran Thi G Nit 1973 212105719
149 | Koch Krai Nam 1956 212103005
150 | Pam Thi A Nit 1960 212009403
151 | Truong Van D Nam 1948 211083584
152 | Duy Thij Ph Nit 1938 209023633
153 | Chamale Som Nam 1953 209062644
154 | Tran Kim V Nam 1937 209040380
155 | Nguyén Kim Th Nit 1951 209023113
156 | Nguyén Vin Ng Nam 1952 209060041
157 |Ngo Thi C Nit 1935 209075200
158 | BUi Kim H Nam 1967 209064711
159 | Nguyén Thanh T Nam 1938 209042197
160 | Pong Thi Th Nir 1931 209029811
161 | Lau Loc M Nit 1969 209021843
162 | Nguyén Vin H Nam 1943 209038359




163 | Long Pau Nam | 1938 209035608
164 | Nguyén Thi V Nir 1941 209052857
165 | Huynh Thi H Nir 1948 209075557
166 | Nguyén Hiru Ph Nam 1937 209077293
167 | LuuPuc Q Nam | 1931 209008009
168 | Nguyén Thi H Nit 1934 209003260
169 | D6 Thi H Nir 1951 209004182
170 | Nguyén Vin X Nam 1930 209000272
171 | Huynh Thi Ph Nit 1955 209004487
172 | Lu Thi Ph Nir 1931 209004725
173 | Ta Thi Puc H Nir 1965 209064496
174 | Nguyén Thi Th Nit 1921 209002376
175 | Nguyén Thi B Nir 1956 209039843
176 |Ly ThiE Nir 1931 209037922
177 | Nguyén Thi S Nir 1930 209032573
178 | Truong Vinh H Nam | 1942 209027229
179 | Lé Thi Anh H Nir 1974 209021455
180 | Nguyén T Nam | 1939 209035326
181 | Nguyén Thi B Nir 1957 209020887
182 |LéThiP Nir 1912 209025415
183 | V& Ngoc D Nir 1954 209032349
184 |Nguyén T Nam |1933 209062214
185 | Truong Minh Tr Nam 1968 209072968
186 | Hoang Thi Q Nir 1927 209062461
187 | Tran Thi Kiéu D Nir 1975 209065231
188 | Truong Vin S Nam | 1937 209070169
189 | Sen Ly Kiu Nir 1950 209049427
190 | Hoang Minh B Nam 1940 209047078
191 | Nguyén ThiL Nir 1933 209046898
192 | Chau Khuon Nam 1950 209051284
193 | Ly Thanh L Nam | 1940 209049829
194 | Hwing Y Luin Nam 1960 209052356
195 | Nguyén Hung E Nam 1976 209044996
196 | Truong Quang T Nam 1956 209037711




197 | Nguyén Thi T Nir 1950 209043613
198 |V VanT Nam 1950 209039839
199 | Pd Vian P Nam 1935 209036570
200 |TaVanT Nam 1979 209020380
201 |ViThiY Nir 1953 209065708
202 |LéVianN Nam 1952 209061805
203 | Tran Thi B Nir 1924 209059973
204 | Tran Thi H Nir 1971 209060210
205 | Bui Kh Nam 1948 209026430
206 | Nguyén Hiru M Nam 1961 209034672
207 | Nguyén Thi D Nir 1921 209038450
208 | T6 Thi Bich Th Nit 1961 209034811
209 | Nguyén Thi Nh Nir 1927 209017576
210 | Nguyén Thi Ng Nir 1931 209073377
211 | Ngb Coéng B Nam 1929 209073409
212 | Diép Phudc H Nam 1967 209070800
213 | Tran Thi Kim Ch Nir 1977 209073110
214 | Lai Van Th Nam 1940 209064668
215 |Nguyén Thi T Nir 1920 209066178
216 | Nguyén Thanh H Nam 1956 209068226
217 | Nguyén Minh B Nam 1958 212011971
218 | Chéu Thi V Nit 1993 212024377
219 | V3 Thil Nit 1937 212032031
220 |Lé Tuyét H Ni 1935 210077568
221 | Huynh Thi Anh H Ni 1986 210067529
222 | Nguyén Vin L Nam 1940 212015940
223 | Than Vin M Nam 1938 210070104
224 | Huynh Thi H Nit 1923 212003140
225 | Phan Thi D Ni 1955 212022532
226 | Truong Van H Nam 1929 212009811
227 | Huynh Phuéc Ch Nam 1947 212018133
228 | Ha Thi M Nit 1941 210084317
229 | Nguyén Thi Thanh Tr Nir 1993 212107174
230 | Téng Thi Th Nir 1935 212007722




231 | Phan Puc Tr Nam | 1946 212011761
232 | Tran Van Q Nam 1942 212010777
233 | Nguyén Pinh H Nam | 1965 212006532
234 | Ha Vin A Nam | 1939 212007471
235 | V5 Duong b Nam | 1961 212104191
236 | Tran Thi A Nit 1942 212022812
237 | Van Quang Th Nam 1928 212104842
238 | Tran Thi H Nit 1957 212093843
239 | Tran ThiL Nit 1947 212107504
240 | L& Quang Thanh T Nam | 1955 212100021
241 | Nguyén Thi L Nir 1927 211073027
242 | Truong Tung Ph Nam | 1943 211078456
243 | Lé VanC Nam | 1924 211097236
244 | Nguyén Vin S Nam | 1930 211095090
245 | Cao Hoang Th Nam | 1929 211098155
246 | Pham Thi B Nir 1963 211008179
247 | Lam Van T Nam | 1929 211001219
248 | Nguyén Puc H Nam | 1955 211108564
249 | V5 Thi B Nir 1940 211109425
250 | Su Koum Sok Nam | 1946 211111652
251 | Luu Hong Ph Nir 1978 211111261
252 | Trwong Thi My L Nit 1942 210092858
253 | Nguyén My Q Nam | 1984 210075588
254 | Nguyén Thanh T Nam | 1963 210085655
255 | L& Cong Kh Nam | 1958 210093215
256 | Tran Van H Nam 1952 211085103
257 | Vii Binh Q Nam | 1930 211110624
258 | Vi Btic Ch Nam |1913 211008919
259 | Nguyén Thuan Ch Nam | 1939 211112819
260 | V5 Thi N Nam |1923 211115436
261 | Nguyén Huy T Nam | 1953 211020381
262 | Truong Thi L Nit 1969 211003553
263 | Huynh Thi H Nir 1938 211075296
264 | Vo Khic Ng Nam | 1942 211074553




265 | Nguyén Vin Ch Nam 1968 211098213
266 | Hoang Van Tho Nam 1973 211090921
267 | Tran Van H Nam 1990 211082382
268 | binh Thi B Nir 1951 211080266
269 | Pham Van T Nam 1977 211083533
270 | Nguyén Vin Th Nam 1944 212089100
271 | Nguyén Thanh T Nam 1941 212090390
272 | Truong Van H Nam 1961 212010226
273 | LuuThiL Nir 1935 212005171
274 | Tran Hoang S Nam 1935 212095475
275 | Nguyén Vin D Nam 1963 212108201
276 | Tran Van L Nam 1944 210073357
277 |POThiH Nit 1960 210093492
278 | Nguyén Thi H Nir 1989 210075025
279 |Phan VanL Nam 1983 209045632
280 | Tran Thi Th Nir 1936 209023384
281 | Tran Thi D Nir 1947 209051632
282 | Tran Van L Nam 1923 209026280
283 | Trinh Thi L Nit 1981 209025558
284 |HO6 ThiM Nir 1930 209019790
285 | Lé Thi Ngoc H Nir 1956 209018137
286 | Nguyén X Nam 1947 209033767
287 | Nguyén Gi Nam 1936 209024162
288 | Nguyén Xuan Ph Nam 1980 209023372
289 | Phan Thi My L Nir 1982 212004425
290 | Thai Thi U Nir 1942 212108320
291 | Nguyén Vin Tr Nam 1977 212003426
292 | Nguyén Vin B Nam 1973 211107730
293 | Nguyén Vin D Nam 1953 211096687
294 | Nguyén Thi Nh Nit 1984 211013509
295 | Ho Ngoc T Nam 1979 211112528
296 | Phan Thi Th Nir 1944 211075298
297 | Phan Ngoc b Nam 1952 211003134
298 | Nguyén V& Minh Nh Nam 1992 211104086




299 | V6 KimS Nir 1975 210068682
300 | Nguyén Thi A Nir 1957 212035538
301 | Duong Btic H Nam | 1976 212008294
302 |Nguyén Thi Anh P Nir 1967 211096597
303 | V5 ThiD Nir 1957 212010520
304 | Nguyén Hoang S Nam 1962 211012811
305 | Trinh T4n Th Nam 1975 211110368
306 | Khuc Nguyén T Nam 1976 211014695
307 | Nguyén Van H Nam | 1972 209013744
308 | Tran Vian Tr Nam | 1960 211101784
309 | Nguyén Thi K Nir 1981 211020059
310 | L& Qudc T Nam | 1961 212039632
311 |L&@Minh T Nam | 1954 210067742
312 | Nguyén Thanh Nhat Nam | 1974 210073318
313 | Tran Thi Th Nir 1964 212019259
314 | Ho Thi Tr Nir 1988 209039762
315 | Nguyén Vin B Nam 1944 210065223
316 |Lé VinNg Nit 1948 211076223
317 | Nguyén Thi Thu Th Nir 1983 210081794
318 |Lé Vian Nh Nam | 1921 210072459
319 | Nguyén Vin Ph Nam 1940 210073180
320 |Ly VanH Nam | 1953 210066912
321 |P6 Van Th Nam | 1925 210072233
322 |LéVanT Nam | 1941 211096885
323 |LéThiR Nir 1951 211104749
324 | Tran Cao T Nam 1983 211109160
325 | Pham Thij Tr Nir 1988 211014694
326 |Pao AnD Nam | 1985 211002621
327 | Nguyén Quéc H Nam |1983 211007556
328 | Nguyén Puc L Nam 1969 211017617
329 | Tran Vin Ch Nam | 1975 211075519
330 | Tran Van Q Nam | 1949 211078199
331 | Ly Trong Nh Nam 1989 211096081
332 | Hoang Thi Thu H Nit 1970 211090674




333 | Lé Thing L Nam | 1972 211080867
334 | Bc Nguyét M Nir 1957 211080836
335 | Lé Thi Tuyét A Nir 1966 211070876
336 | Duong Thanh Tr Nam | 1981 211022825
337 | HO Tran Thi Kim A Nir 1994 212001099
338 | Nguyén Thi L Nir 1984 212101496
339 | Duong Qubc H Nam | 1953 211071055
340 |Pang ThiT Nir 1939 209015706
341 | Truong Cong H Nam |1938 209079073
342 | Tran Thi Gai L Nir 1970 209045592
343 | Nguyén Thi Kim Th Nir 1977 209044540
344 | Nguyén Thanh L nam 1946 211103202
345 | Nguyén Thi Thuyén Nit 1925 209058881
346 | T6 Vin Ng Nam | 1956 209043976
347 | D6 Thi B Nir 1949 209041820
348 | Nguyén Vin Th Nam | 1934 209062224
349 | Bao Vin B Nam | 1966 212097160
350 |LéVanT Nam | 1944 212104760
351 | Nguyén vin Ph Nam | 1958 209036062
352 | Nguyén Anh K Nam |1973 209038482
353 | Nguyén Ph Nam |1930 209062995
354 | Ping van Th Nam | 1929 209057757
355 | Ping van Th Nam | 1930 209057853
356 | Tran Thi T Nir 1955 211078618
357 |Pang Van T Nam | 1945 211071068
358 | Nguyén Vin D Nam 1953 212002981
359 | Nguyén Thi B Nir 1962 212002685
360 | Nguyén Vin B Nam 1922 212084813
361 | Nguyén Thi H Nir 1952 212066918
362 |LéVinH Nam | 1924 212070588
363 | Pham Vian Th Nam | 1985 212069698
364 | Hwa Van T Nam | 1954 212070542
365 | Nguyén Thu N Nir 1989 212078132
366 | Nguyén Cong V Nam | 1992 212063886




367 | Vuong Quang L Nam 1987 212052714
368 | Lam Anh M Nit 1924 212062507
369 |Phan Thi T Nit 1983 212005151
370 |Nguyén Chi V Nam 1945 212035705
371 | Nguyén Thi B Nir 1941 212040008
372 | Luong Vin Kh Nam 1986 212029107
373 | Tran Vian Kh Nam 1960 212090624
374 |V ThiMy b Nit 1950 212092544
375 |Lé Thi Nh Nir 1940 212091303
376 | Tran Minh Th Nam 1954 212058882
377 | Hoang Vin A Nam 1928 212059095
378 | Pham Francois Nam 1944 212065143
379 | Trinh Thi S Nit 1933 212069049
380 |LéThiM Nir 1942 212017028
381 | H6 Puc Th Nam 1966 212023143
382 | Nut Men Nam 1964 212102623
383 |Pham Vin T Nam 1932 212046930
384 | Tran Thi H Nir 1925 212052433
385 | T6 Manh H Nam 1975 212085297
386 | Nguyén Thi Bach Ng Nir 1962 212058910
387 | Tran Vin H Nam 1933 211078818
388 | Nguyén Vin L Nam 1964 212001141
389 | Nguyén Thi Th Nit 1935 212024367
390 | Pham Thi N Nir 1932 212021131
391 | Luu Thi Minh Ch Nir 1956 212069657
392 |So Tith Nam 1952 212108439
393 | Nguyén Thi T Nir 1937 212103542
394 | Lé Quang H Nam 1945 212108440
395 | Danh Ph Nam 1950 212101493
396 | TuMinh H Nam 1976 212104114
397 | Tran Thi H Nir 1957 212093843
398 | Nguyén Thi Xuan H Nir 1962 212098829
399 |Lé VanTh Nam 1983 212093434
400 | Tran Pinh Ng Nam 1968 212097682




401 |VdVinM Nam 1975 212094350
402 | Nguyén Van R Nam 1933 212092560
403 | Nguyén Vin E Nam 1955 212099017
404 | Vo Duong P Nam 1961 212104191
405 | Dang Thanh Ph Nam 1934 212098568
406 | Nguyén Thanh Ph Nam 1944 212101766
407 |Bao VanB Nam 1966 212097160
408 | Nguyén Vin Nh Nam 1996 212096306
409 | Nguyén Thanh T Nam 1974 212104009
410 | Poan Hitu Nh Nam 1947 213009852
411 | Nguyén Thé Tr Nam 1967 212022099
412 | Nguyén Thi N Nit 1957 212084550
413 | Nong Thanh N Nam 1967 212088869
414 | Nguyén Vian Th Nam 1947 212085729
415 | Nguyén Vian L Nam 1954 213012108
416 | Vo Vian K Nam 1950 212097850
417 | Pham Van B Nam 1961 212008416
418 |Huynh Thi T Nit 1959 212014385
419 | Nguy Gi Nam 1945 212012694
420 | Nguyén Kh Nam 1939 210084524
421 | Huynh Vin B Nam 1930 210074323
422 | Nguyén Tai Ch Nam 1937 211003613
423 | Tran Vian Th Nam |1931 211067431
424 | Tran Ngoc Th Nam 1961 211087818
425 | Huynh D Nam 1952 212029506
426 | Lé ThiM Nir 1920 212035002
427 | Peng Sreang Nam 1958 212036650
428 |LéThiX Nir 1954 212031657
429 | Tran Van L Nam 1927 212025699
430 | Nguyén UtE Nam 1970 212041780
431 | Nguyén Thi Nh Nit 1936 212061254
432 | Luong Van R Nam 1956 212069242
433 | Quach Thi Chin Nh Nit 1963 212072240
434 | Nguyén Thi Xuan L Nir 1944 212093345




435 | Tra Vin Ng Nam 1950 212090726
436 | Phan Van Th Nam 1930 212064647
437 | Phan Thi I Nit 1945 212052517
438 | Nguyén Tr Nam 1930 212041484
439 | Tran Thi Bd Nir 1935 212039955
440 | Nguyén ThiL Nir 1984 212101496
441 | Lé Phuéc H Nam 1930 206033854
442 | Pang Thi Q Nit 1938 211016592
443 | BUi Q Nir 1933 210093453
444 | Phan U Nam 1934 220654133
445 | Nguyén Hiru Ph Nam 1972 211106211
446 | Phung Thi T Nit 1940 212089030
447 | Nguyén Vian B Nam 1960 212089082
448 | Nguyén Nhat Tr Nit 1987 212091285
449 | Nguyén Thi D Nit 1985 212045602
450 |LéThiN Nit 1951 212045323
451 | Nguyén Van T Nam 1974 212040593
452 | Tran Vin Ch Nam 1975 212064082
453 |Lé VanH Nam 1924 212060784
454 | HO Minh L Nam 1992 212063331
455 | Mai Thi Th Nir 1965 212077371
456 | Duong Thi D Nir 1941 212019172
457 | Do Thi Lién H Nir 1937 220661509
458 | Cao Minh A Nam 1959 210078556
459 | Lé&Ph Nam 1915 211083901
460 | Pham Van Q Nam 1962 211087812
461 | Nguyén Thi Mai H Nir 1963 211070486
462 | Truong Thi Th Nir 1964 211076096
463 | Pinh Vin S Nam 1929 211078335
464 | Pham Thi B Nit 1941 211008061
465 | Nguyén Van H Nam 1946 211006907
466 | Tran Thi V Nir 1921 211010847
467 | Nguyén Thi S Nir 1966 211114192
468 | Luong Van H Nam 1948 211009602




469 | Thi Nh Nit 1967 211084954
470 | Nguyén Thi Kh Nir 1935 211088257
471 | Nguyén Vin S Nam |1938 210083139
472 |Pang Vin L Nir 1953 210095922
473 | Huynh Thi Th Nit 1963 210082148
474 | D6 Thi Thanh Nh Nit 1954 210081450
475 | Tran Van B Nam |1931 210084298
476 | Nguyén Thi D Nir 1937 212018034
477 | HO Ptic Th Nit 1966 212014347
478 | Vo Diéu H Nir 1961 212002136
479 | Bui Thi Ta A Nir 1943 212010912
480 | Ly ThiL Nir 1939 212024002
481 | Nguyén Thi B Nit 1922 212042203
482 | Tran Van T Nam | 1941 212045038
483 |Lé ThiBéN Nir 1966 212044251
484 | Luu Hong Q Nam | 1993 212038352




