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LOI CAM ON

Toi xin bay 6 long biét on sdu sdc t6i TS. Nguyén Pic Trung — Phong Xét
nghiém Vi sinh vat va Sinh hoc phdn tw - Bo mon Vi sinh — Truong Dai hoc Y Duoc

Thai Nguyén, da tdn tinh hurdng dan, chi bao t6i trong qud trinh thiee hién dé tai nay.

Toi xin chan thanh cam on cdc thdy ¢d, ki thudt vién va nhén vién ciia Bé
moén Vi sinh — Truong Pai hoc Y Dwoc Thai Nguyén da tao moi diéu kién vé may

maoc va co so vdt chat giup toi hoan thanh dé tai.

TOi xin chan thanh cam on cdc Ban Gidm déc, Phong Ké hoach Tong hop,
cac bdc sy, ki thudt vién ciia Bénh vién Lao va Bénh phéi Thdi Nguyén da cung cdp
mau bénh pham, hé tro va gilp dé tdi hoan thanh mét sé thi nghiém trong qud

trinh nghién cuu.

Ciing véi long biét on sdu sdc téi xin giri tGi toan thé cdc thday ¢d gido trong
Khoa Sinh — KTNN, Khoa Sau Pai hoc — Truong Dai hoc Su pham Thai Nguyén da

gilip dé toi trong qud trinh hoc tdp va hoan thanh dé tai nghién ciru.

Cdm on ban bé, dong nghiép, nguoi than va gia dinh da dong vién va giip

do t6i rat nhiéu.
Toi xin chan thanh cam on !
Thai Nguyén, thang 8 nam 2011

Hoc Vién

Nguyén Duy Ha
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LOI CAM DOAN

T6i xin cam doan day 13 cong trinh nghién ctru cta toi. Cac s6 lidu va két qua
nghién ctru trong ludn vin 14 hoan toan trung thue va chua c6 ai cong bd trong mot

cbng trinh nao khéc.

Hoc Vién

Nguyén Duy Ha
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MUC LUC

Trang phu bia

Lo1 cam on

Lo1 cam doan

Muc luc

Danh muc céc ki hiéu, cac chir viét tat

Danh myc céc bang

Danh muc cac hinh vé

MO DAU

CHUONG 1: TONG QUAN TAI LIEU

1.1. Lich str nghién ctru bénh lao

1.2. Tinh hinh bénh lao trén thé giéi va & Viét Nam
1.3. Bic diém cua bénh lao va dic diém cua vi khuén lao
1.4. Cac phuong phap chan doan vi khuan lao va bénh lao
1.4.1. K¥ thuét soi kinh truc tiép

1.4.2. K¥ thuat nudi cay

1.4.3. Ky thuat PCR

1.4.4. Ky thuat RFLP

1.4.5. Phuong phap ELISA

1.4.6. Mién dich té bao

1.4.7. Mién dich dich thé

1.5. Phuong phap PCR va cac ung dung trong y hoc
1.5.1. Nguyén ly cua k¥ thuat PCR

1.5.2. Thanh phan phan g

1.5.3. Cac ting dung cua k¥ thuat PCR trong y hoc

1.5.4. Sy da dang trong quy trinh k§ thudt va trinh tu nucleotide dac hi¢u
duogc sur dung dé phat hién vi khuan lao Mycobacterium tuberculosis
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CHUONG 2: POI TUQNG VA PHUONG PHAP NGHIEN CUU
2.1. Péi tuong nghién ctru

2.2. Dung cuy va thiét bi xét nghiém

2.3. Hoa chét xét nghiém

2.4. Quy trinh nghién ctru

2.5. Phuong phap va ki thuat nghién ctru

CHUONG 3: KET QUA NGHIEN CUU VA THAO LUAN

3.1 Két qua phat hién vi khuan lao Mycobacterium tuberculosis trong cac
mau bénh pham

3.1.1. Két qua phat hién vi khuan lao Mycobacterium tuberculosis trong bénh
pham dom

3.1.2. Két qué phét hién vi khuan lao Mycobacterium tuberculosis trong bénh
pham dich mang phoi

3.2. Hiéu qua cua k¥ thuit PCR trong viéc phat hién nhanh vi khuan lao
Mycobacterium tuberculosis

3.2.1. Hiéu qua phat hién vi khuan lao Mycobacterium tuberculosis trong dom

3.2.2. Hiéu qua phat hién vi khuan lao Mycobacterium tuberculosis trong
dich mang phoi

KET LUAN VA PE NGHI
TAI LIEU THAM KHAO
PHU LUC
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DANH MUC CAC CHU VIET TAT

Chir viét tat Viét day da

AFB Acid Fast Bacilli

AIDS Acquired Immuno Deficiency Syndrome
BK Bacille de Kock

Bp Base pair

CTCLQG Chuong trinh chéng lao qudc gia
DRPQ Dijch rtra phé quan

EDTA Ethylene Diamine Tetra Acetic Acid
ELISA Enzyme Linked Immunosorbent Assay
GTDBDT Gia tri du bao duong tinh

GTDBAT Gia tri du bao am tinh

HIV Human Immunodeficiency Virus

IgG Immuno globin G

1S6110 Insert Sequence 6110

PCR Polymerase Chain Reaction

Se Sensitivity (d6 nhay)

Sp Specificity (d0 dac hi¢u)

TCYTTG T chuc Y té thé gisi

WHO World Health Organization
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DANH MUC BANG SO LIEU
Bang 1.1. Udc tinh bénh nhan lao maéi mic nim 2002 theo khu vuc
Bang 1.2. S6 liéu udc tinh bénh lao cua nude ta hang nim
Béang 2.1. Phan loai két qua nhugm soi
Bang 2.2. Phan loai két qua nudi ciy
Bang 2.3. Cac thanh phan phan tng PCR
Béng 3.1. Két qua nhudm soi phat hién vi khuan AFB trong dom

Béng 3.2. Két qua nudi cay phat hién vi khuan Mycobacterium tubercuolosis
trong dom

Bang 3.3. Két qua PCR phat hién vi khuan Mycobacterium tubercuolosis
trong dom

Bang 3.4.. Két qua nhudém soi phét hién vi khuan AFB trong dich mang phoi

Bang 3.5. Két qua nudi cdy phat hién vi khuan Mycobacterium tubercuolosis
trong dich mang phoi

Béng 3.6. Két qua PCR phat hién vi khuan Mycobacterium tubercuolosis
trong dich mang phoi

Bang 3.7. Hiéu qua phat hién vi khuan lao Mycobacterium tubercuolosis
trong dom bang nhudm soi so v&i nudi cay

Béng 3.8. Hiéu qua phét hién vi khuan lao Mycobacterium tubercuolosis
trong dom bang PCR so v&i nudi cay

Bang 3.9. Hiéu qua phat hién vi khuén lao Mycobacterium tubercuolosis
trong dich mang phdi bang nhudm soi so v6i nudi ciy

Bang 3.10. Hi¢u qua phat hi¢n vi khuan lao Mycobacterium tubercuolosis
trong dich mang phoi bang PCR so vi nudi cay

Bang 3.11. So sanh hiéu qua phat hién vi khuan lao Mycobacterium
tubercuolosis trong dom gitra phuong phap nhudm soi va PCR

Bang 3.12. So sanh hiéu qua phat hién vi khuan lao Mycobacterium
tubercuolosis trong dich mang phoi gitra phuong phap nhudém soi va PCR
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DANH MUC CAC HINH ANH
Hinh 1.1. Vi khuan lao Mycobacterium tubercuolosis soi duéi kinh hién vi
Hinh 1.2. Khuén lac vi khuan lao trén méi trudng nudi cy
Hinh 1.3. CAu triic thanh vi khuén lao
Hinh 2.1. Quy trinh nghién ctru
Hinh .2.2. So d6 chu trinh nhiét phan tmg PCR

Hinh 3.1. So sanh két qué phat hién vi khuan lao Mycobacterium
tubercuolosis trong dom bang 3 phuong phap

Hinh 3.2. So sanh két qu phat hién vi khudn lao Mycobacterium
tubercuolosis trong dich mang phoi bang 3 phuong phap

Hinh 3.3. So sanh hiéu qua phat hién vi khuan lao Mycobacterium
tubercuolosis trong dom gitta phuong phap nhuém soi va PCR

Hinh 3.4. So sanh higu qué phat hién vi khuan lao Mycobacterium
tubercuolosis trong dich mang phdi gitra phuong phap nhuém soi va PCR

Hinh 3.5. Hinh anh soi trén kinh hién vi quang hoc tryc khuan lao AFB
nhudm bang phuong phéap Ziehl-Neelsen

Hinh 3.6. Pic diém phat trién ctia vi khuan lao trén moi trudng nudi cay
Ogawa

Hinh 3.7. Pién di d6 DNA trén gel agarose 1,0%
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MO PAU

Lao 1a mot bénh nhiém khuan pho bién & nguoi, s6 ngudi méc lao trong cong
ddng ngay cang ting. Theo T chirc Y té thé gidi, ndm 1994 c6 khoang 1/3 dan sd
thé giéi bi nhiém lao. M&i nim c¢6 30 triéu ngudi nhiém lao, mdi gidy c6 thém 1
ngudi nhidm lao. Bénh lao 13 bénh gy tir vong hang ddu & ngudi 16n, mdi nam c6 3
triéu ngudi chét vi lao, dén nam 2020 c6 thém 1 ty ngudi nhiém lao trong d6 c6
khoang 70 triéu nguoi chét vi lao ma chii yéu 1a lao phoi. Bénh lao chu yéu phat
trién ¢ nhimg nudc ngheo, cac nudc dang phat trién, khoang 95% sd bénh nhan lao
va 98% sb nguoi chét do lao & nhitng nudc c6 thu nhap vira va thap [8, 9, 10, 43].

O céac nuéc dang phat trién, bénh lao van con ton tai trong cong dong do rat
nhiéu yéu t6: sy bung nd cua dai dich HIV/AIDS, ting dan s6 khong kim ham duoc,
do su phan cuc, phan héa giau ngheo, hoat dong chua hi¢u qua cta cac chuong trinh
phong chéng lao qudc gia. Viét Nam dimg thtr 12 trong sb 22 nudc cd sd bénh nhan
lao cao trén toan cau (WHO, 2008). Trong khu vuc TAy-Thai Binh Duong, Viét
Nam dtng tht 3 sau Trung Qudc va Philippinnes vé sé luong bénh nhan lao luu
hanh ciing nhu bénh nhan lao xuat hién thém hang nam.

Pé lam giam ty 1¢ mac bénh ciing nhu ty 18 tr vong do bénh lao, mot trong
nhirng bién phap ma T chirc Y té thé gii wu tién hang dau 1a ddy manh viéc phat
hién sém cac truong hop mic lao, diéu tri kip thoi dé loai bo nguén lay, han ché tbi
da su lay nhiém trong cong dong.

Bénh lao 1 bénh nhiém khuan, tic nhan gy bénh 1a tryc khuan
Mycobacterium tuberculosis. Phat hién va chan doan lao quan trong nhéat chu yéu
dua vao viéc phat hi¢n truc khuén lao trong co thé hodc trong chit xuit tiét cua
nguodi bi bénh lao. Tim théy truc khuén lao duoc coi 1a “fiéu chuin vang’ trong
viéc chan doan bénh lao. Hién nay c6 mét sé phuong phap gilp chan doan xac dinh
hodc hd tro chan doan xac dinh vi khuan Mycobacterium tuberculosis gy bénh lao
nhu: nhudm soi truc tiép, nudi cdy phan lap, tiém truyén dong vat cam nhidm, test

tuberculin, ELISA,... [13, 23].
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