B. Y Te
TRh NG n¥l H C Dh” C Hé

NGUYWNH NG Dhu NG
1101092

LAO nA KHENGC:
T" NQUAN Vg Bl eN C°
C. A THU C Vvé MD Ti
H  TH NG BCO CCO T

TV I VI T NAM
KHEA LUxN T T NGHI P DI

HA N, 12016




B Y Tc¢
TRh> NG nyl H C Dh” C Hé

NGUYWN H" NG DhuNG
1101092

LAO nA KHENGC:
T" NQUAN Vg Bl eN C°
C. A THU C Vvé MD Tid
H TH NG BCO CCO T

TV I VI T NAM
KHEA LUxN T T NGHI P DI

Ng_ vyi h :ang d_  n

1. TARSNCS.Nguy., n Th'
2. DSSCao Th Thu H
N_ i thixc hi Mn
Trung t©m DI & A

Hée Nj 2016




L' | CCM uN

T r. €tién, t6i xinl’ ‘& bay t 16ng bi} hn c¢choOn &hpbSHh v~
Cao Th Thu Huy@ - can b Trung tam DI & ADR Qu ‘cgia ch 1 = "h g €«
tch tam diu @b v _'ng &@6i. Ch I «  d Bl mhiQu tfv i gian va tam huff h
tr va ldag nghe, gitp t6i §i quy/}t nh ngvbh Qtih nhkd

Téixingilicilm hn ¢ h ©hTh8.NCSmMiguy b Th' Th, y - can
b BnhvinPhi Tr ung ‘hithag«tinhbhibfovatb Qikinthuh
" i cho téi trong qué trinh tre hi n khoa luh.

Tti xdbaytlUodybif hndsJETS.Vsl n 3 n hgilht vian
B min DHmsang Th ™y _Inkit git Y%mddéchhbBo chov t i
gi Yap t 1 ' .ng.n L LY%ng he€e

Toixingiflicim hn ds @UPGS.TS. Nguyn Hoang Anh - gilng
vienB mt n "BKx, Ph - cgrurgtmDI & ADR Qu’ ¢ gia ThFy 1a
ng¥® Lnch Uhg€hotdingaytnh ng n fu'thyc hiln khéaleh . “iwi
t6i, thFy ludn 1a ih g ©h n gQtish&hingtrach nhim ¢ 1 n g Lnahne ns° |

nghiém tic trong céng .

nngthi , t*i ‘ccignichmi mnl € h @ccahlh Trunp
tam DI & ADRQu cgiall «tb tQikin v~  git¥%p INhitbdh&t§i | utl
cfmgiacdn g1 i , n vahgd bo vti Biitrong sut th i gian th ¢ hi n khéa

luch.

Cuicung, tixingil icTlm hm tgi a Uhdentdi, nnn'g bi g @ «
lubn® b ° n ng vién va khich'lg i ¥%p °tdqud nhngic chan i k h- k h
trongsit 5 GWHo L

HaNi, th@&aoe 5 nt

Sinh vién

NguynHng D<€hng



Y T o3 TR o3OS 1
D= Vo] o T o ol SV 0 = ¥ PSPPSR 4
Danh mc BNg DIMA........oueiii e 6
Danh M C hINN ... e e e e enn e e e eens 7
(2 YA o N R 1 | PP P PP UPPTRTTRPPIN 1
Chehn gNAQUAN ...ttt ettt eeee e e eeeenaes 3.
1.1 n4Y ce®nago vl a ‘kh.8n.g..L.h e 3
o 0 00 O o T o T o T o o o 1 1 AR 3
1.1.2 Nguyénnhangaylm h | ao .L.a..K.h8n.gueeennns, 3.
1.1.3 Tinhhinhbnh | ao “LvatNah \&m&n tAgi i......ccovevvevenennn, 3.
1.14 n@utrl ao La 'k.h8n.g..t.hl....... 4
1.2 Phn ngcéMcathic kh8ng uard ator dmg..khign g
1.21 nnh nglmong cOPHG, athU Ce.eeovveeceveiiieeece e, 9.

1.2.2 Phn_ngco ™ “tnh g ¢ a thu c/nhdm thlc khang lao hang hai...9
1.2.3 Hengx tricacbinc biiflica | ao L ac.k.h.§n.g..tillu

1.3 H thngbdocaotnguyn v~ vai tr, t nglaog..X5h€hn
1.3.1 H th ng bao céo tnguy n vQphln ngcé M ¢ athic......ccocevveeeee.... 15

1.3.2 h u Whva Hhch]g abao cao tnguy N...c.cveeveeceeieiceceee e, 16

1.4 T ng quan hth' Nng va phan tich @ ........coooveeiiee e 17

1.4.1 T g quan Nth NG 17

1.4.2 PRhANtICh gP. ..o 19

1.5  CA&c nghién cu f ng quan h th" ng va phan tich,g vQbi/h ¢ bHIl i ¢ a

thic Qtrl ao h "~ nfhdn@tién tBgk i..todiiiiiei e 20
Ch€ehngl 2TM@& Vé PHhuNG PH CRrR N.GH.L.a.N.23

21 T ngquanhth ngvaphantich@vQbi/pnc bl i tr@togabi L a
khang 23

7 N R T TV I T I T TS 23
2.1.2 ChUN TN KU oot 23



2.1.3 Quytrinh | ach N NGhIBN CU ....oeiieveeeiciiee et 24

214 n8&8nh i SGBAYHEN CU...cooovevieeeeeieeceeeeeeeee e 25
2.1.5 CRUT XU O i Ueeieeeieieie ettt eme e s 26
2.1.6 PhAN ICN A 117 U oottt s 29
22 MOtTLH Whi | i ° n/hijfp @& bl ¢ a thu c khang lao ghi nth
t h thngbaocaotnguyntiVi't Na m Uy2089R015. .q.................. 29
2.2.1 Xayd ngdanh mc thu ¢ NGIEN CU ....cveeeviiiiiiceiie e 29
222 N0 RGBGNIEN CU ..ot 30
223 Phehng I8 B oo X 31
Che€hngTQ@UI NBHIEN C U ..ccoooiiiiieeeiee et 32

3.1 Quytrinh] achncac nghiénau L ©a ngwiao hth ng va phan tich
gp 32

32 Tngquah th ngvQbi/hc bIli tr@uwhabi La..kh3ng
321 nhko Mihcacnghienal “LeaCh N, 34

3.2.2 ThéngtinQbi/h ¢ bHIl itréncachc h  g.u.a R, 37

3.3  PhantichgpvQbi/hc bEIli tr@uobabi L a..kh.§n&§0

331 K/JquL §nh Hi" 8g€ECIMGNIEN W..coocoveveeeeieeeecee e 50

3.3.2 KJrqu phantichgpvQbi/hc bEIl i tr@uobabi L a..k308ng
3.3.3 KJigu phantichgp .deBOm (subgroup)........cccccceeeieeiieeeiiiicenneeennn. 56

34 Kipgquph©n t2ch b§dpbijgcobtllicathiguadmol L a
khangt h th' ng bdocaotnguyntiVvi't Na m Uy20092019.0......... 58

3.4.1 Thdng tin chung @o4ao cdo ADRcathic | ao La &«h'&®Bg t hu
3.4.2 Thong tin WQthu ¢ nghi ng trong bao cdo ADR @ thu ¢ khang laa....61
3.43 ThongtinwQADR¢ athuc | ao L.a..k.h.8&8n.g......... 63
Chehng 4 xNBEAN...L.U. e 65

41 Tfmquantrnggcavicndn Lc@binc bEli  t r Qnrgl albi L a
khang 65

4.2 T ngquan hth ng va phan tich @........ccccceeveveiieieceee e 65
43 H th ngbA0 CAQtNGUY N ...vovveeieeeeeceecee e eeete e enene e JO
44 h ngagi@thc hin Qi.......ccocoeeieiieee e 72



ChehngTLEIXNIKIGXUL T oo L 4

5.2 NMQXUHI.....ooviiiiceieite ettt s 75
TAILI U THAM KHG Ottt smene s sttt 16

PH L C



DANHM, CT. VIeTTdT

ADR Adverse drug reaction (phl

AE Adverse events (biJjn ¢ bt

ART Adverse reaction terminol (

Cm Capreomycin

Cs Cycloserin

CTCAE Ti°‘u chur)gn t hudt ng. c hung
Y h ¢ qu ¢ gia M:

DR Drug resistant

E Ethambutol

H Isoniazid

HIV Human immunodeficiency virus

I Heterogeneity(mc L. -dh”™ bs  tbblt L

Km Kanamycin

Lfx Levofloxacin

MDR-TB Multi-drug Resistant Tuberculosis(b La kh8ng

N C. mX u

NOS Newcastle Ottawa Scale (tf

NSAIDS Nonsteroidalanti nf | ammat ory drugs
khong steroid)

PAS Acid paraaminosalicylic

bICO Population, intervention, comparison, outcome fgn t |
nghi°n c¢c_u, yJju t° Yan thi

Pto Prothionamid

Q Homogeneity(@®~ s~ L ng nhblt)

R Rifampicin

RL R i 1 oUn

S Streptomycin




SOC System Organ Classijp©n | o4i t°~ ch_ ¢
STT S’ t h_ t
B Tuberculosisly = mab)
TK Thfn kinh
UmMC Uppsala Monitoring Centrer(ting tam theo d6i Uppsala)
WHO World Health Organizatio(t ch.c Y tJ TAh
YDR.TB Extens’ivej/ drug Resistant Tuberculosiad siéu khang

t hy c
Z Pyrazinamid




DANH M, C B4NG BlqU

B[ng 1.1. Phan M cac thl c ch ng lao theo nhém [1], [2], [116]...cccvvrevrennnee. 5.
B[ng 1.2. Tac dng khdng mong mun, thu c lién quan va cach xri ................ 12
Blng 2.1. Ph+€hnd¢g phy@gpiénit.n.h....g.i..§....c..h...25
Blng 2Ko2Vht nglodbi/N G BEIT i 27
Bln g 3kb 1\h car nghién cutrongtng quan hth Ng......c.ccceveveeveeenes. 34
Blng 3.2. T [ cacbin ¢ buil it h k@ gp trén h tiéu hoa ca cac nghién a
S ANGg P HEBONAMNGA. ........cociieeeieeee e 38
Blng 3.3. T I cac bih ¢ bHil i khac trén h tiéu héa ca cac nghién a s d, ng
P N 8 0CA MNAN NOA.......oveieie et eeee e 39
Blng 3.4. T | cacbihnc t h g g trén h tiéu hdéa ca cac nghién w s d, ng
D N 8 OCNUKN . ..ottt eeee et 40
Blng 3.5. T I céac bih ¢ bHI[ i khac db trén h tiéu héa ca cac nghién a $
AN g P ROBBE... Lottt and 41
BINg 3.6. T I cAc bin € bHEIT i tréN gan.........ccceeveevieiiie e 41
Bng 3.7.T I cacbinc bHEIl itrén A ¢ & ©h-KNgD..ccoooiiieeeeeeeee e A4
B[ng3.8. T I cacbin ¢ bHEIT itrén h tiF ni Uecoooeeveeeviceeeeceeceeeeeeennn 46
BIng 3.9. T I cacbinc bHl itrén ctartiQn L300 48
Blng 3.10. Phan tich @ vQt sUEIXUET AT N DU C oo 51
Blng 3.11. T swHixubihi n AEtréncachc h  g.l.@.lecceeeriieieeeeenne 54
Blng 3.12. S| @g bdo cdo ADR.athic | ao L a khrythgotng”
T S PP 57
Bng 3.12. S| “@g bdo cdo ADR.@athic | ao La khrigtheptng”
T R o T O S 58
Blng 3 .Hd 3h Qi i ¢ a bnhnhanthunth ‘lc@ong bao cdo ADR @
l a0 La 'kh8n.g. .. t.hU. e, 61
Blng 3 .Hd MhvQgi i abnhnhanthunth ‘lc®ong bao cdo ADR @
l a0 La 'kKh8n.g. .. t.hU. e, 61
B[ng 3.15.Thdng tin b&o cdo theo thakhang lao..............ccooveeiiviiieericene, 61
B[ng 3.16. Thong tin@t ch ¢, c¢ h uwmu ntg€DO).........ccucea..... 63

BIng 3.17. Thong tiN@t NG 109 ADR .....ccveiviiiieecieciectee e 64



Hinh 3.1.

Hinh 3.2.
Hinh 3.3.
Hinh 3.4.
Hinh 3.5.
Hinh 3.6.
Hinh 3.7.

DANH M, C HINH

Quy trinh la ch n cac nghién_ au WE ng quan h th' ng va phan tich
....................................................................................................... 33
BIM ~ i pvQt sulIxuBThi nitnEImM tAE ... 52
BW “ § pvQt sudixutlhi nitniim t AE nghiém trng.............. 53
BIM ” i pvQt sudixuBihi n AE trén h tiéu hoa..........ccooveevenee... 55
BiM ” i pvQt suixulihi n AE £ iloth th gidc......ccccooevvveeeennee. 56

S| @gbaocdo ADR@thic | ao La _ kb &migmtIeo t
Danh sach cacrihvin L kbadogcdo ADRca | ao L.a...l6h &§ng



n/aul VN m

Bnhlaondicang v~ | ao La khtiangcacubh iQici ° ng

kh ec n g~ ndingay caig nghiem trng. Nt m 2¢O Khdng 480000n g Etrén
th/jgi imdobnhl ao La ‘kK(MPRFB)Y hut r otingkhdng 978
cons nay la lao siéu khang tha (XDR-TB) [125. Vi’ t Nam R trong nhém 27
qucgiacoganhikb g | ao L ‘ac cdomiith/ipi itxipuh 11/20 quc gia
c6 $ | “@g b nh nhan MDRTB nhiQu nrH, chi/jm 1,7% toan §u [115.

N/u Qi if m tcach nghiémtac, vvi ¢S d ngthic L Yadn\Gh cds
theo ddi giam satphipt canb ytJbnh | ao L aWkéhl§wh goatc -
Ng€IU, s d ng thu c khéng phu hp, khéng chinh xac, o b tr co thadxa

Uh vi c khang thuc  t L ngbbit° nl,” LI ao &indyda nk th&ch g .

thcln "ilvinhiQqgic gi a, t r oNam, kiicong taequrMy b nh
laocon nhiy k h - " khhng ntjc hh€a pdh 8ntt s wing, tinh hinh ‘¢h
t conph c t9.

Bnh nh@m!| &0 L a _ikthi§ ngiQ tw colthM ° tph 24
thang[117], $ d ngnhiQthic d %nggh ilBmn h ° i & Kinh fJvakhl

t

ntng ciagnigp®dc Hebltkhinhngthic h”" ng nhgaicct hie

tinhc a o  h'terkharg tao hang mi [116. n, ¢ tinh ¢ a thu c lam gim chd
| "@gsngcabnh nhon, Y ® g ngghu & moHo Khéng tuan th ' Qu
tr d Jfivic gi a khéogtlgic w& thibd  QUti. Vivdy,vic L &nh

x §cnhvax tib/nc bHINT tr@tog abi La kh8widro duann g
tr ngtrongvics dngthichp | T, anQtftdnmcongdn hL il ao

khang[11§.
Cactrungtam (h h g i & tén @]@i i ph thu c nhiQ vao h th ng

béo cao.t nguy n trong vic bao cao tac,cig cO M ¢ athic,bi v3 L Oy

thng c- pheHindg d dangva vhthanh t} ki m rhE [81]. TY Vi' t

Nam h th'ng bdo cdotnguyn clng It'romg c8§8c phnghng

nhil gitp cung &b théng tin Qbi/h ¢ bl igathic. Trong L -,

A

gi
m
L



nguynvQthic kh8&8ng | ao v~ Itwadtro fuan thd) ircdng L - n
tac bao céoXh con dp pHinh nghh chjn h €Hl ¢ hg®aoc § 0 ch€a cao
| “@gbéocéoth h hav]t h

Hintd , ¢ h@aghiéncuthuthdp HE Vihi | i ° Whigpéabl L
icathic Qtfrl ao La k&g mghmbdocaotnguyn cl ng nh
c h €a  td ng gman h th’ ng va phan tic g p nao Wbi/h ¢ bHil i ¢ athuc
trormuotfilldo L a "kth&higtdlViet Nam. X phatt th c vJL -
chiungtéitth h " QiFilLi ddi La kh8&8ng: t ng quan vQ
m: t[ d. i u li°n quam t Yi hoVivwahmdNg mb §
tiéu:

1. T ng quanh th" ng va phan tich g vQbi/h ¢ bHil i ¢ a thu ¢ trong
cac nghiéncuquansat@ ao L ahikhg&ng

2.MOTTLH Whi | i °n/hb/pabiflicathiclaol a kghgng
nhcht h th ngbdocag nguyntiVvit Nam t r é2aP9205ai Lo

Ching tdihyvngria g QtaikEl €at mc §i n hQoifh crbklil ih hn
cathuct r oot ILaio L a kA n g vitchi/f v i timhhinh WQvi ¢
thunkch bip € bHIl it h thngbdo éot nguyn® Vi tNam,t L - cHng ¢
nh ng thong tin hu ich phcy chocongtaicthc h " nh | ©mQgrilasg tr
La kthgmg



CHh 4 NGT ING QUAN

1.1 n4d c<€Blngo viLa kdh&ng t hu
1.11 nnhnghoa

L a ca kHang thuc (MDR-TB) “clL'®h ngholangl ngthiao Kk
it nhH hai thu ¢ ch ng lao la isoniazid vafampicin [1], [116].

Lao iQn siéu kang (pre MDRT B) “clL'8th nghagpa Lla” klh&ng
khang thém vi hotb bHi ¢ thu ¢ nao thuc nhém fluoroquinolorhokb v, i it nhHl
m t trong ba thuc hang hai Ehg tiém (capreomycin, kanamycimma k aci n) ( n
khéngkhangl’ ng th i c[ 2 oY thu c tiém) [1], [116].

Lao séu khang(XDR-TB) "cL'®h nglaoa Lla” kh&ng c - k
v. i bl ¢ thu ¢ nao thuc nhom fluoroquinolorva v i it nhii m t trong ba thuc
hang hai éhg tiém (@preomycin, kanamyciramikacin)[1], [116].
1.1.2 Nguyénnhangaybnh | ao La kh&ng

Tr °n p hewsing khdngthu c 1a do s L, t bi/h gen trong nhant
bao vi khofi lam chomtloldthu ¢ n ™ omBthi ul e QitF L7 iv ivi khuX
L - Nh ngnguyén nhan canb ytjn h<€ k° L hn KlhbwhhyivQ Yan g ,
n g €b nh, qun ly cung &p thu c 1am thic  k h Tom ko cldl ~ hg@a s
| “@g, hay nhngy/u f ch quan xud phatt n g ¥b nh, LQu la nh ng nguyén
nhand¥ JJvi cu ngthiuc Kk h Qn gv, []. i Qunay gop pkn lam cho s
| “@gbnhnhanbl ao La kh&8ng ng’ 'y c¢c"ng gia t&btnq
1.1.3 Tinhhinhb nhl ao L a W hN&m ga trén th/]gi, i
1.1.3.1Trén th/]qi i

Theo bdo cdo.@T ch c Y V]JTh]Gi i (WHO)n £ m 2n@dy Sang co
nhi@bn h n h ©xét nghin kivh tra tinhkhang thic ¢ a vi khu lao[115.
Trén toan thgi i, 58% caccamh L'« Q@®¥ xétnghimv o ntm 20:
trong khin t m 2 §0d637%shb n h  n h ©rét nghem VIkiwh tra khang
thu c. Tuy wy, s cabn h & pRat hin b MDR-TB v thgd  hrhi@ so v i
s | “@g<€ctinh caWHO.S | @ g . c@nh ca bnh mi mds MDR-TB la



480000b nh nhan n hcke@6§6 con s nay (tcla 123000 bn h nh'@n) L
phat hin va bdo cdo.’SlI “@g bnh nhan bb fultf i UMDR-TB v~ "0 ntm 2
124110000bnh nh©n, %BKoyirt . m g210543

VQmH ‘ally, ganh khgbnhlaol a k tagmidy Ch©u C€ v ntln
rn _1va Trung Quc chifn JH 41%tng S ca bnh MDR-TB trén toan tHgi i,

s | “@gb nh nhanghi nhch* Lién Bang Nga ®p th 3, v i 13% tng s b nh
nhan toanfu [115.

MK du trung binh chm tn a $ b nh nhan MDRT B ° & €Ql tf thanh
cong 43 tréntngs 12 7. ci®€@dmc t iQtucad intm 2016 |~
tr thanhcongIn hhn 75 %, “tnr Bnaguédjanh HigaM®R-TB cao:

Estonia, Ethiopia va Myanm§t15.
1.1.3.2T4 Vi t Nam

Theo bdo cao,@ WH O n i, Mi t RldninEn trong 22n & c6 ganh
nHbg b nh laocao trén toanfa (€ ¢ tinhchi/m 80% ¢ § cng i p o lao trén
th/]gi i) va mmtrong S 27 qucgiacéganhikhg | ao L accdofi€eng t |
tinhchi/m 83% ¢ § ong i prnkb lao trén th)gi i). Vi t Nam ¥p th 11 trén 30
qu c gia c6 s | “@g b nh nhan MDRTB cao nltil th/]gi, i, chim 17% ¢ a toan
cfu. Trongkhuvcn * ng NU¥im OGN amg thl'4 (sau Philippines, Myanmar
va IndonesiayQs | “@gbnh nh©n | ao LAtk hBhigdnHtea h-
' mdb | ao L. a Vik N&mvgo kbpng 6/1000 0 0 ° indgnexp th 21
trén 30 quc giacot I nay cao nBl MH di co ganhibigvQbnh | ao La kh
khg& cao. bmmin ghmsMDR-TB "E€X¥y L o & rmutvbagl i
thic h”  ng hai _4donsh@atinh7108 sVdZmabg Séng Cu
Long Vv~ Vv¥%nRB lamaiwiggcditddmnh nh©n tham gi a
t r 3 @lr MDR-TB cao nidic[ n &, v i kho[ng32%[42].
1.14niutrl ao La kdh8&§ng thu
1.1.4.1Chi/h ‘lc€qQitr

Taytng Qlkinga ¢ HB@sr, mi €8l achnchih "k & i
tr ¢ ariéeng minhdatrénbalél  h 3Qnthsad: i



P h § cchu¥n (Standardized®g i me n )" :L ‘@x&8dong da trén K}
qul L @ tra khang thuc Y 1di n theocac nhémb nh nhan riéng bt. Tuy nhién,
c8§c'nghpe nghi | ao clHi§nigiii @ nhtbRag K} qul xét
nghim Kk h § n g khiscb thWATHIE[ b nh nhan trong cing nhom Hocung mt
thwo nh €L ‘& Q@iti congmt p h Blc[11H.

P h §°criéng bit cho t ng b nh nhan (Invidualized Regimen): M1 ph&c L
LQtr L&xaydngdaténths LQtrbnh | aco Lteryyuf khang
sinhl’’ ¢ at ng b nh nhar2], [116].

P h §°cthed kinh nghim (Empirical Regimen): M p h B € xay d ng
riéng €chot ngbnhnhandatrénths L @tr | a o, c tékaal a vao K} qu
I’ @ tra khang thuc toan quc . P hL8Qctr theo kinh nghim  T'c€ @ ¢hnh
tr°n kiiddkpguk hg&ng” gabnhh Ln h[@q114.-
1.1.4.2Céac thu ¢ khang lao

Theo WHO, thic  k h § n ‘gc phama\Gio 'n#m khac nhauadvao hiu
qul, kinh nghim s d ng, s an toan va phan nhoma thu c [2]. Phan Ié1 thu ¢
kh§ n g [ atrinh hay&rong png 1.1 sau.

B[ng 1.1. Phan IdH cac thu ¢ ch ng lao theo nhdm[1], [2], [114]

Nhém Thu' ¢ Vil tab
Rifampicin R
Isoniazid H
Nhom |. Thu' ¢ ch ng lao hang| Ethambutol E
m t Pyrazinamid Z
Rifabutin Rfb
Rifapentin Rpt
Streptomycin S
Nhém II. Thu” ¢ ch ng lao Kanamycin Km
hang haitiém Amikacin Am
Capreomycin Cm
Nhém 111, Fluoroquinolon Levofloxacin Lfx




Moxifloxacin Mfx
Ethionamid Eto
Prothionamid Pto
Nhém IV. Thu™ ¢ laohang hai | Cycloserin Cs
u ng Terizidon Trd
Acid paraaminosalicylic PAS
Na paraaminosalicylat PASNa
Bedaquilin Bdq
Delamanid DIm
) ) Linezolid Lzd
Nhém V. Thu ¢ ch ng lao o
_ . | Clofazimin Cfx
hang haic h€a uwqu[ hi
- ) _ Amoxicillin/ Clavulanat Amx/Clv
(baogmclthu cm i)
Meropenem Mpm
Thioacetazon T
Isoniazid liu cao H-1iQu cao
Clarithromycin Clr

Nhém 1. Thu ¢ ch ng lao hang mt. Nhém mt bao gm nh ng thu ¢ c6

hiugdcl ng . mim@ibs tnhEl Nh ngthic nh-m n'cg dmg n L €
nu c6 chng ¢ xét nghim valch s b nh hc ch ra rRaag thu ¢ v con hiu
nghi m [116. Pyrazinamid (Z) 1a nt trong cac thuc ‘lc© x em _E @h t r €

t r o Quotr khdng thic. B nh lao 1a mt b nh viém phi man tinh, ma Z c6 hu
qut r ong = ngtviem naynén Z cé ti ‘& s d. ng lau dai trong su quéa
trs @[3

Nhom 2. Thu ¢ ch ng lao hang hail’ ‘eng tiém. Mibnh n Q@én L
s dngmtthic trong nh-m th Qi thr cdggr kghiia il « oc
s ghi nhch 16 rang heb ngh ng cao vic khang thuc. Kanamycin, amikacin
hotb

[116. Kanamycin vaamikacin c6 tac ch g

capr e@hgd iaohnlfltay My cac thuc naycd vico tac dng
t €hng L @Hhndgg chédd c -



50%100%. Do vy, nhn g ~ hgrh@ b nh nh&d khang vi streptomycin va
kanamyecin thi thuc °Lc ¥a ch n thay tH]la capreomycii3].

Nhém 3. Nhém Fluoroquinolon Nh ngthiicthuc nh- m ™ nglay t h+
nh ngthucchnglaohiugunhil tr ongl@pthNOR-TIB. TrQ@ng L
tr bnhleo La khtBihecghingn | ao nh-m f |l dosdrgui nol
v’ n°n <@ugrhngtmict]h mi HHS& Th ! mgcad thue
fl uor ogquc¢lnaach rotreo th €: moxifloxacin> levofloxacin> ofloxacin
> ciprofloxacin[3].

Nhom 4.Thu clao hang haill engung. Et honami d vQ pr o
la nh ng tiQh thu c cfn pHi1  ° & @t héa bi enzym[116]. Hai thic nay lala
ch n fUtay trong nhém do c6 tinh i qu va gia thanh tgb. Trong t &g h p
khéng s d n g ~ ¢cé thic nay,cycloserin la thuc  °lt a ch nthay th][3].

Nhém 5.Thu” ¢ ch ng lao hang haic h €a " w qul (bab g m c[ thu ¢
m, i). Nnomthic n "y kdkhuyly cad b@WHO trong vic Q@i tf MDR-
TB. MFodunhngthiuc n ~° Whilndi ugit r ° mg vd' hay trong phong thi
nghim, mc , bag chng VQtac dn g v &n ton ca nh ng thu ¢ nay dao
I, ng nhiQu. Ngoai bedaquilinvd delamanid, nimg thu c khacc h ‘®ag chinh
thcl tngchkvic Qif MDR-TB[116. Tuy nhi °Ws dnmgl ng
trongnhn g ° hgrh@ ofn thi} [3].
1.1.4.3P h §'ct rlo nQutr L i

Mt phB@trbBnh | ao khcHaogmPgai alh[2L o
Gi a th 1tBbcong Dung phih pitnti4lodthic tr ong Ylhucc - 1
tiém hang haj g iYathh cohgkéo dai 6 thang.
Gi a Fh 2Huy tri: Ng ng thu ¢ tiém;ph i h p it nfi 3 104 thu ¢ U ng handhai,
g i abh duy wikéo dai 12 thang
T Ph&8%ctrltonmtrtao La kh&ng

Hinnay # Vit Nam, h €hng tngfeshdmcch hai” cmqpsgc L
|V (a) W Qt Mok(ht8)n gl dl&. t hu



- P h 8@ch&¥nlV(a): ZE Km Lfx Pto Cs (PAS) / Z E Lfx Pto Cs (PAS)

S dng’iLinhngbnhnhanteibd phevall L

Gi a¥nmlhaedng T i thiw 6 thang vi pfi kéo dai it nil 4 thang kvt
khicly " ®d ©m t @tinthtrung #nh 8 thang), dung hang ngay%tlou ¢ bao
g m: pyrazinamid, ethambutol, kanamygcirievofloxacin, prothionamid va
cycloserin( 'li v. i nh. ng b nh nhan khéng dungth  ‘Lc€s thi thay t bag
PAS).

Gi an olhg cX Kéo dai it nill [a 12 thang Wt khi cBy * m am tinh,
ung 5 I thu ¢ hang ngay bao gn pyrazinamid, ethambutol, levokacin,
prothionamid va cycloserigkhong co thuc tiémt r o n g Yonaya i Lo

- P h§g@Qch&knlV (b): ZE Cm Lfx Pto Cs (PAS) / Z E Lfx Pto Cs (PAS)

S d ng cho bnh nhan lao #h tinh

Gi a¥nmlhaedng T i thiw 6 thang vi pfi kéo dai it nill 4 thangkWt
khicBf “ @ ©m t @tinthtrung ®nh 8 thang), ding hang ngay®% tlou ¢ bao
g m: pyrazinamid, ethambutol, capreomycin, levofloxacin, prothionamid va
cycloserin( 'li v, i nh. ng b nh nhan khéng dungth  ‘lc€s thi thay th bag
PAS).

Gi a ¥ ncihg cX Kéo dai it niidl 1a 12 thang Wt khi cBy * i &m tinh,
ung 5 I thu ¢ hang ngay bao gn pyrazinamid, ethambutol, levofloxacin,
prothionamid va cycloserigkhongcothuc t i °m) thrnayng gi ai Lo
 Ph gt rLo nQutr’ 46 siéukhang

n"iv. ib nhlao siéu khangthe , " hbgns d ng p hd& aharthda
theo nguyéndb [1]:

- 'S d. ng pyrainamidva céc thuc thu ¢ nhém mtcon hiu | c.

- S d . ng mtthu c tiém con nBy c[m va cé ts d ng trong thi gian dai
(12 thang hbb trong st i u trinh). Nu ¢6 khang vi tHi ¢l cac thuc tiém
thi khnuyh cdos dnglodthic m™  immgk ctmé@s d ng hdo
khéng s d. ng thu c tiém.



- NJu nig@h c¢- ngngyithlstiéh cohiul c, canniabvi ¢
s dng t hmegkhidums.
- S d ngfluoroquinolonth/jn sau nh€ moxi fl oxacin
- S d ngtHicfcacthiGcnhém Ve h €acsldengrngr «i trong pl
LQtrt re@ L ©Weéchiul t.h
- B sung hai hbb nhiQu thu ¢ nhom V(xem xét vic b sung bedaquilin
- Xem xétvic B sung cac thuc cOthAs d n g | idd@g c u tr khXp b
(compassionate usejjn "Lc@HO phé duyt.
- Cannkb Vi ¢cs d ng isoniazid ucao iy KW qur k h § ng ™ &hbngh L
khang hét khang it vi gen kat G.
1.2 Ph[n_ngcotHcathic kh8&8ng |QwWwl|aootlig@ Kkih8ng
1.21 n'nh nghiimp agco g athu c
PHn ng c6 M ¢ a thu c (Adverse Drug Reactidd DR)Yecllnh nghoa
theo WHO v~ oPHntnghcoMOc7a2thic lda mt phn_ n g, cbd,
khtngh Letva®@thin® liQu trhge d %n g i cWitledngrbghechh
Lo§rbchabnhhdd | " m’imhtalyc Lntng snmhndh@a n
khéng bacg’ m nh ng pHn_ ng do ding sai the, dung sai [, dung IQu cao cé
ch L' nh hdbvo tinh.
Khai ni mphin ngco W ¢ athic ¢ 1 ncgphat B& v i khai ni m tac
d ng ph ¢athic. Tacdng ph ¢ athic ‘lt€nth nghoangkhdngt § c
L & ‘nth | t, co@W, ¢ hd hotb khéng, ca m t chjphXn thu ¢ X[y ra” liQu
thtnoggsdh® nge v~ c- JhlH° nt 2goulecraltidi c [89).
1.2.2 Ph[n_ngco it R & g ¢ athu c/nhom thu ¢ khang lao hang hai
1.2.2.1Fluoroquinolon
T h  n g ngtcdc Buoroquinolon dungth f t khi dung trong mt kholng
th igianngh’ n g & n[43.Cacriloth t r hqtiéuhéx la nmg tac dng
khéng mong mun 't ny €p nHHl ¢ a nhém fluoroquinolon, vao kiing 317%
ng ¥ ntrongcacthnghimldm s " ng. FiNlhn@acgi loshhnay la nis
va khong €n pHi ng ng thu ¢ [43]. Cac plin_ ng c6 M trén tifn kinh trung
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©hn g c Ha®cdo xtl hi nt 09-11%[43], [103. Nh ng pHn_ng nay co thV
nhGn h € L@ «héng b hay rH g h hn "nh tH@:kinhp co gd.
Fl uor oqui nobip mllacgayrkéolddEkHmg QT[67] va gay cac h
vQkh p° trGem][16].
1.2.2.2Cac thu ¢ “Lnegtiém

Kanamycin, amikacin, capreomycin va streptomycin la cac cthiny c
nhom2 theo phan ld ¢ at ch cy v]th/]gi i WHO [117]. Nh ng pHn_ ng c6 M
ph bi/h ntll | c'tinhlirén teh , | ¢ tinh trén thinh giagarilothtigx L 3 in h,
loth " H @ifi [24]. Trong hai ngtén ¢ u thun tp VQMDR-TB, c6 98% va 93%
b nh nhan xtihi n | dtinhtrénteh t r ong @t §25t[953 Tmohg ni'ti
nghién c u khac trém60b nh nhancé 8 bnh nhan xdihi nriloth " i, 7
b nh nhan xtt hi n _ dtinh trén tkh va 71 bnh nhan xalhi n _ d’tinh trénthinh
giac|[8].
1.223Thuc kh&ng | aonghinmg hai L€

Ethionamid va prothionamid c6 hi qu L' @ tr valks Wihtac ¢ ng bl i
t ‘©h niggi’ Ny nhau[116]. Tac d ng khdng mong mwn ph bi/h nkHl ¢ a hai
thucnay la s kém dung Bp t r ngtiéwh®a. Mt nghiencu L« quan
I ‘& phfn | n cac bnh nhan’Qu coxulihi ncactriuchng n " y cacmib €ng
ch ng s€ dfn di thi n sau hai, ba fin makhéng ¢n ng ng thu ¢ hay gim liQu
[54]. Hai thu ¢ nay con ¢6 pfin_ ng c6 M 1a suy giap[116]. Theo mt nghién cu
thufntdp" Bot swana, 7 3ibtnn (342%) XHHi nrsgy@iap. Mt
nghién cu khac Anh thi 5 trén 7 bnh nhan (714%) xud hi n bi/h ¢ nay, trong
khi L - 1nh rthan°(21%¥5 @ ngkihu c c6 xud hi n bih ¢ 1a K} qul
¢ amtnghiéncuthntptdrn 129, [36], [74].

Cycl oser i n ‘wbil t/jeaeoihkgaydcacrtac thgkhdéng mong
munténtfn ki nh tv it n gxudhm gd angt 20-30% b nh nhan
s d, ng thu c[55]. Ph[n_ng nay co tikbao g m chéng ntb ,  Fualaildad, hay
nHog Nhmhngtiuchng nfm@&mt r hht Isat, co git [55). Trong
m t nghién cu thdn tp v i . m¥u 75 bnh nhan MDRTB, 74 trong S nay co
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s dng phdhacytloserin, c652,2% va®sbnhnon t @goadihi n
biWi hi ntrfm d'm va lo bag[110.
Acid paraamionosalicylic cO kfin £ n g  &pu nkg® m, _ EnhiQukac m v
d, ng khdng mong mwun  n hi ®th r °[ngetiéu hda, gay suy giap, cacfph ng
qua m¥. Trong mt nghién cu thifn td v i ¢, mXu 244 bnh nhan MDRTB, c6
889% bnh nh©s dHg®PAS9bnhnhanl hlingng PAS mndonh v
xuH hi n tri uch ngbd nndnvanén m ¢ , tighiém frng[95].
1.2.2.4Nhémthu ¢ ¢ h ‘®iau qof +d rang
Li nez oddumh sitt@np s d ngtrong thi gian ngh. M t s tac
d, ng khéng mong mwn ¢ a thu c ph, thu ¢ vao liu va thi gian s d ng[26],
[111]. Theo mt nghién cu phantichgp | i ° nh ligezaichl ‘& xud bln
ofh L O©yng5®tsdbnh nhenQt ag phdchalinezolidl «
gHp tac d ng khéng mong muwn, 35% bnh nhanl. hfi ng ng s d. ng linezolid
do pHn_ ng W[ i [127. R i loth tiéu héa la tac,chg khdng mong miwn ph bi/h
nhil ,  nthhe® khoéng nghiém tm g /h i ¢ pHi gilm liQu hay ngng thu ¢
[111]. Ghinhdht m t nghién cucho tiy LiQutr | a o L angdi mgdyrifag
l inezoid khtng Hifi mL dtihmt@Enhuyg o caoh th soxy
cacnhém thic khac[34],[111]. Tr o n g  k Quitr ddi ngay Biigilinezolidgay
thi/u mau va gim bleh duv it [ Ifn ° £13638,1% va 118%b nh nhar{66].
Riloth ti °u  dtinlatrév da ladActac d ng khéng mong mun
t h /@ g khi b nh nhan’s d ng clofaziminBi/n ¢ ' « gdn h€h 'ngu b
bd n ndn, ndntiéu cHy xull hi n° 40%i 50%b nh nhan's d, ng thu c. Khdng
75%-100% bnh nhan xtll hi n cac VI c6 maul, hay vang trén da sau mvai
tufn Qi ir [5]. Trong mt nghién cu thufn td vQclofazimin 8 Nam Phi, 6/50
(12%) $§ b nh nhan xtl hi n cac pfin_ ng trén da, 3/50 (6%) bh nhanco bd n
nén ntGva tiéu clyy [80].
1.2.3 H€ngx tricacbihc beilica | ao La'ckh&8§ng thu
Da thengdtg@nlyv ™ Qlifibnh | ao khg§aB ytha t h
vaHeng ¢ qun ly b nh lao khang thic ¢a T ch ¢ Y U]Th]Gi i (WHO),
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mts tdc dng khéng mong mindn | €©uw olQotr ILaio L acadktiig n g
nghi ng va céach X tri L ‘& trinh bay trong ng 1.2[2], [116].

B[ng 1.2. Tac d. ng khéng mong mu n, thu” ¢ lién quanva cach x tri

Tac d, ng
khon Thu” ¢ nghi
J . J X tri
mong ng
mu’ n
n, ng kinh | Cs H, 1. TUm ng ng céac thuc nghi ng cho ti khi

Fluoroquinolon | ng ngco gid

2. Dung thic ch ng co gd (phenytoin, acid

valproic)
3. Tt ngQ Jitamin B6 Uh liQu fi
(200mghgay)
4. Bab Fuldung H thu ¢ nghing t liQu th va
ttnfg d
Viém day| Cs, H Km, 1. Tktng VviliGudimi b a B/gdgay Q
thfn  kinh | Am, 2 . Thiahy c tiém sang apreomycin Al
ngad vi Cm,Eto/Pt, b nh nhan c6 B qul xét nghim nhY cm v |

Fluoroquinolon | capreomycin

3. Qnti blagthuc chng tfm dm n
amitryplytin, thu ¢ khang viém khongsteroid
(NSAID) hotb paracetamato thAgiup lamgifm
b ttri uch ng

4. Gi[m liQu céac thic nghi ng, nu khénglnh
hengti phsgc L

5. Ng ng thu ¢ nghi ng, W khéngln h * g
ti phgc L

Nghe kém, S, Km Am, 1. Xét nghim t h"2 v Bo séinh \vi thinh giac
L ik Cm, CIr | Yac foan L
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2 . i sangl @ tf bag capreomycin M b nh
nhan c6 Bag ch ng nHy c[m v i capreomycin
3.NJu cac tfiuch ng sm  Le@hi nkeh, thay
" iliQu¢cacacthucchng | ang tiém ¥n
2 JA3Fn m ttufn

4. Tdm ng ng thuc nghi ng n/u khéng [nh

hegti phB@trL
Tri u Cs, H 1. Ng ng thuc nghi ng trong mt th i gian
ch ng tam| Fluoroquiron, | ngda (1-4 tufn) trong ltc cé triu ch ng tam thn
thfn Eto/Pto c h €ac giare sat
2.S d ngthuc iQitr tam thHn
3. Gi[m |iQu céc thuc nghi ng, W khénglnh
hegti phsgc L
4. Ng ng thu ¢ nghi ng, i khéng[nh h eng
ti phsgc L
Suy a|Tinh thg kinh| 1. C[ithi n Qi ki nkinh 1]x& h |
c hWt h|t}xa hi, bnh|2 . vHi€hoémhedb th¥Ea nhan
mth tinh, Cs,|3.Dungthltlccing sug nhe
Fluoroquinolon,| 4. Gifm liQu céc thic nghi ng, W khéngnh
H, Eto/Pto hengti phsgc L
5. Ng ng thu ¢ nghi ng, W khéngn h * g
ti phgc L
Suygiap | PAS Eto/Pto | n Qtr bRag thyroxin
trthg
Bu n nén| Eto/Ptq 1. n&nh Ypgim8in €3, Qhtf bt . @
hotb nbn | PAS H,E,Z L "in gili n/u c6 ch I nh

2 . Qurrib?agthu c ch ng nén
3. Gi[m 1iQu cac thuc nghi ng, nu khénglnh
hengti phsgc L
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4. Ng ng thud c nghi ng, /i khéngn h * gy
ti phgc L

Viém dd| PAS Eto/Pto |1 . Quniri b3ag nhom thuc khangth, thwH2,

day hotb thu ¢ khang acid
2. Ng ng thu ¢ nghi ng trong th i gian ngh (1-
7 ngay)
3. Gi[m liQu céac thuc nghi ng, W khénglnh
hengti phsgc L
4. Ng ng thu ¢ nghi ng, n/u khéngn h * g
ti phsgc L

Viémgan |Z, H, R PAS, E| 1.Ng ng i c[ cacthu ¢ ¢ Fdkhi dili quy/}

Eto/Ptq Fluoro| L ‘& tinh tthgviém gan
quinolon 2. LoY b cac nguyén nhanQ@n tang gay vién

gan
3. Xem xét vic tm ho&n s d, ng céc thuc d
[n h * mg€i gan nhdl
4. DuUng H cac thic khondit g ©y c hLh i
gan

n, ctinh S, Km, An, Cm| 1. Ng ngcéc thic nghi ng

trénthdh 2. Xem xét s d ng a@preomycin A
aminoglycosidlathic t i ° m_aup i §
3. Xem xét I " Ihgeco twdung 23 Fn/tufn
nuthd cthipyu il i p h gad nHnhan
dungtp ‘lcfduc
4 . Qurchnh i cf thu c lao theo chs thanh
th[i creatinin

Ri loth|CmKm,Am, S| 1. Kiwhtrann g, kli huythanh

I'"in gili 2.NJun' n g, kali huy} thanhthb thi kiwh tra

thém nn g, niiagnesi (va calav nghi ng h4
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calci mau)
3.B"iph L'ingilin/udnthil. Chiys d, ng
cach xa khang sinh | uogu Wnmo§ @ m

tacthu c
Viem TK|E 1. Ng ng u ng ethambutol
th giac 2. Chuy b nh nhan ti khamchuyén khoa
nau,pk|Zz Bdg 1.n Q tr bRagthu ¢ ch ng viém kidng steroid

Fluoroquinolon | (NSAID)

2. GI[m 1iQu cac thuc nghi ng, nu khénglnh
hengti phsgc L

3. Ng ng thu ¢ nghi ng, nu khéngn h * g
ti phsgc L

1.3 H th'ngbdocaot nguyn v~ vai tr, troglap ch€hng
1.3.1 H th" ng béo c4ot nguy nvQphln_ ngco Hig athu c

H th ng béo céo tnguy n vQphin_ ngco Wi¢ athic ‘lt€nth ngho a
fi Hth ng thu thd cac béo caoQphin. ng co Kl ¢ athic , * clc& can by t]
clng nh€e dseatl c kinght dpMnmdo cab et cach t nguy n
vQc h  qca taym quyQh gqun ly vQecac pin. ngco M ¢ athuc §117.

H th ng bdocdot nguyn ’‘lc@ifldvimec L2nh ch2nh L
hi n Kp th i cac tin hiu vQL, an toan ca thuc, ' €a [rthuyFoa cung &p
nh ng thdng tin quan’tng vVQc § ¢i Im ¢ ‘rigMconguy c h.caicSau
chuyén giay/]sSLL § nh gi 8 2« 'h 5 ®@timbhunaytWw €a r a c §
can thip Kp th i. B4o c&o.t nguy n vQcac ADR nghi ng ¢ a thuc HLbit cé
ich khi phat hin nh ng pin_ng him gp va Xy ramun, b ivih th ng co kiy
ntng theo td»i. intg tole®2],§107.

HFu W} cac qic g Qu ad trling tam hed ' 'hGinh giac BE ¢ Wheo
ddi pHn. ng cé M ¢ athu c. Cac trung tam c6 nhin vy ch y/u thu thdp bao céo
ADRt nguyn, s aJuhathtnt dhpHnAi /o nig€b§o c8§o v~
qunlygaquicgiaminh.Nhong b&§o c¢ §o  adiyQTaaguamltheo L €
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d6i ADR t Uppsala, Thy Wi (WHOiUMC). TY L ©y, @QbAdcAogrDR i n \
t nhiQqucgia€l€cinghpvaohthng, cL€heo d»i v~ L §n
b3ng cac k thud do tim d |i" u. Céac tin hiu, dnh bao YADR nghiém irng ¢ a

trung tam nay8L ‘& pHn A i vQcho cac trung tam [@h giac B ¢ qu ¢ gia[92],

[117.

TY Vi’ t Nam, h th' ng bédo cdo ADR tnguyn L «c triMé&hait n £ m
1994vis r a icla2trung tamtheo déi ADRphiadB v~ ph2a Nam.
Trung tam DI & ADR Qic g i @B Y #§thanh v i mong miun hdt | n
¢ ah th' ng bao cédo ADR tnguy n <£ngay cang c6 hu qu.

1.3.2 h u Wihva hth ch/]g, abédo cdot nguy n

H th' ng bdo cdo tnguyn EBoartbvatr t h " nh ph<ehbih ph§
nhil" nhiQi qu cgiab inh n g @b n ilbd sau:

-Chthlic L Hm chgphithchinthgh hhni so8o ph<€hng p
déi ADR khac.

-Phmvi 4p dng r ng rdi v i tH o[ cac thic, tiic[ cac thi Wh,ivis
| “@g | ndan s, khéng phan bt ¢'8 ¢’ ngap dn g ~ ¢ cBo ¢ b nh nhan
n i trd va ngd tra.

-Kh[n £ ndn bdbnhanh cac Mihin | ©m s~ ‘ncgghi nhth €l LI €
bi t la cac ADR hiln gp va nghiémtmn g, d.otr t tcho hhh ng dnh bao
s m.

-tcokfintnginth "mg®i th-i quacan kyYv][8hn c
[117.

Tuy nhiénbénéh h L - ,  Wduypn v & otd nh ng Hh chsau:

- Trong nhiy  “tng Kep, héngtin® t r ong b § o Fyc §lmi/ukdh t n g
li' u quan trngva ghi chép h ch]

-Nh. ngrhdhth ¢ ¢ h ‘€aQb8osaocgADRy>h conn h: €hdng bao cao
ciccADR LWkADRIinghiém irn g L ¢ ghln&h va khdng bao céo nhg
t T n@h pkhdng clab Ii u thu ¢ ¢ plji la nguyén nhan gay ADR khéng.



17

- Kho phat hin nh ng ADR xud hi n mu n, ADR himgtb c6t || mcb
nQr ¢ a bih ¢ cao[10Q],[90], [117].

H th' ng bdo cdo tnguy n cont’ ntd nh ng th cjnhliUn h nh€ng v
cac€u Wi i tr i, h th ng nay vq L' & coi la nglin théng tin quan ‘tng nr
tronggiam sat pfin. ng co6 M ¢ athu ¢’ nhiQiqu c gia.

1.4 T ngquan h th" ngvaphantich g p
1.4.1 T ngquanh th"ng
1.4.1.1Khai ni' m

T ng quan h th ng 1a qua trint ng h p tii c[ bag ch ng t cac nghién
cu tcr @ @[ ilmtcauhinghiencug thws dng ph€hng phé§ry
th' ng, rérang, cO Wb 14 " @K § enh,Lachn, L &nh gi &céic8§c 1
lién quan, phan tich di" u vat ng h p théngtin [39], [79].

Nh n g Ho tinh ch y/u ¢ a t ng quan h th' ng bao gm m ¢ tiéu rd rang
v icactieuchth|l achn ‘lc€thwh - a_ ct,r @ h€hng ph®pp r» |
14 “gemkimtailiumtcachhth ng, ¢ gb g Xrfhdlicllnh ng ncién
cu L Botieuchdl achn, L §ntincd/ic 8 catkau,fnghpva
t r 3 n htb bvih ya KE qul ¢ a cac nghién as  ‘Lc€a ch n theo cach cé'h
th' ng[39.

T ng quan h th" ng cung &b bag ch ng khoa hc ¢ -tin ddy cao, s
dng ph€ehng pWS§ thiwWrhéa sai'lcm §hong tintng hpt f ng
quan h th ng giGp caaan b y /] cac nha nghién e vacacnhadim | T L €a
Kfludhvaquyl nihp | T, cal Yhrhog i tMd quandai liu theo céach
coh thngtr nendgnthif h hn® H}anbd lagtiong thi Y bung A théng
t i n ‘mma&. Tmg quan hth ng, LH bi t1a t ng quan hth' ng d a trén th
nghimlamsang ngt  n hi °ich ng,-hinl ‘lc€oila mc |, Bao nidig a
thap Bag ch ng trong nghién_au khoa hc[124].
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1.4.1.2Quy trinh ¢, at ng quan h th™ ng

B _ac 1. Thik lop cau hvi nghién wou

VEh QtFn gili quy/t trongtng quanhth n g °* n iy € ¢ cethwhoa BRag
cau hi r » rc’khi b fulf g quan.Cau hi nghién cu c6 th\M ‘& di n
4 _dd&hg mtcau hit do hdb ‘lc€ic nha nghiéna ¢ thwh - a_ i d €
dthg dall trdc PICOS (gfn thwhghién cu, yu f canthip ,"iching, t ift u ch
ra va thi k/jnghién cu). Tuy nhién, khéng ghvih Qtighiencu n~ o ‘el n g
'nh g Fl' . Bac yu t theo & tric. Cau hinghiéncu g i Yamhrg @y L
m, c tiéu nghién cu.

B _ac 2. Tim kim va lxa chzn cic nghién ou lién quan

Céacnghién cu vién ti/n hanh tim kim nghién cu d a trén nhQu ngt n,
baogmdngin t ht! ngt vaibn in,khéng gii hth ngén ng, v i m, ¢
2 ¢ h ‘tc el cAc@Rag ch ng coé lién quan. Tiéu cb§ | a ch n xudl phat
tr cti/pt cauhinghiéncu v “cc¢ltdhda, lydolachnvalditr L ‘&
ghi chép H.

B ac 3. n 8 hihgriglén oun

ng&§nh Hi sg@&dhnghiéna ‘lc@chin® tng . bdf@gquan
v' L - ngHaguanfrnd. & achnnghiencu, L §nk , dingnHin
¢ a cac nghién w WHuy} ‘niiphantichtnghpcacKfgu hay L &nh gi §
mthh¢gak}ludhcuiciungphthucrdln v . o B€&nh gi § n"vy.

B _ac 4. Tom dt va tYng hi p kit qu

b & nay, camghién cuviént nghpd I ut cac nghién cu, kHo

sat s khac bit gi a cac nghién a va i c6 thWti/h hanh gp cac nghién_au 1Y
trong phan tich gp (metaanalysis). Phan tich g 1a m t phfn khéng labbu ¢ pHi
cotrongtngquanhthng. Tr ognhg cd g KBAc bit qua | n gj a cac
nghién c u, khéng th\g p chung cac nghiénav i nhmu L €

B _ac 5. Phén gi i nhung phéat hivh cva nghién ou

n©y lc'cuilki®g trongtng quan hth' n g . . c Ba@gilp phién §iy
nghoa v Jlludh€at ng quankCanghién cu viéncfn xem xét Il c[ cac
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nguy c Hién suanbacsgm cothién v trong cong b k/} qul (publication
bi as). ndnhd g nigima cac nghién a gilp quy} niti théng tin
fnghp c¢- L &rkiongt Nurkhémg, s d ngbragchn g * ¢ g8i nkh t

nh ng nghiéncuclll " h € cW & alJ/rlueh. B k8khuyh c 8o "o~

L€a ra cli Mg lmthmbRagéhmdr L
1.4.2 Phantichgp
1.4.2.1Khai ni' m

Khai nimphantichgp ‘lc€ L €f filat | °n v~ 0iGlads.m

Phan tich gp 1a m t phan tich thng ké nf&n kit h p K} qul ¢ a nhiQu nghién cu
rieng [GL ‘& t/h  h " pch [BS). €

o

19

L

Phantichgpconh@ L - n @Qmigngwiéneu | ©mksbitng "L t £n

hi ul cth ng ké ca mtnghién cusosanh,gthin . & L oChinu qof ¢ a
ph<€hng Qpth &ph plkif qu 't r § I c graga@ nghién ai khac nhau, [

I ichocauhinghiencumi,thchin ¢ §c p h ©nhémt phantich cue

hehg, ®Rh&bnd | gtidm wbtng cho_ uc 8kech 8icg htir°onn gc

[63.
1.4.2.2K: thud th, ¢ hi n phantichgp

nWh ¢ hi n phan tich gp, m ¢ | BHE * niy nh&i gi a cac nghién_ai dgn
L& L §nhHk8$ &hac Bt ndo gia cac nghién a trong tng quan h
thngQL ‘lc@i b “ni ntEO[39. M ¢ . bHE “niy nHi 12142 % t ng
nh ng khéc bit gi_ a cac nghién ai [38].

Phan tich gp °lc c hi n theo mt trong hai md hinh: phan tich gnh
h ‘eng [l bi/h (con gi la phan tich gp ¢ 'nh[n h * mg)¥va phéan tich g [nh
h ‘eng bir thien[4], [39].

S d.ng mé hinhl(n h * mg<®d bi/h v i gil I'nh: cac nghién au QL™ ng
nhl  n h € n kiWabjtchthg qua la ni nhié. Tdo h pgiatrm ¢ . [nh
h ‘g ¢ a cac nghién as s£tuan theo phan phichwn [77]. Tr ong ., [nh,
hehwgcaminghiénculamtch's U'nh rg®L hh “Mg@€amtcan
thi p [56].

m

t
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S d ng md hinh[n h * my®ih thién vi gil L' nh: cac nghién au khéng
Fngntdl  n h€ mrglsén cunf  Ledep 1Y rE nhiQu In thi € phan phi
quanh mt gia tr nhil " nhi (theo phan ph chu) [77].

KJI qu ¢ a phan tich go c6 thAL ‘& thwhi n blag bW = B pva bW ™ L
ph u[39].

BiW “ g pthwhinmc . [n h ‘ mg®a khgng tin ady ¢ a t ng nghién
c u L Bvacdd nghién cu phantich gp. M inghiencu ‘lc€t 3 nhi b~y
dthg m t hinh vudng im gi amt W@ KGngang. Din tich ¢ a hinh vuéngiWi
thmc  Lngatrngs, ¢ Unth3ilgaln ngang biv th kho[ng tin ady ¢ a
mc _ h mg&rngslamc  [h Mmg€atngnghiéencuvichs
th' ng ké chung. Nhng nghién cuvic m@a|lncotrngs L n hhmg nh
nghiéncuv ic. mXunh [39.

BiW ~ phulamtlodbiw “ phon t §gmvQdathms [ih * mge
trongcac nghién cu L Bso v ilthdng so vi théng S vQc, mXu hab | Ehinh
xac ¢a t ng nghién cu t €©hgl3P. . ehinh xac la nglt h[o k a sai S
chigcamc , Inh “mg€minghiéncul4. T h ! mgtronghmEbiw
I phu, tr choanh tivhi nm ¢ . [n h * igQr c tung thhhi n théng s vQc,
mXu (hdb . Bhinh xac). B ™ ph u tiwhi n khin £ n gt tlomg xust b,
cang thiy ¢ @thi cang thhi n dal hi u cé s thién v [4], [39].

1.5 Céc nghién cut ng quan h th” ng va phan tich gp vQbi/h ¢ bhil" i¢ a
thuc Qitrl ao h " n ghHashirénthAgi t i
Vi tNam, hin nay c, htéag quan hthnmg va phan tich, g nao
cong b kJT quf vQcacbi/h ¢ bHIf ig athic t r @nrdao tidi chung va lao
La kh8ng n-i ri°ng.

f T ng quan h th"ng va phan tich gp vQbi/h ¢ beil'i | i °njhquan
qusg t Qftmlhad il a kdd§ 8hanshamWu vaegs, xudibln nt m
2013[11§.

Shanshan Wu va ag s L' « Jh hdnhtng quan h th" ng va phan tich g
trén cac nghién e thyntp vQbi/nc bEiIlfi 1 i °n quan Qtrlacng gt
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' a k h §m@ac taddl’ « a¢thn 39 nghiéncu L €4 ngwilao hth' ng,
va3lnghiéncu L €a v~ o, ppKit@uf chtr& raadyco §73% b nh nhan
gto pHiitnhEim tloU bih € bRl it r ong g Q& MDR-TB) trond’si
' - ¢ Fng hahplin ba bnhnhan pifi ng ng thd ¢ ttm th | hay nyhgkbh h v
t hdayitnilimtlodthuc. Riloth t rthm It €° uctinh@énthinh L
gidcla hai bih ¢ bHIlicot sudixudihi ncao nill , t ®jhvni §2,1% va
146%. Mtbi/hc L &8ng c¢h¥ 1 il&dn&nctinl{psychiatric disorders)
v i kho[ng 132% S cabnh, tr onmnhiingbMili o g fnedm, fo
g vacac bnhthfn ki nh d¥ bScc ns o CElgippan@dm t 2 ct
(subgr ou p) ° ctihrhagnh, tu@enhién/ qu khéng chras khac bit L §n g
kWgi. a cac nhom.

T ngquan h th"'ng vQbi/nh ¢ bEIli° n g ©kh, e mthh va ca nhan
phhi mvhibnh | am QLi€b3ag thu c ch ng lao ma c6 hiu qul
trong vi c phong chngs phattriviga | ao Ldo Landeddanyva ag
s ti/h hanh, xtiib[n n £ m[62.0 1 3

Langenda mngljuan it my bao'gm 20 nghiéncu, trong L
16 nghién cuth nghimlamsangrmg n hi °ioh ncg- (LR &cth ¢ hiine
trén cac tinh nguy vién kh e nthh va 4 nghién au quan sat L' i~ hg@®p xac
V. i b nh nhan MDRTB. KJ} qu ch’ ra riag, vi ¢ xull hi n cac bih ¢ nghiém
tr ng k h T nggxuyénh £nh nhan khe nthh khi ding thu ¢ trung bnh 7
ngay. Tuy nhién, nmgbih ¢ bEIl inhGx[y r a ti€kmhyge xuy Im, | °
kholng 7080% $ n g &inh nguyn vat | nayc [ rbigh _ ng nhiQu gi a cac
nghién cu.
n"iv icac nghién cu vVQvi ¢ p h hm v irbmh nhan MDRTB, qua

trinh dungl. ¢hu c Ll hlid ng 14 ° 58% -1 00 % Thg@o bih ¢ bl i
nh ng bih ¢ nay cé tWhhGnh€bl’ n ndn, chéng i Shinghém tr n g/hh ¢
cfn pHi  QLti.
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§ Céac nghién cu t ng quan h th” ng va phan tich gp ch’ tdp trung vao
m, tthu ¢

Trénth/]gi i , I «t vagnghiémcu t ng quan hth” ng va phan tich @
ch’ tdp trung vao mt thu ¢ ¢ thwh h ‘©ghiénrnc u vQhi u gqu va s an toan ca
p h §°cch & linezolid trong vic Q@ i | ao L a ’klvdlaogsiéu khang
thu ¢ [127], nghién cu vVQs antoan@ hiugdga cl of azi mi'n tr c
LQutrl ao L a "khasidukhangthu [44], linezolid trong vic Qitf lao
khang thic ph c th [21].

Nh ng nghién cu f ng quan h th' ng va phan tich, @ vQbi/h ¢ bHi[ i
trongvic @il ao La kh§@dgntimts hth &yn hI'€;ts m
nghién cu ch quan sat trén m thu ¢ ¢ thwnghién cu cé ¢ mX con nh, s
l1'"®@g b i b&bedpemahiv’ o

Nghién cu ¢ a Shanshan Wa - p h €h njg haphlgi®pvip h €hn g
phapchang téid ki/ns d ngnhELt r o ndy i UL ‘& thuthp /)L ntm 201
[83]. KW L - Jhhayl « th@mnhiQ nghiéncuvQbi/hc bHIli t r@tug L
| ao L al ‘& tdB8gnbgNh ng nghién cu m i nayh a g €L ‘& b sung
vao nghién cu t ng quan hth' ng vaphan tichgp, géppfin L &§nh gi § <ch
chnd h®bidhcdvbblica | ao La khS8ng.
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CHhuNGn'2. TNG Vé PIGIPHAR NGHIENC U

2.1 T ngquanh th"ngva phantichgpvQbi/nc bEIl it r o n@tr lad
La kh8ng

2.1.1 Ngu'nd i u

Chuang t6i th hanh timkim  t r o n g li' @ RubMed/Medline (bad gn
toanb d liut 10/1 9 5 3 Jj 12016 L'Whu thdp cac nghiére u phu hp.

ThH i gian tim kifm: thang 1/2016.
2.1.2 Chi/h ’lc €8 ki/jn

S dngt khoafi MD-RBO, t htrdigg Qiyay kdhoa MeSH,
ch¥wng t¥¢ danhhme cde@® 'ng n g h oMultidsug-Resistarit
Tubercul orsd slogs ifisTTubMul AT ub egc Rle SIVDRE Nt
Tuber cul o sculesid,, MultiDIr uubge r R e sii Mut-Daug t Resistant
Tuberculosise ,A Tuber cul osi s, Mul t i Drug - Resi
Resi st anReods,i sitbarntg Tuber cul osi so, ATuber

n‘ivicacgmchadiiphy , c¢ h Vbtongtdingdd L hn, v~
dbl phYy bag toan't AND. Cacemt 'ng n g'lcoav ilhh@u bitoan t
O R Wb thanh ct phap."Gcu phap nay la (1).

Sdngtkh-a ATBDR t h?!lng Qi ayyakhah M&H, ching

t1i {ddanhlm@ cact 'ng n g h oExtensiveju Drug fResistant
Tuber cu fxteemedydo . DrugRe si st ant Tub e-Resistdnto s i s
Tubercul oses, -BesremehyoTub®ragl osi s,
Drug Resistant Tubertuo si s o0, AREx-Reeimel gnt Drligber

ATubercul oses, -R&ExXIit gteanretl ¢, Dit Tgber c-ul osi
Resistantosi AA,Tubxtrcamel y fiBMBRg, RieTsu bse racnu
Extensively DrugR e s i st a nResistant ifuberaulgse, Extensi-vely
Resistant Tubercul osi s, -ReEexstiesntsainvte | Tywh e r
ATubercul oses, -RExieshanvéby DTudbper cul o
Resistanto
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nivicicgmchadiphy , c h YVbtongtdd ngd i, va thay
dbl phy bag todn't AND. Cacemt 'ng n g'lcoav ilhh@u bitoan t
O R Wb thanh ct phap. Gca phap nay 1a (2).

Sdngt kh-a AAdverse Drugl BwWnctyghg t h'
Me SH, ¢ h¥n gc danh imc dadtul’ ngreg h ¢ a DragaRelated fBide

Effects and Adverse Reactionso, AAdver
ADrug Event, Adver seo, ADrug Event s, A
Side Effectso, ADrug Si de Ef fDercutgoo,, nAESFI
Ef fect s, Drugbo, AAdverse Drug Reacti o
Reacti on, Adver seo, ADrug Reactions, A (

Toxicityo, AToxicity, Drugo, fADrug Toxi

nivicicgmchaddphy , c h¥bteongtdlingdd L hn, v
dbl ph¥y bag toan't AND. Cacemt 'ng n g'lcoav ilhh@u bitoan t
O R Wb thanh ct phap.'Gcl phap nay la (3).

N"i c¢c% ph8p (1) v.,i ¢, ph8p (2) b3un:
B3) b=xng to&n t  AND ta L€ c c% phs§p
PubMed.

Ch¥%ng tt'i s’ d. ng ch. nog!mkmg. gifi EinghH4r
ng. TnAMWg EAu L€ ¢ c8§c nqhdofienquan. u b un g
2.1.3 Quy trinh |, ach nnghiénc u

Qua trinh la ch n nghién cu ‘Lc@ c hi n b i haithanh vién trong nhém
nghién cu. M, i n g ¥s€ soat chéo mt c §cidp L iQVaudmltbg a cac
nghién cu. K/} qul soat chéo Au c6 Bl ~ ni, thi nhng nghién cu cé s bH
"ng nay € L' ‘& th[o luch IY, hotb hiy ki/n  nignghién cu dy caoh h n
(senior investigator). Nmg nghiéncu ‘lc€rdgntt | © ¢ - JHbUPén qu a
bHIi trQ@irdg abi L a Qk hghdgn LR . 4 atrén kifn £ rchp
phép ca ngl n théng tin ma nhém n@n ¢ u c6 thMham kifo. Cac nghién_au
th a man tiéu ch¥y | a ch n va khéng Am trong tiéu chii loStr , "E€l €a Vv «
trong t ng quan hth ng.
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2.1.3.1Tiéu chuXn |, ach n

nWL ‘& | a chn, cac nghién au quan saphli th a man nhng tiéu chi
sau:

- C6d liu fWralabinc coc athdc

- NghiencuvQl ao La 'kh&ng thu

_ Latiliudidmt

- P h §°cl QLtr lao ¢ a cac nghién ai c6 bao ‘gm cac thic hang hai

- Ngbn ng: Ti/hg Anh
2.1.3.2Tiéu chuXn loY tr_

-n"i “hegbhbittritem,phn c - t hdgia ng+e€

- CAc nghién cu: cac nghién au phan tich'tng h p (review), bdo céo ca,
b&o cao chu, nghién cu b nh ch ng, nghién cuth nghimnga nhi ®in
ch ng (RCT) nghién cu ch quan sat nmt bi/h ¢ bHil" i hotb ch quan séat bh ¢
bEif ic am tthu c.

214 n8&nh @l Shg@&dhiéncu
Ching t8i th  h " n h L &in hhg@pRag§thang MNewcasti®ttawa
(NOS) danh cho cac nghién g thun td [113 (b[hg 2.1) T h a&h gn "Ly
I ‘& nhiQu nghiéncus d. n gWL§ n h H i’ §g®onk phan tich,g ,Fohit
la trong vic phantichgp WL §nh Jg¢ 8HIfd ¢ athic @t lao[27],
[50], [62].
Blng21l.Ph<€hng gnihgiehl ™ hg@ghién cu

5
L i
Tiéu N i dung t -’
chi L a
Khf|l1. T2nh LY di" " n c¢c,a nh-m A
ntn( Ho"n to"n/phfn n”"o LUYi 1

L «



26

| a n"i t€ ng lighnig@ ic tw nt
ch 1 hoHc khl'ng c¢c- thlng tirnfn O
2. L.a ch n nh-m khtng phh
T. c Yarnggu fom, tt hW v _ i nh- m 1
T. m t nguin nkhh8c phhi
thong tin 0
3. M. c¢c L, ghi nhdn bi/Jn c¢°
C- byng ch_ ng/ B8o c¢c8o0o | 1
B " nh tnh@n8o c8o/ Khlng ¢/ O

4 . Thlng tacn vkQhiAB Renhge L u

c.tuhufn tdp) 1
1. So s8nld maghir®m ¢ hul/t kI
KhT Nghi °n ¢. u quan s8t s’
ntno m, AE 1 |2
SO Nghi°n ¢c. u quantd8tsul §
sanh AE 1

1. n8nh gi &8 k/Jt qul Lfu ra
n8&nh gi 8 m¥%“ L ¢ | dp/ B8&§¢ 1

KJt T, b8o ¢80/ Kh!'ng c¢c- th?1 O
qul|2. Th i gian theo d»i L, 1| 1 |3
Lfra|3. M o I, IkEfa vi ¢ theo d»

Thit cl[€ lcQu heo d»ig0%T 1

T |7 t80%/Khord ed thory tin 0

2.1.5 ChiJyxubid I u

Chingtdéis d ngpHFnmQ@n Mi cr o s o f tWHIxxabkd] li' wRliénl 0 L
q u ajin: thbng tin ca nghién cu , Fo tihh bnh nhan, théng tin@p h & cl QL
tr v futacabihc bEli | i ° M QiuraviDR-TB.
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- Théng tin WQnghién cu bao gm: tén tdc dic h 2 n h, H blh oéchx u
thi/t k/jnghién cu , a M ti/h hanh nghién ai, th i gian tih hanh nghién_a,
c. mMxXu.

-C§dbtihhgcabn h n h ©thu tiip&ao gm: tu i trung binh, t I
namgii, tigns LQutrlao,t I nhi mHIV, s thu ¢ Q@ tf lao ma bnh nhanb
khang trung binh.

- Thong tin WQp h §°cL QUtr ' ‘& thu thbp baogm: thi g iQatn, s L i
thic trung b3 nh pghéaggidamhayd ohan héaNh ng nghién
cucondirlabnhnhansd ng phdohathéaotbvicl achn pAR§c L
d atrén K} qur xét nghim vQL, nhy ¢ athicthite coi 1c¢anmah §c |
hoa. Nh ng nghién cu céndi ré trong bai bao 1a Ibh nhan's d ngp h § cchun
hototticfcacbn h nh ©#& d hglhngthichang2ding nhawp L €
vaoldd ph éoq. L

-nfuracabinc bEli | i ° dh QuiRMDRIT B "k #Bu thip
bao gm: s b nh nhan xtt hi n it "t m t bi/h ¢ bl i, s b nh nhan xtf hi n
it nhlim t bi/n ¢ bHIT i nghiém trng, $§ b nh nhan't vong do bip ¢, s b nh
nhan pifi  t hia yp A8abinlc . Théng tin Qs b nh nhan x#l hi n t ng
lodbi/nc c T n gc chifexutt

-Céac bih ¢ bHil i ¢ acéac nghién aw ‘lcu th va quy Wcung thut
ng (term) d a theo WHO Adverse Reaction Terminology (WHO ART}4], va
I ‘& trinhbaytrongfh g 2..i 2 Ldo§

B[ng22. Hn Whi nglod bi/hc bl i

Ma
WHO Nhém nHc Li Wm
ART

R i | odhn
100 (v ph¥fn
da

MQ Lay, t n th€ehng da,
ng. a, tr-c vliy, thay LU
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200 RL h chVi°m gon, Lau kh, p, vi
RL thfn _ _ .
RL thfn Kkinki,nh,a kdoGwyh t
trung <©€h
410 o Jbi°n, ch-ng mHt, Lau L
thfnnigohH _
_ th c, co gidt
vi
, R°"i loU4n mdt, k2ch ng
431 |RL th g _
nh3n gilm
432 RLthinhgidcva|n, ¢ t2nh tr°n tai, mblt
ti Qn L3 njta,bRL ti Qn L3 nh
B°"nh t©m thfn, mblt ng,.
500 |[RL t©m t . .
| dun g, I L nh t s8t , t
R"i loYYn ti °u h-a, ntn
600 |[RL h° tillLau b, ng, nin ra m8§u,
day
Vi °m gan, nhi,  m L ¢ ga3a
700 RLgan v~
men gan
800 RL Li n |Toan acid lactic, titng
dinh d€e |l oUn L€ ng huy/Jt, tktng
900 RL n, i t|Suygiap
1210 |RL h¥ ng |Thi JJu m8u, suy t_ vy
) GiIm bUch c¢¥u, i T m by
1220 |[RL bUYch ) ] oil
trung tinh
) Suy t hdn, L c t2nh tr°
1300 |RL h toi S
ttng creatinin
1810 | RL toan than S"t, m <t m i, Lau L., n,
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K2ch _ ng/PhinQ t4i nhi d¥%ng, d
d, ng t hu|tiém

1820

2.1.6 Phantichd li u

TYng quan thXng

- KJ} qul ¢ a t ng quan h th" ng 1a Hng tom tbbao gm théng tin va &
qul ¢, a cac nghién a Qltiéu chog.

- S d, ng pHFn m@n Microsoft Exel 2010.

Phan tichgi p

-Chung téitihhanh x lyd lfuvi ti °u ch?2Mml&i€ndiagi §
S bnhnhan xdihi nbVn c tréentngs bnh nh©n_ mph kpih ©nh it 2 ¢ h
dthg t sudl (incidence).

-n §nh | gl §nylhHd gi a cac nghiém ai blag cach's d ngch' s
12.Ch's 12chobifm c ., khac bitgi a cac nghién a.

-Phantichgp °‘lc c hind atrén pfin mQn Open MetaAnalysPHhn
mQn n "y’ cls« nlg@tibh toAn m ts nghién cuphantichgp, trong |
c6 cac nghienawwgptrén bnhrhan nds | a o  1[48], [KL$. 810 hinh[nh
h ‘&g bih thiénl ‘& s d ngLlWK Iy s i u.
22 MO t[ Lo Whi | i ° n Jhabiffad bBLI i ¢ a thu ¢ khang lao ghi

nhant h th'ngbéocéot nguy ntd Vi tNamg i a ¥h 20092015

2.2.1 Xay d ng danh m c thu ¢ nghiéncu

Danh mcthucnghiéncul & xaydngda tr °ngdakti®h Lo §n,
L @ tr vaphongbnhlaocaB Yt][1]v = . hg@&h qun | Qi tr 1ad khang
thicgaB YU][2] LWk § cnh¢acthuc kh&ng | aol@thleangh§
L & ap dng 1 Vi’ t Nam. D a theoH €ng & qun ly lao khang thuc ¢ a
WHO [116 LWphan Idd nhom thdc  Q@Ltr lao.

Danhmcthic k h § n’ge s ldangtroiy®ghién cu l&

-Thu ¢k h § n"gng Ui rybang’n& pyrazinamid (Z), thambutol (E)

-Thu ¢k h § n’gng tiém:ostrepte@nycin(S), kanamycin (Km), amikacin

(Am), capreomycin (Cm)
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- Thu ¢ khang lao nhém fluoroquinolon: levofloxacin (Lfx),orifloxacin
(Mfx)

-Thic k h § n gngliaghang #&i: thionamid (Eto), prothionamid
(Pto), cycloserin (Cs), terizidon (Trd)cid paraaminosalicylic PAS), natri para
aminosalicylic(PAS-NA)

-Thic khg&ng | awquc bedguilir (Bdg)hdelamanid (B,
linezolid (Lzd), clofazimin (Clz), moxicillin/clavularat (Amx/Clv), meropenem
(Mpm), izoniazid Iy cao ZH), darithromycin (Clr), thioacetazo(i)

222 n’i " hg@ghiéncu
2.22.1n"1 ° hg@ghiéncu

Chuing t6i thu thp tHl c[ cac bao céo tnguy n vQph[n_ ngco I ¢ athuc
(bdo cdo ADR), nghingdothic | ao @orbag La ks du,
thyn ‘wh v~ _ t9@ung tdm DI & ADR QUc giat thangl/ 2 0/p 9
12/2015.
2.2.2.2TieuchuXn | ach n

C8§c b8§o c §darundhtBnRDI K 8DR Quc gia thu nfn t thang
1/ 20/p912/ 2 0nrgmm,ttrohgghai ti€u ch¥p sau:

-Colydos dngthic Il7a:o Al &hok k& oagh dn Ylkhac ca
cmtilao La kh8ngbo

- M, t trong céac thuc nghi ng, hatb thi ¢ d Y nggth illA: kanamycin,
capreomycingthionamid, cycloserin, prothionamid a&id paraaminosalicylic.
2.2.2.3Tiéu chuXn lod tr_

- Trong nhng thic b nh nhan s d ng c6 bao ‘gm: isoniazid va/hbb
rifamicin.

-B nhnhanc6 chlnh s d ngthucvilydokhacl T Id@o AL a
thu co.
2.2.2.4P h € hphgp nghién ¢ u

L €
L

K h &
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Chang t6i méfh ic ud li' ut cac béo cdo ADR thuh °‘lc@ trung
tam DI & ADR Quc gi a thgti 20092005 C8&c t'ic’md {lbah?2 L «€
g m:
1 Théng tin chung @bao céo
- S | @g béao céo, tI bao céo
- n hn g vbao cao
- T | phanb tu i, gi itinh ¢ a b nh nhan
§ Théng tin \Qthu ¢ nghi ng
- S | “@g béao céo theo tha khang lao
1 Thoéng tin VQADR
- Mts hch q'uah dge€hi ding thuc khang lao
- Théng tin ¢ thwQcac ADR thu nth ‘lc€
223 Ph€hng pyhsslipu x
Chung 6inhdp lfuvax lyd liublag ch<€hng tr3nh Mi
2010.
CacthGc kh&ngc lcalbi ac@ ~ 5 nh-m .«chhtiah nh
nghiéncu ‘Lc®@inh bay trén.
Biw hin A D Rc nia@d6a theokpp = thud ng chu§ dip cao (High
level termg trong b t L\ thud ng vQph[n_ ng c6 M ¢ a thu c WHOI ART
[114). Cac thut ng md T cac ADR Xy ratréncongmh ¢ h quaanc\Ww t h
L &xpvaolnhémingi | ° nh- nin b hi g uta @b dgtheos
phanidic ab t L\Mthud ng WHOIART. Cac biMhin A D Rc th ngké
theo ¢ hai dgp ., tha hoa nay.
Th' ng ké céac bih khong lién_tc theo fn sivat | phfn t r £t mh C8§ ¢
liéent ¢ Lo ®@nh bay theo gi&'ttrung binh heb trung V.
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CHh v NGKe3r.QUi NGHIENC U

3.1 Quy trinh |, a ch n cac nghién cu L' €a vrig quart h th” ng va phan
tichg p

Sau khi tim kim trén ngin ¢ h lisu MEDLI NE, ch'%ng t
1504 bai bao.

Kh[o s 8§ tQva toni g d21504 bai, chidng téi & ch n “Llc @88bai
baoth a man tiéu ch¥r. C61215 bai blo4Y. Trong1215 baiblod L -, ¢ - :

-674nghiencu kht ng Jhi °l nekbangimre L

-87 nghiéncuthchin t ri° nh gobit: trGe m, ° ircao®ii va
ph n c6 thai

-287nghiencu kh'ng c JhbUhcebhil iJAEpR n L

- 361 nghién cu khéng th ¢ hi n nghién cu vQthu ¢ hang hai

-187 nghiéncuchc - tQv > u t@kifongthkhin ¢ - | i/JA QL qu a
tai

-17nghiéncu | © b 8 @bdwgadochli hn |

(Cha y: ngi bai bao co ti®blla' i do nhizu  h _i trtiéurohi)

Sau L-,[ntngn\y- kinbandy t12@80 En«fLl, ltrong
L- c¢- Z2Z29%hgoAnhva (dbai bag tvhg Tay Ban Nha. 8 bai bao chung
t6i khong tWby  ‘Lle®ongkin . ng ¢ h oi dyndhoBiiE g aN 27 9 cb " i
c h¥%ng ck? Chang téi la chn €lc 101b ~ i& tidu choh, 178b lod.
Trongl78baiblod L -, ¢ - :

- 70 nghién cu la cac nghién a t ng K p phan tich (review) hay la cac
nghiéncuth nghimngd n hi °¢imh rg{Rardomized controlled trial)

- 66 nghién cu khéng c6 hbb cortl it théng tin WQbi/h ¢ bl |

-33nghiéncuth chin t fri° nbhg®nh nhan bnhi m MDR-TB

-25 nghiéncu |~ b § 0 bédogcao chuhhotb la cac nghién_a
b nh ch ng

- 1 nghién cu khéng thc hi n vQthu ¢ khang lao hang hai

L
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K/ qu quatrinh lachnhaylditr L'&tom&s tr ondg@ s § OY
(Hinh 3.1). N la’s bai bao nghién a.

T ngs nghiencu t ¥ o
trén Pubmed
N=1504

nc toAatwtmt
N=1504 [—————m e ——————

| -Khong phathp v itiéu cheq
1 | ach nvatiéu chif loY tr |
""""""""" >: ¢ at ng quanN=1215 :

N\

T3 mcdn fL_ L

_ [~ === ———-
N=288 1 -Kh®t ng c¢ - =agdho

I Anh N=1

I Khtng "t©BHmpAl, &=8
"""""""" > : - Khong phti hp v i tiéu chu

| achnvatiéuchiflodtr ¢a

— o o o o o

\ . 1 t ng quan N478
Céac nghién cu Gltiéu chuqy e - = - !
N=101
ettt |
I .Ch' quan sat mt lod AE, hob I
_________________>: ch' quan sat AE.cam tthu ¢ |
|
Céc nghién cu ‘lcfachn D e __ I

'W. €a "wngaguanthth ng
vaphan tich gp
N=69

Hinh 3.1. Quy trinh |, a ch n cac nghién cu W ng quan h th” ng va
phan tichg p
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3.2 T ngquanh th" ngvQbi/nc bEIl'it r on@tr Lao La kh8ng
3.2.1 ntb MVihicdcnghiéncu Lc€achn

N, idungthunkpt 69b " i b § ol alckn va téhh bay nga g n td
blhn g 3.i1 Ldo@lung diitilL ‘& trinh baytrong ph | ¢ 1.

B[ng3.1. Hn Whicac nghién cu trong f ng quan h th" ng

STT| Nghi °n Tt:nfxlt'.gﬂ nThiAIthcr.tthN r?
b [ | (n) | TB(%) | HIV (%) AE (n)
1 | Ng.BHoa[41] |2015| 282 ChuXr 143
2 Pym[87] 2015| 233 | 948 40 ChuXn 219
3 Meressd 72] 2015 612 | 985 21,7 ChuXn 544
4 Cavanaughl8] | 2015| 77 100 |0(n=15 | Khong rd 55
5 | Lytvynenko[68] | 2014| 484 86 31 Canhan hég 226
6 Vaghela[10§ | 2015| 101 100 20 Ca nhan hésg
7 Kuaban[60] 2015| 150 200 ChuXr
8 Kibleur [59] 2015| 231 59 Ca rhan héa
9 Avong[§] 2015| 460 100 ChuXn 203
10 Hire [40] 2014| 110 0,0 ChuXr 55
11 | Piubello[85] |2014| 65 | 98 1.7 ChuXn 41
(n=58)
12 Charleq19] 2014| 110 | 8888 250 Canhan hég 61
13 Jain[49] 2014 130 Chu X
14 Bharty[1]] 2014| 930 ChuXn
15 Mpagamd75 |2013| 61 98 140 ChuXn 49
16 | Karen Sheaf94] | 2013| 115 420 Canhan hég 67
17 Jiang[51] 2013 158 | 74 00 | Canhanhéd 81
18 Walt [107] 2013|1390 91 39,1 ChuXr
19 | RodrigueZ91] |2013| 289 | 924 45 | ChuXn [ 557
nhan hoa
20 Brust[15] 2013| 91 840 ChuXn|l 90
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Ntn C | Ti Qn T |/ BN g
STT| Nghi°n |xulmx{Li Qu nhihphfcr.l'zt n

b [ | (n) | TB(%) | HIV (%) AE (n)
21 Sagwd 93] 2012 59 92 530 Canhanhég 53
22 Isaakidis[47] 2012| 67 925 1000 | Canhan hoe
23 Bhatt[12] 2012| 81 | 531 12 ChuXn 76
24 Brust[14] 2012| 80 825 Chuxrn 70

(n=71)
25 Xu[119 2012| 18 100 0,0 Canhan hég 17
26 Carrol[17] 2012| 655 66 Cé& nhan hosg
27 Miller [73] 2012| 407 Canhan hég 367
28 | Isaakidis[46] |2011| 58 ( 926) 1000 | Canhanhds 26
n=
29 Abbate[6] 2012| 17 94,1 0,0 Ca nhan hog 9
30 Kennedy[57] 2010| 13 846 14,0 ChuXn 12
31 Singla[97] 2012| 29 100 0,0 Ca nhan hég
32 Lee[65] 2011 171 494 0,6 Canhanhdég 81
33 JosepHh52] 2011 38 100 0,0 ChuXn 33
34 | Kvasnovsky[61] | 2011| 206 100 554 | Canhan hoée
35 Dheda[28] 2010| 174 | 72 470 | Canhanhog 67
(n=115
36 | Van Deun[10§ |2010| 427 100 Ch u Xn| 203
37 Anger[7] 2010| 16 100 19,0 Canhanhdég 16
38 Bloss[13] 2010| 1027 63 3,1 Canhan hég 807
39 | Singh Datt423 |2010| 52 19 ChuXn 36
40 Malla[69 |2009| 175 | 982 ChuXn
(n=166)

41 Karagoz[ 53] 2009| 142 100 0,0 Canhanhdég 79
42 Baghaei9] 2011 80 50 ChuXn 45
43 Pawar{83] 2009| 25 65 8,0 Ca nhan hég
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STT| Nghi °n Ttinfxl?.gﬂ nThihthCr.tthN
b [ | (n) | TB(%) | HIV (%) AE (n)

44 Singla[96] 2009| 126 100 00 ChuXn 73
45 O'Donnel[78] | 2009| 60 70 720 | Canhanhég 31
46 Jacob[48] 2009| 23 565 |5(n=21) | CAnhan hog 23
47 | Keshavjed58] |2008| 608 | 995 08 Canhan hog 407
48 Prasad86] 2005| 46 100 00 ChuXn 16
49 Masjedi[71] 2008| 43 100 00 ChuXn

50 Shin[95] 2007| 244 100 Canhan hog 179
51 Cox[22] 2007| 87 100 Céa nhan hos

52 Thomaq 102 |2007| 66 100 Canhan hég 39
53 Uffredi [105 2007| 45 47 200 Canhanhég 15
54 Escuderd31] |2006| 25 88 0,0 Ca nhan hég 7
55 | Codecassf20] | 2006| 38 54 53 Canhan hég 32
56 Torun[104 2005| 263 0,0 Canhan hég 182
57 | Nathansorj76] |2004| 818 Céa nhan hos

58 Palmerq82] 2004| 141 645 0,0 Ca nhan hos

59 | Van Deun[109 |2004| 58 ChuXr

60 Yew[12]] 2003| 99 0,0 Canhanhdég 41
61 Furrin [32] 2001 60 | 100 1,7 | Canhanhdéd 60
62 | Tahaogly10(g |2001| 158 100 Ca nhan hég

63 Singla[96] 2001 9 100 00 ChuXn 7
64 Geerligs[33] 2000| 44 34 0,0 Canhanhég 44
65 | WaiYew[12(0 |1999| 63 65,1 1000 | CAnhdnhoég 25
66 | Mannheime(70] | 1997| 13 23 1000 | Ca nhan hog 4
67 Lee[64] 1996| 36 100 Canhan hog 10
68 Hadiarto[ 37] 1996| 57 100 0,0 ChuXn
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Ntn C | Ti Qn T |/ BN g
STT| Nghi°n |xulm*(LiQunhi. thcr‘ e

b (n) | TB (%) |HIV (%) AE (n)
69 Telzak[10]] 1995| 25 32 0,0 Ca nhan hég

(Chu thich: AE: bin Xt 1 i; TB: bihh lag N: o m_ u)

‘lca chn, @ 38 nghién cu A'i ¢ u, 31 nghién
gi a, nhroigcecEnhu
nghiénc u nhEl v, i 15 nghién cu, ch’ cé 1 nghién cu t9 Vi’ t Nam. C mXu ¢ a
nghién cud a ongt 9 LWh 1390, c637 nghién cuco ¢ m4u _.d 0 va32
nghién cu cé ¢ mXu trén 100. Qfn thWwhghién cu co tui trung binht 26 LUn
46tui, t r o n @ ngtién cwcod tu#étrung binh rRn trong khdngt 3 0O/n L
40 t0i. PHFn | n b nh nhan 1a HIV am tinv © L «Q sc L @it lao. VQmHY
p h §clQLtr,c64ls dng p h&mhahhéa26nghién cus d ng phac

Trong 69nghién c u
C U ti/h ¢ u. Cac nghién.au JJ't 35qu ¢

Q

" chu, 1 nghién cu bao gm o phacl ¢ § nhon h “ahuv@d™1l ph§
nghién cu khéng rd thdngtinsd ng ph§c L
3.2.2 Théng tin vQbi/h ¢ bHEIl itréencach ch qu an
Chang téilachnnhngbip ¢ xudhinvit | cao,cé nhiu nghién
¢ u theo ddi va co nfu bin ¢ quantrn gWrinhbay L ©y . naghphc nh

bl i trén h tiéu hda, trén gah) ¢ & €©h-khgp, h ti/} ni u vacac bih ¢ bt
itrén"ctaivath L.3 nh

Théng tin Qbi/h ¢ bHil itrénthfn ki nh t r ufn knh @¥irvig v~
bi/h ¢ bHEIT i r iloth tam thn, i loth da va pfin ph d @da, filoth " H @i,
r'ilothth giac,rilothnitifvabihc bEli tr°n c&cl@&tnhquan
baychi ti/ trong pifn ph | c.
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3.2.2.1Bi/h ¢ bHEII itrénh tiéu hda
- P h 8 Qcé tihéan hoa
C63lnghiéncus dng phd&aohathéaco bhnhan xtihin &
tinhtrén htieuhoa. T ¢ § ¢ A Bgdgib hhd ° & t8nh bay trong ng 3.2.

BIng3.2.T | cacbihc bEIl"i ‘tnig&p trén h tiéu hda ¢ a cac
nghiénc us d . ng p h mhat hoa

Nghion | mxu R0 I Ei\gn Non(ey| 1 U ¢C

9 | tieuhoas) | o 0 (%)
Charles 2014 110 109
Karen Shean 2013 115 191 304 191
Jiang 2013 158 437
Sagwa 2012 59 203 10,2 8,5
Isaakidis 2012 67 448
Xu 2012 18 833 778 16,7
Carrol 2012 655 8,1
Miller 2012 407 604 40,0
Isaakidis 2011 58 121
Singla 2012 29 172 17,2
Lee 2011 171 292
Kvasnovsky 2011 | 206 160
Anger 2010 16 813
Bloss 2010 1027 582 391 204
Jacob 2009 23 1000
Keshavjee 2008 608 702 227
Lytvynenko 2014 484 165
Shin 2007 244 754 46,3
Thomas 2007 66 394
Codecassa 2006 38 184 10,5 13,2
Torun 2005 263 141
Nathanson 2004 818 328 211
Palmero 2004 141 135
Vaghela 2015 101 208 218
Yew 2003 99 192
Lee 1996 36 2,8
Wai Yew 1999 63 206
Telzak 1995 25 40 4,0
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Bi/hc rilodtrénh t i °u h - a ‘nc-nhiQ rghién owghi bhe
nhi, v it sudlixudihin  d angt 81 % /h'833%. BU n ndén va nérla m t
bhct h®gbp trhm LE€° u/hHdnghiénce - hiBn rh@t&n b
xull hi n bh ¢ bd' n t r o nug; allacokcn: gThBi3/23ndh i n
non/ndn[48]. Tieucfy ¢ 1 n.g bi/h € phmbi/h, trong 28 nghién @ c& nhan

ntn,

hoa theo ddi bh ¢ trén h tiéu hoa, c6 9 nghién a quan sat Bh ¢ nay, t I
b nh nhan gp biyh ¢ t 85 % Jn463 %, t r o n gnglkh y)dguanh L
kho[ng 20%
Céc riloth khac trén htiéu héa cac nghiéncus d n g
hoal ‘& trinh bay# b[ng3.3d @ L ©y
BIng3.3. T I cac bih ¢ bHiI i khac trén h tiéu hoa ¢ a cacnghién
cus dng ph&amhatihoa

p hd& ahar

Nghi °n C. mji Taobon| nau b| Khdtiéu V‘i °m
() (%) (%) (%) day (%)

Sagwa 2012 59 3,4 15,3
Abbate 2012 17 59
Singla 2012 29 379
Bloss 2010 1027 24,0
Codecassa 2006 38 2,6 13,2 2,6
Nathanson 2004 818 10,8 8,6
Vaghela 2015 101 9,9
Furrin 2001 60 1000

nauyngxwhinvit It 99 % J/n24% trong cac nghién a, t |
gi. a cac nghién ai bih " ilkhéng nthh.Bi/h ¢ viem ddd * y" cghenkh b |

Nathanson vaags [76]v. it | 8,6%, mt nghién cu khac ¢ca Furrin[32], ghi
nhchbihc nyvit I 100%. Ngo “‘ingh@mb xoH huy® tiéu h6&
mt ‘thgh®bnénramau,m ‘thghdbnkdgcvamt “tnghebri
lothdm gi §c [20h[I0. & n
- Ph§@chkn

C6 21 nghiencus d ng p hc& oharhéa thu ¢ cac thong tin trén h
tiéu héa. K} quéa cac bih ¢ L ‘& ghi nkth nhiQu nil * & @nh bay ¥ b[ng 3.4
dg@ LOoy.
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BIng34.T | cacbihc t h @y gptrénh tiéu hda ¢ a cAcnghién

cus dng pheéwxpt
. C. R i || Bu” 1 .. Ti °u c

Nghi *n ”(‘n’)( Ul tieu hoa(oe) | non(@e) | VO (%0) (%)
Brust 2013 91 41,8 220
Van Deun 2010 427 39,8
Mpagama 2013 61 639 279
Bhatt 2012 81 58,0
Meressa 2015 612 40,5 3,3
Kennedy 2010 13 76,9
Malla 2009 175 45,7 0,6
Baghaei 2011 80 16,3 125
Prasad 2005 46 15,2
Singla 2001 9 55,6
Hadiarto 1996 57 10,5
Avong 2015 460 224
Alexander SPym
015 ym\ - 233 15,0 116 116
Hire 2014 110 30,0
Piubello 2014 65 26,2
Jain 2014 130 3,8
Joseph 2011 38 42,1
Singla 2009 126 175
Van Deun 2004 58 70,7
Rodriguez 2013 289 49,8 36,0 2,4
Cavanaugl2015 77 70,1 16,9

Bu n nén va nén la Bh ¢ ph bi/h nMH trong cac bih € L & thu thd
trén h tiéu héa C6 12 nghién_cu ghi nhan bin ¢ bd n nén, t I xul hi n bih

C nay trong cac nghién o

nghiencucét | | n

kha cao, t 224 % Jhl769%. B nh tiéu cly

t | xudlhi n

h hn

dangt 105 %

c hor071%,

trong

@ %iloWBi t i ° Gcghinkhvli@el

Céc i loth khac trén htiéu héa cacnghiéncus dn g
I ‘& trinh bay ¥ b[ng3.5d &

L Oy

c | n dbirh € khénph bifh, v i
d ang nfliht 0,6 % JHl279%.

p'héeh L

L -
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BIng3.5. T | cacbimc bl i khac gHp trén h tiéu hoa ¢ a cac

nghiéncus d ng phéuoxntl
Nghi ®n C‘(:)MJ nau b,R'i_IoL'Jn Vi °m d
(%) m & n (%)
Brust 2013 91 35,2
Mpagama 2013 61 525
Bhatt 2012 81 11,1
Meressa 2015 612 42,6
Baghaei 2011 80 138
Prasad 2005 46 4,3
Singla 2001 9 55,6
Piubello 2014 65 7,7
Singla2009 126 444
Rodriguez 2013 289 15,9 17,6 16,3

T I bi/nc beIlfi" ¢ §c

xudhinrilolbhdm gi §c

Nh, ng bih

cnthg nhe€

p bh&g xudlhi ncoé s d a gngithh: cd
4 nghién cu theo ddi bih ¢ viem ddday,t | d a ongt 4,3 %J/nl426%. T |

t hUim kithn§ cihidfyaiua nghién cu
¢ a Bhattva Singlat € h mgyla 111 % /h556%[12], [88]. Bi/h ¢ L a ungld
t I xudlhi nd a gngt 138 % JNl352%.

cac nghiéncus d ngp h § cchuk.

3.2.2.2Bi/n ¢ bH

" i trén gan

Trong cac nghien.w , c Lt 2 nh

n 1 mdl huy tiéurr®aikhongodi hi n”

t' ¢ Ban cag kha n@il €6 37

nghién cu thu thp bih ¢ vQL, ¢ tinh trén gan. B qul thuthdp ‘Lc® céc
nghiéncu ‘lLc@inh bay blng 3.6 i
BIng3.6. T | cacbihc bHil itrén gan

L@y .

C. Viém Nhi TEn
. Vang
Nghi °n Ph§gc mXu gan L c enzym
da (%)
(n | (%) (%) gan (%)
Lytvynenko 2014 | Ca nhan hog 484 6,6
Charles 2014 Canhan hoa 110




42

C. | Viém Nhi . TEn
Nghi °n Ph§gc mXu gan L, c vang enzym
@ o | o | " gane
Jiang 2013 Canhan hég 158 9,5
Sagwa 2012 Canhédn hég 59 1,7
Carrol 2012 Ca nhamoa| 655 11
Miller 2012 Ca nhan hég 407 135
Abbate 2012 Canhan hég 17 59
Lee 2011 Canhan hég 171 7,6
Bloss 2010 Ca nhan hégq 1027 8,9 0,5
Jacob 2009 Canhénhoa 23 8,7
Keshavjee 2008 | Ca4 nhan hég 608 155
Shin 2007 Canhan hda 244 | 168
Thomas 2007 Canhan hég 66 15
Torun 2005 Céa nhén hoa 263 4,6
Nathanson 2004 | Ca nhan hog 818 2,2
Palmero 2004 Ca nhan hég 141 7,8
Yew 2003 Canhédn hoa 99 6,1
Furrin 2001 Canhan hég 60 1,7
Tahaoglu 2001 | Ca nhan hog 158 1,3
Wai Yew 1999 Canhan hég 63 1,6
Lee 1996 Canhan hoa 36 2,8
Meressa 2015 ChuXrn 612 2,0
Kuaban 2015 ChuXn 150 0,7
Brust 2013 ChuXn 91 473
Kennedy 2010 ChuXn 13 231
Van Deun 2010 Ch u X n| 427 0,7
Malla 2009 ChuXn 175 2,9
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C. Viém Nhi . TEn
Vang
Nghi °n Ph§gc mXu gan L, c enzym
da (%)
(n | (%) (%) gan (%)
Baghaei 2011 ChuXn 80 50
Alexander SPym
Ch u X n| 233 20,6
2015
Hire 2014 ChuXn 110 3,6
Jain 2014 ChuXn 130 15
Joseph 2011 ChuXn 38 7,9
Singla 2009 ChuXrn 126 0,8
Masjedi 2008 ChuXn 43 9,3
Van Deun 2004 ChuXn 58 34
_ ChuXn
Rodriguez 2013 o 289 0,7
nhan hoa
Kibleur 2015 Khéng rd | 362 19

Viém gan la bih ¢ ph bi/h nfEitrongcacbin ¢ t r ° n g thunthdl €
Bi/h ¢ nay xwud hi n nhiQu

hhnitvy'caw ° ltd nghiéncus d ng phac

I ca nhan hoa (11 trén 21 nghiéru}, t I t 1,3 % Jnl168%. Cac nghién a

sdng

p hdheq itixidihi nbih ¢ n "y

h hn

( 4 0),1 Buwxugth i ° n

hint 20 %J/n9,3%. Nhjm , Eganlamtbi/h ¢ L ‘& thu thdp nhiuth 2, cé
p h 8&mhati hoa xti hi n bih ¢ nay so vi 2/13° céc
p’hd&wh .LV" ng
h h'ncéc nghién cu s d ng ph& ~ Bhuw. Trong khi chcé 1 nghién cu co
p h § ccanhan hdéaxihi nbihc t £ ng
chuqy xulhi nbih € nay, vit sudt 0,7 % Jhl473%. Ngoai ra, bh ¢ fi n

6/21 nghién cu v i

nghiéncus d ng

hoa tuyh vi° namgi idquan "£83ngHé u vit | t €©h magla 4%,

2% va 19419, [69], [91].

da v~

G xubd ig n rdni@iz y m

(

enzym gamn, cb5//pB§ac
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3.2.2.3Bi/h ¢ bHEIIl itrénh ¢ & €h-kRhgp
Céac nghién cu thu nkth cac bih ¢ bHi i xuHl hi n trén h ¢ ' €©Hhin g

kh p ‘lc@inhbay#bing3.7d @ L Oy .
B[ng3.7.T | cacbinc bHI itrénh c k ©h-khgp
C.| Bblt tHhViém| nau nat
Nghi °n Ph8c [mXyvQ c¢h gan | k h . rih"
@ khop || o "
(%)

Lytvynenko 2014 | Ca nhan hog 484 2,7

Vaghela 2015 Ca nhan hég 101 41,6

Charles 2014 Canhan hég 110 12,7

Karen Shean 2013 Ca nhan hoég 115 0,9

Jiang 2013 Ca nhan hég 158 9,5

Sagwa 2012 Ca nhan hég 59 254
Isaakidis 2012 Canhan hég 67 6,0 9,0

Carrol 2012 Ca nhan hég 655 3,4

Miller 2012 Ca nhan hégq 407 442
Isaakidis 2011 Ca nhan hég 58 52 34

Lee 2011 Canhan hég 171 7,6

Bloss 2010 Ca nhan héq 1027 134

Jacob 2009 Canhan hog 23 130
Keshavjee 2008 Ca nhan hég 608 49,0

Shin 2007 Ca nhan hbég 244 47,1

Uffredi 2007 Ca nhan hég 45 6,7
Codecassa 2006 | Ca nhan hog 38 132 2,6
Torun 2005 Ca nhan hég 263 114
Nathanson 2004 | Ca nhan hog 818 16,4
Palmero 2004 Canhan héa 141 0,7

Yew 2003 Canhan hoa 99 8,1
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C.| Bblt t hViém| naud nat
Nghi °n Ph8c |mXyvQ ch gan | k h, rih"
@ | khop || o 0"
(%)
Furrin 2001 Canhan hoa 60 6,7
Wai Yew 1999 Canhan hog 63 79
Meressa 2015 ChuXn 612 39,7
Avong 2015 Chu Xn 460 124
Mpagama 2013 ChuXrn 61 951 19,7
Brust2013 ChuXnl 91 42,9 35,2
Bhatt 2012 ChuXn 81 3,7
Van Deun 2010 Ch u X n| 427 7,0
Malla 2009 ChuXn 175 514
Baghaei 2011 ChuXn 80 6,3
Hadiarto 1996 ChuXn 57 15,8
Alexander SPym Ch u X n| 233 15,0
2015
Hire 2014 ChuXn 110 0,9 45
Piubello 2014 ChuXn 65 6,2
Jain 2014 ChuXn 130 8,5
Joseph 2011 ChuXn 38 289
Singh Datta 2010 ChuXn 52 135
Singla 2009 ChuXn 126 8,7
Van Deun 2004 ChuXn 58
Rodriguez 2013 | ChuXn | 5gq 159
nhan hda
Cavanaugh 2015 Khong ro 77 71,4
C6 42 nghién cu thu thd bijp ¢ trén h ¢ k& €©h-khgp , trong

kh pla bih ¢ ph bi/h ntHL C635 nghién cu thu tido bih ¢ L a u, p,k rsudl
‘tnh v@c h

xull hi n

d angt @9 % Jhl951%. Cac bih ¢ bt

x €hm g

L -

k h



hay

bH “tnhv®c h

trong khi khéng nghiéena n ~
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Vi °Qn ‘ig@unthp nbiQu
X ‘€ hmjngi churlg cac nghién cu
¢ chup thtep . "N ¢leinc L au

o

hterg c

nh cganc H ‘& thu thd® 3/16 nghién cu

cu c-

* & rhan hda.

C -

P bagban tida, co 4 /i ¢

c - pcé ghan hda,

“pchugh wa cH 1/24 nghién

Ngoai ra ch' c6 m t nghién cu ¢ a Van Deur{109 thu thdp bi/jh ¢ viém

kh p.

t €h mgy i241%.
3.2.2.4Bi/hc bHEIl itrénh ti/fni u
C6 32 nghiéncuthuthidp bih € trénh tisfni u,t | cacbinc L ‘&

trinh bay trong pn

g 3.i8 Ld§ .

BIng3.8.T | cacbimc bHIl itrénh ti/fni u

C/h 141b nh nhan trong thg S 58 b nh nhanxul hi n bih ¢ nay,

C.|Suy|n, ¢c | CNthd R i
Nghi °n Ph8c |mX(thdtr°n|bblt t|ti Wu
(n) | (%) (%) (%) (%)
Sagwa 2012 Canhan hég 59 1,7
Uffredi 2007 Ca nhan hég 45 2,2
Isaakidis 2011 | Ca nhan hoa 58 34
Torun 2005 Ca nhan hég 263 0,8
Yew 2003 Céanhan hoa 99 2,0
Furrin 2001 Ca nhan hég 60 3,3
Tahaoglu 2001 | Ca nhan hog 158 1,3
Wai Yew 1999 | C4 nhan hég 63 3,2
Charles 2014 | Canhéan hée 110 | 2,7
Vaghela 2015 | Ca nhan hog 101 3,0
Shean 2013 Canhanhoa 115 | 6,1 0,9
Nathanson 2004 Ca nhan hog 818 | 1,1
Jiang 2013 Canhéan hég 158 6,3




a7

C.|Suy|n, ¢c { CN tHR i
Nghi °n Ph8c |mX(thq¢tre°n|bblt t|ti Wu

(n) | %) | (%) (%) (%)

Isaakidis 2012 | Ca nhan hog 67 20,9

Shin 2007 Canhan hog 244 | 9,8

Miller 2012 Ca nharhoéa| 407 | 88

Keshavjee 2008| Ca nhan héa 608 | 6,4

Bloss 2010 Céa nhan hoa 1027| 4,3

Baghaei 2011 ChuXn 80 3,8

Avong 2015 ChuXn 460 | 15

Brust 2013 ChuXn| 91

Hire 2014 ChuXn 110 2,7

Rodriguez 2013| Chu Xn | 2g9 | 21 0,3

nhan hoa

C632 nghiéncuthuth bUp ¢ trénh tifniu, tr onghvidbd suy
t hichc nbtdntacacbihc ph bi/hntH vis | “@gthuthb Ifn "t €
la 9 va 10nghién cu. T sudixudl hi n bih ¢ suythth  d angt L5 % /i
98 %, t r ontgsudkxtEihi tbih ¢ bH  “tnhe&®c n tdngb t iy
trénkhdngrng h Hnt 8,5% /h209%. PEn | n cac nghién_au quan sat
cac bin ¢ trén h ti/E ni u la cac nghien.w s d ng p’ h mhal h6aCod
18/23 nghién cu ¢ - “pd& 8hén Hda, m nghién cus dngdph &8¢ L
chf v° ¢c8& nhon h-a, trwsnggnck hphdih. tchi ¢ -
Ngoai cac bih ¢ L ‘& thwhi n trong ling 3.8° trén, com t nghién cu
quan sabi/h ¢ n & tW bl “tn ¥} qul c6 4 b nh nhan trong thg § 101
b nh nhan (4%) xki hi n bih ¢ [106. M, t nghién cu khac quan sét ‘& 21
b nh nhan trongcm 91 xwlhi nbihc t tng cre[dd3.i ni n ni
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3.2.2.5Bi/nc bHII itrén ctai-tiqh L 3 n h
Bi/h ¢ bHI itrén ctaitiv L 3 nhbi/h ¢ behiiph bi/h, trong
cac bip ¢ thuthdpch y/u | ¢ tinAtrén thinh gidvarilothklfnt ng nghe
K/pqu chity} °E€t@nhbaytrongflhg3.9d @ L ©y
BMg39.T | cacbihc bbil itrén ctai-tigh L3 nh
. -] RL
€. R cI it tl’nDthréCn tm’:rl\t kh{ U
Nghi°n Ph§c m)(ttiQn thinh | 1 n’;nt;i
e |giaeen| o0 o
Lytvynenko 2014 Canhan hég 484
Vaghela 2015 | Canhanhde 101 1,0
Charles 2014 Ca nhan hég 110 10,9
ggg‘ Shean | ¢4 nhan hes 115 87
Jiang 2013 Ca nhan hég 158 15,8
Sagwa 2012 Canhan héqd 59 220 | 407
Isaakidis 2012 | Canhan hog 67 6,0 104
Carrol 2012 Ca nhan hoa 655 0,8
Miller 2012 Canhan héa 407 14,7
Isaakidis 2011 | Canhan hog 58 8,6
Singla 2012 Canhan hog 29 34
Lee 2011 Canhan hég 171 9,9
Bloss 2010 Ca nhan hoa 1027 190 121
Pawar 2009 Canhan hég 25 4,0
Jacob 2009 Ca nhan hég 23 478
Keshavjee2008 | Ca nhan hog 608 128
Shin 2007 Ca nhan hog 244 156
Uffredi 2007 Canhan hég 45 4.4
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c |rR i [ M- c|Mbl kRI%[ U
Nghi °n Ph8c |mx( ¢ tatl?:l,rt]rhent:"nhn’r_ntai
(n) | L3 ¢ gidc(%) | (%) r;?/;e (%)

Codecassa 2006/ Ca nhan hég 38 2,6
Torun 2005 Canhan héa 263 41,8
Nathanson 2004 | Ca nhan hég 818 120 | 51
Palmero 2004 Ca nhan hég 141 35
Yew 2003 Canhan hdég 99 121
Furrin 2001 Ca nhan hég 60 6,7
Tahaoglu 2001 | Ca nhan hée 158 28,5
Wai Yew 1999 | Canhan hog 63 14,3
iﬂgzn;heimer Canhanhod 13 154
Telzak 1995 Canhan hoa 25 40
Meressa 2015 ChuXn 612 6,0
Kuaban 2015 ChuXrn 150 30,7
Avong 2015 Chu Xn 460 154
Brust 2013 ChuXn 91 34,1 28,6
Bhatt 2012 ChuXn 81 7.4
Kennedy 2010 ChuXn 13 61,5
Van Deun 2010 Ch u X n| 427 4,4
Malla 2009 ChuXrn 175 6,9
Baghaei 2011 ChuXn 80 100 | 50
Prasad 2005 ChuXrn 46 8,7
Piubello 2014 ChuXrn 65 20,0
Jain 2014 Chu X 130 2,3
Joseph 2011 ChuXn 38 2,6
Singla 2009 ChuXn 126 4,0
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. .| RL
C. R ctalli T tl’nmh)trécn tm’rl?flwt khp U
Nghi °n Ph8c |mxy( . . ntn ta
(n) t i Qn | thinh | nghe | (%)
0, 143 0 0,
(%) | giac(%) | (%) (%)
Masjedi 2008 ChuXrn 43 46,5 2,3
Rodriguez 2013 ChuXn | 289 07 | 107 4,2
nhanhoda
Cavanaugh 2015 Khongrd | 77 46,8

C0 45 nghién cu thu thdp cac bip € trén thinh giawa tigr L 3 Hithinh M
| clabih ¢ L & nhiQu nghién cu thu thp nHH, v i 19 nghién cu , trong
s xudi hi n g i mgd kholng 10 % /Nl615%. Nghién cu do Kennedy va
cngs c - J/hBtrén 13 bnh nhan xtll hi n | d'tinh trén tai, c thwa mA thinh
| cdo s d ng aminglycosid trong thi gian dai[57].

Ch' c6 hai mhién cu ¢ a Lytvynenko[68] va nghién cu Bloss[13] ghi
nhch bih € tiv L 3 mthl, b nh nhan xt hi n bih ¢ Ifn " I 1810,7% va
9,0%. Biih ¢ ti/hg chudngtrong tai(ringing ear)c I n gc ghi'®@kh” hai nghién
C u, nghié ¢ u ¢ a Vaghelaco 8 trén'tng s 101 (79%) [10€], nghién cu ¢ a
Bhatt c6 7 trén ¢ m>u 81 (86%)[12].

3.3 PhantichgpvQbi/hc beil'i tr Qrrgl aloi La kh8ng
3.3.1 KJpqul Lanh gia ctil ° hg@éac nghién cu

Quég§ tr 3 nhtH L fgehc nghiega c'tc@ chind a trén thang
I’ \th Newscastle Ottawfl13. ChHl ~ hg«€hi ti/} ¢ a cac nghién cu ‘lc@nh

Céc nghiéncu ‘Lc€tin  \Whid a theo 3 tiéu chi: Khn £ n g chin, kh[
ntng s o Jsqf tfla raVWOmHKh[ n £ n @ chin, i c[ cac nghién cu

LQu 4 /h3satrénsLWwhfi La | QmHkhfsndom.g ¥ ofnkE nh,

nghiéncu QL Wh 1 i La | OmHKk/Igualdura, pfn | n cac nghién au
[4s LWwhti La | "co2nghitn@y Q2 sao.

L

3.3.2 KJpqul phantichg pvQbi/h ¢ bbil itrong Qiirl ao La kh8ng
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3.3.2.1Phan tich g p vQt subli xubt hi' n bi/h ¢ chung

D atrénsli uthunkh °lc@s b nh nhan xtt hi n it niim t AE, $
b nh nhan xdt hi n it "l m t AE nghiémirng,$ bnh nh ©n tphhadgc LI
AE va $ b nh nhan't vong do AE, chdng téi thrc hi n phan tich gp. K3 qul

phantichgp ‘lc@®whin® b[ng3.Dd€@ L Oy :
Blng 3.10. Phan tich g p vQt subll xull hi* n bi/j ¢
) _ ) L T sud H s bH
S nghién | S BNxudl | S BN . o .
o) | hi nAE () ) xudihi n | L ng nhdi 12
C u n in n n
.ugp ap AE (%) (%)
BN xuHihi n 95,07
. 49 5313 7875 68,2
itnheim t AE (p<0,001)
BN xuHihi n
. 91,77
itnhim t AE 21 571 2526 26,9
L (p<0,001)
nghiém tr ng
BNt haly 95,67
. 46 2000 4959 21,8
p h § cdo AE (p<0,001)
BNt vong do 61,77
11 112 2709 3,2
AE (p=0,004)

(Chu thich: AE: bin X t 1 i; BN: bMhih nhan)

a) Phan tich gp cac nghiénau VZtosort xin t hivh it nit 1 AE




Estimate (95% C.I.)

Studies

Nguyen Binh Hoa 2015 0.507
Alexander S. Pym 2015 0.940
Meressa 2015 0.889
Cavanaugh 2015 0.714
Lytvynenko 2014 0.467
Avong 2015 0.441
Hire 2014 0.500
Piubello 2014 0.631
Charles 2014 0.555
Mpagama 2013 0.803
Karen Shean 2013 0.583
Jiang 2013 0.513
Rodriguez 2013 0.993
Brust (1) 2013 0.989
Sagwa 2012 0.898
Bhatt 2012 0.938
Brust (2) 2012 0.875
Xu 2012 0.944
Miller 2012 0.902
Isaakidis 2011 0.448
Abbate 2012 0.529
Kennedy 2010 0.923
Lee (1) 2011 0.474
Joseph 2011 0.868
Dheda 2010 0.385
Van Deun 2010 0.475
Anger 2010 2010 0.971
Bloss 2010 0.786
Singh Datta 2010 0.692
Karagoz 2009 0.556
Baghaei 2011 0.563
Singla (1) 2009 0.579
O'Donnel 2009 0.517
Jacob 2009 0.979
Keshavjee 2008 0.669
Prasad 2005 0.348
Shin 2007 0.734
Thomas 2007 0.591
Uffredi 2007 0.333
Escudero 2006 0.280
Codecassa 2006 0.842
Torun 2005 0.692
Yew 2003 0.414
Furrin 2001 0.992
Singla (2) 2001 0.778
Geerligs 2000 0.989
Wai Yew 1999 0.397
Mannheimer 1997 0.308
Lee (2) 1996 0.278

Overall (1*2=95.07 % , P< 0.001) 0.682

Hinh 3.2.

(0.449,
(0.901,
(0.861,
(0.604,
(0.423,
(0.397,
(0.408,
(0.508,
(0.461,
(0.685,
(0.491,
(0.435,
(0.973,
(0.926,
(0.792,
(0.860,
(0.783,
(0.693,
(0.869,
(0.326,
(0.303,
(0.609,
(0.400,
(0.720,
(0.316,
(0.428,
(0.664,
(0.760,
(0.555,
(0.474,
(0.453,
(0.492,
(0.392,
(0.741,
(0.631,
(0.225,
(0.675,
(0.469,
(0.212,
(0.140,
(0.690,
(0.634,
(0.322,
(0.882,
(0.421,
(0.846,
(0.284,
(0.120,
(0.156,

(0.624,

BiW

O O O 0O 0O O 0O O 0O 0 0 0 0 00 0 00 000 0 000 0 0 0 00 0 0 O 00 O O O OO0 O O O OO0 O O O O
>
[

R sl S A o

0.735)

Ev/Trt

143/282
219/233
544/612
55/117
226/484
203/460
55/110
41/65
61/110
49/61
67/115
81/158
287/289
90/91
53/59
76/81
70/80
17/18
367/407
26/58
9/17
12/13
81/171
33/38
67/174
2037427
16/16
807/1027
36/52
79/142
45/80
13/126
31/60
23/23
407/608
16/46
179/244
39/66
15/45
7/25
32/38
182/263
41/99
60/60
1/9
44744
25/63
4/13
10/36

5313/7875

52

012

034

0.56
Logit Proportion

g pvQt sublxuBlhi nitnhBim t AE
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C6 49 nghién cu thu th théng tin Qs | “@g b nh nhan xdt hi n it nH
m t AE. C mXu g p 1a 7875 bnh nharva $ b nh nhan xtil hi n it nh 1 AE g p
la 5313. T sutigp t h o la682% (p<0,001). Ch s bH “nfy nH 12 =
95,07% (p<0,001)
b) Phan tich gp cac nghiénau VZto st xar t hivh it nAt 1 AE nghiém &ng

Studies Estimate (95% C.I.) Ev/Trt

Alexander . Pym 2015 0.202 (0.155, 0.258) 47/233 ——

Kibleur 2015 0.002 (0.000, 0.033) 0/231 !

Hire 2014 0.382 (0,296, 0.476) 42/110 (e —

Karen Shean 2013 0.235 (0.166, 0.321) 27/115 ——

Sagwa 2012 0.441 (0.320, 0.568) 26/59 | ——

Isaakidis 2012 0.403 (0.293, 0.524) 27/67 ——

Brust 2012 0.075 (0.034, 0.157)  6/80  —B—

Carrol 2012 0.171 (0.144, 0.202) 112/655 B -

Joseph 2011 0.579 (0.419, 0.724) 22/38 : ™

Kvasnovsky 2011 0.180 (0.133, 0.238) 37/206 ——

Baghaei 2011 0.325 (0.232, 0.435)  26/80 —

Singla (1) 2009 0.175 (0.118, 0.251) 22/126 ——

0'Donnel 2009 0.283 (0.184, 0.409) 17/60 —

Masjedi 2008 0.581 (0.431, 0.718) 25/43 : .

Cox 2007 0.770 (0.670, 0.847) 67/87 ; —

Palmero 2004 0.234 (0.171, 0.311) 33/141 ——

Furrin 2001 0.067 (0.025, 0.165)  4/60  —B—— !

Singla (2) 2001 0.111 (0.015, 0.500)  1/9 ,

Geerligs 2000 0.545 (0,399, 0.685) 24/44 .

Hadiarto 1996 0.009 (0.001, 0.123) 0/57 B—

Telzak 1995 0.240 (0.112, 0.442)  6/25 .

Overall (1"291.77 % , P< 0.001) 0.269 (0.200, 0.352) 571/2526 .
[ T : I I ]
0 021 042 064 0.85

Logit Proportion

Hinh 3.3. BW ™ I§ p vQt subl xuBl hi' n it nhBi m t AE nghiém tr ng
C6 21 nghién_cu thu thd théng tin Qs | “@g b nh nhan x&l hi n it nHE
m t AE nghiém irng. G m¥u g p 1a 2526 bnh nharva $ b nh nhan xdi hi n it
nhil 1 AE nghiémtrnggpla571. Tsudigp t h ala: B6®% (95% CI 20;0
352). Ch's bHl * ny ntil12 = 91,77% (g0,001)
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3.3.2.2Phantichgp vQbi/h ¢ bEIl'itrént. ngh ¢ h quan
KJI qu phan tichgp AEtréntngh ¢ h g U atdm gbt@®ng dng 3.11.
BIng3.1L T subixubihi nAEtréncach ch quan

S’ SXIENISI T " ng| T° sUCh" s
STT Bi jn ¢’ nghien | 7| BN phg. p ( L” ng
i 0, 2 (0
c.oul e nhi | CI) (%) 12 (%)
1 R™ i tiéwhdan 47 3415 7910 396 (304 97,79
- 496)
. .. 18,8 (044
2 R i | oUn 6 61 856 -539) 92,67
. ) 183 (127
3 R i | oUn 10 278 2088 -257) 8943
R i t rofdm
4 trung <©hn 50 1715 9676 152 (120 9491
. -192)
kinh ngo
R iUt x€ 14,7 (109
5 Kh p 41 1783 8975 - 195) 96,80
R"i Il oUn t 14,0 (108
6 tiQn L3 45 1517 8967 -180) 95,13
7 R i tl @mlnt 40 1511 8612 136 (103 95,73
- 178)
. .. 11,6 (7,0-
8 R i | oUn 17 985 5984 18.4) 97,66
R"i | oUn 8,8 (6,7 -
9 oh. ¢ a 43 725 8741 11.4) 91,08
. ) 6,5 (L7 -
10 R i | oUn 8 125 1804 21.4) 96,86
R°i |l oUn 1| 6,4 (38-
11 gi4p) 20 418 6030 104) 95,27
. ) 6,0 (15-
12 R i | oUn 8 44 1537 211) 93,58
13 R"i | oUn 37 569 8604 5’07(3’)6 S| 9149
14 R™ i tlioJHtn 23 249 5490 4'36(23,)0 ) 85,53
15 R™ i | oYn 19 134 4650 3'34(;3_ 66,15
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Nh ng bih ¢ trén h tiéu hoa, Tiloth i ng du, r i loth toan than, ri loth
trénhthfn ki nh t r Hohg ri®Erhgec v “x @ hplagnh kgtbih ¢
cot sudlig pcaontil Bi/hc beil it r Agrtiéulhéd co tsudig p caord r t:
34,8%(95%Ct 26,2%-446 %) . Nh_ ng r i lo4n tr°n h’
ti°u h-a, r"i lo4Yn th2nh gi8c v~ tiQn I
a) Phan tich gp cac nghiénau vZto sort xi t hivh AEtrén hMtiéu hoa

Hinh 3.4. BM ™ I p vQt sublxubli hi' n AE trén h' tiéu héa


























































































