H
mi
{ILL])
%Im
LLl
N,
S
7
//.I>,'

MRE B A
B EER

ot R PR




547 J e 1
* 7/2019% |4 *% wi
e~ 4 3 P % £57kg->43kg.
« i ¢
« 369 =4~ & %Ak, HbAlc o. 2.

10 B4 5 § % B 2
Il =i -




*CXR: B % 1 W fcz iF

* AW LA L A HIV /2 "5 4 HBsAg
&R P

°%ﬁﬁﬁ”@w

* D hnE FREE S JIART ~ LT AR

pib \!fpp)a‘?-k-ﬂr - :,Pri," *ﬁ# ey ’g e

2 T7/2019 &3 H B ' '

R R

“‘t
%\t-
\T—‘
W
e
<.
|
N>

7/2019 Pre-Rx CXR



* 10/2019= T % &% % AR
CL12010% 1 % 55 SRS 1 /38 K 4P
° E’\ ;J’ B errSXJG Tﬂ%‘flﬂ‘% ff lj‘ ‘!H‘ ,,."il,lf’ 25 olﬁ o

'HQMWﬂWm?L‘@mm@ﬁu .
S M PE «N%ﬁl N T BT ﬁ?/t 3




 Haint& il :
o LT nhAxc & K fa o
e By KIFE T [P e FEJAET

rpoB ~ 2% &R gyr AGR ~ & AR
HX, e dprrs & e1sihx & o B HATIR
%\‘.’)/zg o

Post-4 month CXR (11/2019)



‘_

1> 7/2020 RLEZ. i+ £44.5 >
51kg.

* CXR=~ it 4+ %%

« 7/2020-= 4 * RLEZ, J 4 4r & = %
& X Haint® /l|: rpoB 17 282 4.

et

AT E . =3 4Nk

ﬂ_g‘ +ve. CC
|

7/2020



PA ERECT

- 11/2019 S 7/2020

7/2019 12/2019 1/2020 7/2020

R

BN — R ETWIN S {ifi 5= JEE (MY EEE D2



FL PRI 4 AR

. Gene Mutation 7 iaterpeeiation S <5, N D
:’2 : H HH:20/7/2020
inkd 7455
promoter
- 5] BH  BE R
gene FIFE rpoB 1573F Resistant
= =il katG WT
ubid INhA G15T Resistant
_pncd promotor region
= inhA 1194T
B Structural gene
A
2 T embB D354A
MH 12 ik et PNCA D63G Resistant
TR E gyrA D94A Resistant
gyrB WT
SHEMEEZE s, eis WT

BN rplC, rrl WT




o/}\«fj;fg_‘l' i - @t % [Rifampin mono- resistance]
/?jiﬁiﬂﬁgzu#}?t’\,%)ﬁ:ﬂﬁ;J—u _'rgfj )
5 e 72 mt iy  pre-XDR ] e

+30/7/20211. 3¢ % t4Bdq, 1% w£elad, 57 2 § i
)]

Cs, # 25 PCiz & P31+ % Amk (WHO 2A2B1C)

zElk‘

7,\-
.——\:’/\:’7 °



Progress after 2" line drugs

9/2020= 5 FH i ALV R

10/2020: :‘V/j’ifv;év%:_ TR f:;;;___t W% il F R /
}7\;}’:': /‘? ]“3 o 'V J;»l;‘—)-r 1_3\. 4 -

J'B‘Jl/l*ﬁ’ﬁ‘m’%\!l“ I e P

4y gi, o -
= #24{% Dot s, A Lzd, Cs, Cfz Dlmig 75 .
% oo 214 QTc b1Tms, ¥ F e ~ = )T&'I“QEJI ¥ oo
CXR#F 24, I3 #» FARDP o
B eS8, 1 AR

Sl 4edE R 7 R DImd

Sanbn 1 2
> {‘ N
B

4
plete R
L J L A ."~: /
'_'3:"-‘” ; ":‘A'r\l_'.-’.‘r

- 2/2022 co



Rifampin resistance FIJf&E (T 24

© F1AE T By i e | L ke e VAR £ 7 5 -1 A&,

Brodn %Al S RFFHS o

* 1993 A Telenti : RNAK # f# 5 T 2 75 F1[1pob]
G5 & e A AR T @ gl § A RS 2 -
PN s P e PeaBl ot fE &, S Rty o

* 96% poB & 5 2 wiY JF| A5 -T a4 - E

v & QI fampin Resistance Determining
Region KREDR

o T X E MR TR T 507-533
Y 3 R R RVAK A pE ST AT &
e PR AR S bps AT o



@

Sputum liquefaction
and inactivation with
2:1 sample reagent
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Sample Ultrasonic lysis DNA molecules | Seminested
automatically of filter-captured mixed with dry ‘ real-time
filtered and organisms to PCR reagents amplification
washed release DNA and detection

- in integrated
/ reaction tube

Printable
test result

Transfer of
2 ml material
into test cantridge | : -

Assay Name NTS-RIF

Test Result
RIF Resistance NOT DETECTED

Cartridge insert=d into Y I—
MTB-RIF test platform

(end of hands-on work)

Time to result, 1 hour 45 minutes
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Characterization of rpoB Mutations in R-Resistant Clinical Isolates °£

of MTB from Turkey by DNA Sequencing & LPA. Cengiz Cavusoglu, cic

Suleyha Hilmioglu, Sevinc Guneri, and Altinay Bilgic. ACC
J. CLIN. MICROBIOL, Dec. 2002, p. 4435-8
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e e.g 146 (Val146Phe), 176 (Val176Phe), 381 (Ala381Val), 490

(GIn490His), 500 (Ala500Val), 502 (lle502Val), 505
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Mutations outside the rifampicin resistance-determining region RRDR P

Antimicrobial

associated with rifampicin resistance in M. tuberculosis Chemotherapy
Gilman Kit Hang Siu, Ying Zhang, Terrence C. K. Lau, Ricky W. T. Lau, Pak-Leung Ho, Wing-Wai
Yew, Stephen K. W. Tsui, Vincent C. C. Cheng, Kwok-Yung Yuen, Wing-Cheong Yam. Journal of
Antimicrobial Chemotherapy, 2011 Apr;66(4):730-3.

* Sanger# Tl & = %, cloning & transform :<:% M smegmatis & MTB

 MTB transformant harboring rpoB 1572F mutation conferred (low level) rifampicin resistance phenotypes
[MIC 8-16mg/L].
o FAWHT L LA ARRDRU I Al o T NP T F AR - RAEE R A A B4 s
pd 3 e %
* NOT detected by phenotypic DST
 MTB transformant harboring rpoB V146F mutation conferred (high level) rifampicin resistance
phenotypes [MIC 64mg/L].

* Since position 146 is located at the N-terminal end of the rpoB gene which is too far away to be covered by RRDR PCR
seqguencing, it has to be detected separately.

RO A e £ T AT SR - S 2N R Q1N RSk
 Commercially available rapid test can’t detect these mutations. They are also rare. Future studies are
needed to determine the usefulness of including these in early molecular detection of RR/MDR-TB.



Concern of I1572F mutant at Drug Susceptibility Test DST (in MGIT)

2021 WHOH, A #g & Technical Report on critical concentrations for
DST of INAH & Rifamycins

o [572F% ﬁ' 5 RMAER n?ﬂwlj’ bv P A X g o
AP S '\s\ 7 qaz/PJ F oo TP AL R P A I R
‘T"‘C»-Ea\_-r(i m}’J’/]m)’?F o

o B ARZEIUGY MANAGT AORR X A2k & 10, dmg/L. e 4% < 3R
(O80%)3iy & A¢ 1w R ag s P, M W KB A » F =¥ (7 o

o F]pL o M T E 2 (T Y ATPPR 7 R A4 el o



* Results of the 2nd national anti-TB drug resistance survey (2017/18).

Sikhondze W, Dlamini T, Joloba Moses, et al. Int J Tuberc Lung Dis. 2019;23(10 Suppl 1):5S585
« ¢ § # REswatinis ?

o & >50%145T et L_I5TIF%

Xpert MTB/RIF-:& iflo& &

Fog <1%], F b, BE RRDR

5 [4nm 4 2
b 1 >50%F A5 T @t Yy e

/' }L}/ Eﬁ

| FI fk ety T b ol R sk £ RPORY 1R 4 R R

/RJ i /2? ©

Novel rapid PCR for detection of lle491Phe rpoB mutation of M. tuberculosis, a rifampicin-

resistance-conferring mutation undetected by commercial assays.
E André, L Goeminne, A Colmant, P Beckert, S Niemann, M Delmee - Clin Microbiol Infect 2017 Apr;23(4):267.e5-7.
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g A

# #2 g + % #x % 4
0-4 2 0 2 1.85 0.00 0.95
5-9 0 0 0 0.00 0.00 0.00
10 - 14 3 6 9 1.99 4.29 3.10
15-19 17 26 43 12.82 20.41 16.54
20-24 31 44 75 21.12 30.70 25.85
25-29 38 57 95 18.46 25.10 21.94
30-34 45 87 132 20.00 30.46 25.85
35-39 50 99 149 21.99 29.70 26.57
40 - 44 57 82 139 24.35 23.47 23.82
45 - 49 78 81 159 33.33 24.53 28.18
50 - 54 115 79 194 47.52 23.90 33.88
55-59 151 95 246 56.11 28.57 40.89
60 - 64 248 96 344 82.36 29.87 55.26
65 - 69 285 91 376 113.32 34.17 72.61
70-74 248 91 339 130.12 45.50 86.79
75-79 216 62 278 203.39 54.77 126.71
80 - 84 186 47 233 240.93 57.25 146.26
85 & over 277 127 404 314.42 87.65 173.39

% ¥z 2 047 1170 3217 61.48 29.53 44.12
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The NEW ENGLAND JOUENAL of MEDICINE

ORIGINAL ARTICLE

Four-Month Rifapentine Regimens
with or without Moxifloxacin for Tuberculosis

5.E. Dorman, P. Nahid, E.V. Kurbatova, P.P . Phillips, K. Bryant, K.E. Dooley,
M. Engle, S.V. G:nlu:ll::e g, HT.T. Phan, ). Hakim, ].L. Johnson, M. Lourens, Treatment of drug-susceptible tuberculosis:
N.A. Martinson, Md.__mel K. N.wunsk-. S. Nerette, N.V. Nguyen, T.H. Pham, rapid communication
S. Pierre, ALE. F'Llr"l' eld, W. S5amaneka, R.M. Savic, |. Sanne, N.A. Scott, |. Shenje,
E. Sizemore, A. Vernon, Z. Waja, M. Weiner, 5. Swindells, and R.E. Chaisson,
for the AIDS Clinical Trials Group and the Tuberculosis Trials Consortium

N EnglJ Med. 2021 May 6;384(18):1705-1718.
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