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Project Number: DOH100-DC-2005
Abstract:

Objectives

In contrary to the conventional model of hospital-treated and
government-DOT for MDR-TB patient care, Taiwan CDC launched a
hospital-initiated, patient-centered treatment program (Taiwan MDR-TB
consortium, TMTC) since May 2007. The aim of this study is to compare the
process indicators and outcome of treatment between MDR-TB patients in
pre-TMTC era and TMTC era.

Methods

MDR-TB cases that were diagnosed during Jan 1%, 2000 and June, 30",
2008 with bacteriology evidence were enrolled in our study. The information of
diagnosis, treatment course and treatment outcome of patients received TMTC
care was entered into database of TMTC. For patients who did not receive
TMTC care, the information was collected through chart and case management
card review. MDR-TB patients with sputum collected and later diagnosis as
MDR-TB after Jan 1%, 2007 were classified as TMTC group. All others were
classified as control group. Outcome of all cases was followed until Sep. 30,
2011. The differences of sputum conversion rates at 6 months and 12 months
and outcome of treatment at 36 months were compared between TMTC group
and control group with SAS 9.1 version. Estimation of timing of sputum
conversion correlated the best with treatment outcome and handling missing

values with weighted methods were done with R software. Time dependent



survival analysis and handling death by weighted methods were conducted by R
software the next year to quantify the effect of TMTC on treatment outcome of
MDRTRB patients.
Results

A total of 651 MDR-TB cases that were diagnosed during the study period
were enrolled and 290(44.5%) MDR-TB patients with sputum collected and
later diagnosis as MDR-TB after Jan 1%, 2007 were classified as TMTC group.
All others were classified as control group. The crude conversion rates of culture

at any time points were all better in TMTC group than control group. Patients in

TMTC group had 7.1 times (95%CI=4.7-10.6 » p<0.001) of chance to have

sputum culture conversion at 6 months after diagnosis compared to control

group after adjusted for covariates with multiple logistic regression. Patients in
TMTC group had 3.7 times (95%CI=2.5-5.7 > p<0.001) of chance to have

treatment success at 36 months after 2™ line anti-TB medications compared to
control group. Besides, patients with age younger than 60 years, fewer drug
resistance of injectable aminoglycoside or quinolone, classified as new case or
relapse or treatment after failure of the 1* treatment, no hepatitis C carrier, not
alcoholism, were independent good factors for treatment success. If patients
could not achieve sputum culture conversion defined by WHO guidelines by 8
months, the outcomes of patients would be poor (area under curve:
0.70[0.62-0.79]).
Conclusion

From the preliminary report, sputum culture conversion and prognosis of

MDRTB patients were better in TMTC era than pre-TMTC era. The effect of



TMTC care on prognosis of MDRTB patients seemed to be increased with time.

Time-dependent analysis to quantify the effect of TMTC care is warranted.

Key words: MDR-TB » DOT - treatment outcome evaluation ° strategy
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TMTC era Pre-TMTC
era

Variables (n=290) (n=361) p-value
Male 220 (76) 274 (76) 0.991
BMI
<22 179 (62) 218 (60)
22~26 86 (30) 105 (29)
>26 25 (9) 38 (11) 0.716
Age
<35 58 (20) 70 (19)
35~60 145 (50) 201 (56)
>60 87 (30) 90 (25) 0.283
Aboriginal 46 (16) 78 (22) 0.064
Alcohol 42 (14) 83 (23) 0.006
Diabetics 82 (28) 152 (42) <0.001
Hypertension 51 (18) 53 (15) 0.315
Hepatitis B 19 (7) 32 (9) 0.275
Hepatitis C 26 (9) 30 (8) 0.767
Culture converted before
Second-line drug 81 (28) 64 (18) 0.002
Smear-negative at the
time of MDR-TB 120 (41) 112 (31) 0.006
diagnosis
Patient classification
New 117 (40) 121 (34)
Relapse 91 (31) 80 (22)
Treatment after default 13 (4) 44 (12)
Treatment after failure of 57 (20) 66 (18)

the first treatment
Treatment after failure of 12 (4) 45 (12)

23



re-treatment
Others 0 (0) 5 (1) <0.001

Definition of abbreviations: TMTCTaiwan Multiple-drug Resistance TB
Consortium; BMIbody mass index; MDRmultiple-drug resistance;
TB=tuberculosis.

Values are n (%)

Statistical analyses were performed using chi-square test.
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TMTC era Pre-TMTC era
Months (n=290) (n=361) p-value
2 168(58) 129(36) <0.001
6 230(79) 190(53) <0.001
12 249(86) 218(60) <0.001
18 266(92) 242(67) <0.001

Definition of abbreviations: TMTC=Taiwan Multiple-drug Resistance TB
Consortium.
Values are n (%)

Statistical analyses were performed using chi-square test.

T Vo 4 (B A24p 1R ) PR B3 B A 4

i¢ * Kaplan-Meier survival analysis }* i€ Ff 3870 0 &2 SR W ji_ 5 € o
EPSPopRD B4 36 B2 R A F(R-) - @p st
PR E S o eI 6 40[37~44] B B ERET LTI
S0%: A S » @ SR T & ] 143 B 0 A & i 5] 50%A S o 4]
Log-rank test #& T3 =3 5d &2 L 8 > P &3 0.00] > ¥ 4vd 255 d

M HELE -
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Cumulative conversion rate

Time since the start of the Sputum collected for MDRTE diagnosis (Months)

PLOT — —— TMTC_era=1 s Clup_d s Cllow_1 — = TMTC_era=D + - Clup_o o Cllow_0

Months 0 3 6 9 12 15 18 21 24 27 30 33 36

Pre-TMTC 361 305 243 215 191 171 157 138 128 115 103 92 84
TMTC 290 187 88 55 42 35 24 15 10 4 2 1 -

Definition of abbreviations: TMTC=Taiwan Multiple-drug Resistance TB
Consortium; MDR=multiple-drug resistance; TB=tuberculosis; Clup 1=Upper
confidence interval of TMTC era; Cllow 1=Lower confidence interval of
TMTC era; Clup_0=Upper confidence interval of pre-TMTC era;
Cllow_0O=Lower confidence interval of pre-TMTC era.

W=~ eRE e B HRE R M4 F 2 Kaplan-Meier survival curve
RERHE S 97 A4

B gE LT G5 0T (Logistic Regression Model) 2 47 5 & 2 5 47 5 3%
WP 4D 6B AR (R 2) e LF FRAA BMI- £ 8
LR TFT R B 5 ERFLS PR P R P RRE A A
e o A A W FIRARE 5 o LT AR n/m)ﬁa AaEg e BT R (DAT
i dt s QR FEfA T AR Q)R ~ Rieie KA RTE BB o g
+ %38 i * Akaike Information Criterion (AIC):iE 1! & 4F enfirq| e 7 & >
AR D B 6B IR § S HE L4 G
(95%CI=2.9-5.7 » p<0.001) © 555 * » 5g ¥ 1 % 5 FF LT B> 55 o

3]
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2z B EHHEE 6B AR S 2 SRt FE
No. of sputum Unadjusted Full Model (logistic) AIC Model (logistic)
Variables converted, n (%) OR (95% CI) p-value aOR (95% CI) p-value aOR (95% CI)  p-value
TMTC era 198/290 (68) 4.4 (3.2-6.2) <0.001 4.2 (2.9-5.9) <0.001 4.0 (2.9-5.7) <0.001
Demographics factors
Male 232/494 (47) 0.8 (0.5-1.1) 0.154 0.9 (0.6-1.4) 0.589 0.9 (0.6-1.4) 0.628
Aboriginal 55/124 (44) 0.8 (0.6-1.2) 0.300 1.0 (0.6-1.6) 0.932 - -
BMI-classify: <22,22~26,>26 (baseline: BMI<22)
22~26 96/191 (50) 1.1 (0.8-1.6) 0.473 1.2 (0.8-1.7) 0.463 - -
>26 33/63 (52) 1.2 (0.7-2.1) 0.436 1.4 (0.8-2.6) 0.296 - -
BMI(Continuous) - 1.0 (1.0-1.1) 0.613 - - - -
Age-classify: <35,35~60,>60 (baseline: age>60)
<35 75/128 (59) 1.3 (0.8-2.1) 0.252 1.4 (0.8-2.4) 0.231 1.4 (0.8-2.3) 0.225
35~60 149/346 (43) 0.7 (0.5-1.0) 0.053 0.8 (0.5-1.2) 0.314 0.8 (0.5-1.2) 0.290
Age(Continuous) - 1.00 (0.99-1.01)  0.931 - - - -
Risk factors
Alcohol 48/125 (38) 0.6 (0.4-0.9) 0.012 0.9 (0.5-1.4) 0.555 - -
Diabetics 107/234 (46) 0.8 (0.6-1.2) 0.282 1.2 (0.8-1.8) 0.320 - -
Hypertension 52/104 (50) 1.1 (0.7-1.6) 0.745 1.0 (0.6-1.7) 0.915 - -
Hepatitis B 23/51 (45) 0.9 (0.5-1.5) 0.825 1.0 (0.5-1.9) 0.991 - -
Hepatitis C 21/56 (38) 0.6 (0.4-1.1) 0.086 0.7 (0.4-1.2) 0.183 - -
Sputum (baseline: positive)
Smear-negative at the time - -
. . 122/232 (53) 1.3 (0.9-1.8) 0.103 1.0 (0.7-1.4) 0.968
of MDRTB diagnosis
Patient Classification (baseline: Treatment after default + Treatment after failure of re-treatment + Others)
New 145/238 (61) 5.3(3.2-8.8) <0.001 3.8 (2.2-6.5) <0.001 3.9(2.3-6.5) <0.001
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Relapse + Treatment after

] 144/294 (49) 3.3(2.0-5.3) <0.001 2.3(1.4-3.9)
failure of the first treatment

0.002 2.3(1.4-3.8) 0.002
Definition of abbreviations: TMTC=Taiwan Multiple-drug Resistance TB Consortium; BMI=body mass index; MDR=multiple-drug

resistance; TB=tuberculosis; OR=0dds ratio; aOR=adjusted odds ratio; CI=confidence interval.
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TMTC era Pre-TMTC era
Variables (n=200) (n=190) p-value
Male 152 (76) 144 (76) 0.961
BMI
<22 123 (62) 116 (61)
22~26 58 (29) 51 (27)
>26 19 (10) 23 (12) 0.677
Age
<35 37 (20) 42 (22)
35~60 99 (50) 111 (58)
>60 62 (31) 37 (19) 0.032
Aboriginal 3 (15) 40 (21) 0.120
Alcohol 25 (13) 40 (21) 0.023
Diabetics 58 (28) 84 (44) 0.001
Hypertension 32 (16) 28 (15) 0.730
Hepatitis B 14 (7) 17 (9) 0.477
Hepatitis C 20 (10) 20 (11) 0.864
Smear-negative at
the time of
MDRTB 71 (36) 52 (27) 0.084
diagnosis
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Drug

susceptibility test

Quinolone Resist 34 (17) 53 (28)

Injection Resist 4 (2) 6 (3)

No Resist 149 (75) 101 (53)

Both Resist 13 (7) 30 (16) <0.001
Patient

classification

New 73 (37) 48 (25)

Relapse 67 (34) 47 (24)

Treatment after

default 6 ) 2110

Treatment after

failure of the first 44 (22) 33 (17)

treatment

Treatment after

failure of 10 (5) 39 (21)

re-treatment

Others 0 (0) 4 (2) <0.001

Definition of abbreviations: TMTC=Taiwan Multiple-drug Resistance TB
Consortium; BMI=body mass index; MDR=multiple-drug resistance;
TB=tuberculosis.

Values are n (%)

Statistical analyses were performed using chi-square test.
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43 60 A B % 0.6 12 (95%CT=0.3-0.9 » p=0.017) » fe % % %77 chix

Fl* B 2T RO EE ¥ 3 - REFIR LRI 390 £ F
B RS AT 5 R PR P BT 12
IR S (R 2 ) e dr RS~ LT 5 RER BMI 280 505
GFF RBE FERELEPORFR D DA TR D RE
SR LRI B R R A AT R AICH hE ) T
CRRFFANS R P BT 12 B 7 A ¢ L HE e 88 i
(95%CI=5.7-13.4 » p<0.001) © £ F % R X ~ = &E J» 50 1405 e
BERAFALGEEF) SEFEATHEROBTF] S o FBRL AL
R D FAD 2B s ESE LA S RAARBESLY R
(95%CI=1.1-3.2 > p=0.018) - & 1 % ¥+ = #& quinolone ¥ X - fa L
Rz AR Y AE o PR P BAe D 12 B s e S
XDR-TB 2 1 % 2.6 i (95%CI=1.1-6.1 » p=0.034) ; % 1 % 4+ = 6 4*
H ¥ iz - fALE L ¥ = 48 quinolone ¥ 7 FE > PIERIE P B4 12
B2 entsggs € 5 XDR-TB 2 B % <1 14.3 % (95%CI=3.4-59.1 >
p<0.001) ; % B % ¥ = #& Quinolone % = f&4-H % 7 & > PRk P
B4 12 2 cntsddidd ¢ 5 XDR-TB 2 B %0 8.1
(95%CI=3.6-18.3 » p<0.001) = i 4 A &> & » %% 5 47 £ » 1k
PRI 12 B mfﬁﬂ%wg %ENRpis R % ReE 2B A 4.0
£ (95%CI=2.2-7.5 » p<0.001) ; % 1 % 5 7 5 & 4= =0 i5 fr & R 4
B p B 12@”mf‘\ﬁt&gm%z‘%mm%ﬂk; o 4

34
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Unadjusted Full Model (logistic) AIC Model (logistic)
No. of sputum
Variables converted OR(95% CI) p-value aOR(95% CI) p-value aOR(95% CI) p-value
n (%)

TMTC era 129/200 (65) 8.3(5.2-13.4) <0.001 7.7 (5.1-11.6) <0.001 7.1 (4.7-10.6) <0.001
Demographics factors

Male 118/296 (40) 0.7 (0.5-1.2) 0.171 1.1(0.7-1.7) 0.772 1.1 (0.7-1.8) 0.606

Aboriginal 22/70 (31) 0.6 (0.3-1.0) 0.054 0.8 (0.5-1.3) 0.321 -
BMI-classify: <22,22~26,>26 (baseline: BMI<22)

22~26 47/109 (43) 1.1 (0.7-1.7) 0.711 1.1(0.7-1.7) 0.828 - -

>26 18/42 (43) 1.1 (0.6-2.1) 0.822 1.1(0.5-2.1) 0.856 - -

BMI(Continuous) - 1.0 (0.9-1.1) 0.857 - - - -
Age-classify: <35,35~60,>60 (baseline: age>60)

<35 40/81 (49) 1.0 (0.6-1.8) 0.988 1.4 (0.8-2.6) 0.284 1.4 (0.8-2.5) 0.260

35~60 74/210 (35) 0.6 (0.3-0.9) 0.017 0.8 (0.5-1.3) 0.330 0.8 (0.5-1.3) 0.350

Age(Continuous) - 1.00 (0.99-1.02)  0.681 - - - -
Risk factors

Alcohol 13/65 (20) 0.3 (0.2-0.6) <0.001 0.3 (0.2-0.5) <0.001 0.3 (0.2-0.5) <0.001

Diabetics 52/140 (37) 0.7 (0.5-1.1) 0.164 1.3 (0.8-2.0) 0.345 - -

Hypertension 23/60 (38) 0.8 (0.5-1.5) 0.555 0.8 (0.5-1.5) 0.552 - -

Hepatitis B 13/31 (42) 1.0 (0.5-2.1) 0.987 1.8 (0.8-4.0) 0.142 - -

Hepeatitis C 13/40 (33) 0.6 (0.3-1.3) 0.211 0.6 (0.3-1.3) 0.199 - -
Sputum (baseline: positive)

Smear-negative at the time of

57/123 (46) 1.3 (0.9-2.0) 0.217 1.0 (0.7-1.6) 0.900 - -

MDRTB diagnosis
Drug susceptibility test
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Quinolone Resist 20/87 (23) 4.0(1.1-143)  0.034 6.6 (2.0-21.5) 0.002 6.0(1.9-19.2)  0.003

Injection Resist 6/10 (60) 20.0 (3.6-112.3)  <0.001 23.1(5.0-107.7)  <0.001 20.8 (4.5-95.3) <0.001

No Resist 134/250 (54) 15.4 (4.6-51.1) <0.001 16.2 (5.3-49.5) <0.001 15.0 (5.0-45.3) <0.001
Patient Classification (baseline: Treatment after default + Treatment after failure of re-treatment + Other)

New 69/121 (57) 6.1 (3.1-12.0) <0.001 2.6 (1.3-5.0) 0.006 2.5(1.3-4.9) 0.006

Relapse + Treatment after

] 80/191 (42) 3.3(1.7-6.3) <0.001 1.4 (0.7-2.8) 0.293 1.5 (0.8-2.8) 0.262
failure of the first treatment

Definition of abbreviations: TMTC=Taiwan Multiple-drug Resistance TB Consortium; BMI=body mass index; MDR=multiple-drug

resistance; TB=tuberculosis; OR=o0dds ratio; aOR=adjusted odds ratio; CI=confidence interval.

27 BRI EARRE L2 B RS F 2 g BRI R0

No. of sputum converted Unadjusted Full Model (logistic) AIC Model (logistic)
Variables n (%) OR(95% CI) p-value aOR(95% CI) p-value aOR(95% CI) p-value
TMTC era 161/290 (81) 10.1 (6.3-16.2) <0.001 9.8 (6.3-15.3) <0.001 8.8 (5.7-13.4) <0.001
Demographics factors
Male 157/296 (53) 0.7 (0.4-1.1) 0.099 0.9 (0.5-1.5) 0.675 0.8 (0.5-1.4) 0.517
Aboriginal 39/70 (56) 1.0 (0.6-1.7) 0.951 1.9 (1.1-3.3) 0.016 1.9 (1.1-3.2) 0.018
BMI-classify: (baseline: BMI<22)
<22,22~26,>26
22~26 56/109 (51) 0.8 (0.5-1.3) 0.337 0.6 (0.4-1.1) 0.094 - -
>26 24/42 (57) 1.0 (0.5-2.0) 0.977 0.8 (0.4-1.6) 0.540 - -
BMI(Continuous) - 1.0 (0.9-1.0) 0.581 - - - -
Age-classify: .
(baseline: age>60)
<35,35~60,>60
<35 51/81 (63) 1.1 (0.6-1.9) 0.853 1.4 (0.7-2.6) 0.364 1.2 (0.7-2.3) 0.542
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35~60 104/210 (50) 0.6 (0.4-1.0) 0.048 0.9 (0.5-1.4) 0.615 0.9 (0.5-1.4) 0.545
Age(Continuous) - 1.00 (0.99-1.01) 0.941 - - - -
Risk factors
Alcohol 23/65 (35) 0.4 (0.2-0.7) <0.001 0.3 (0.2-0.5) <0.001 0.3 (0.2-0.6) <0.001
Diabetics 67/140 (48) 0.6 (0.4-0.9) 0.026 1.3 (0.8-2.0) 0.335 - -
Hypertension 33/60 (55) 1.0 (0.6-1.7) 0.948 1.2 (0.6-2.2) 0.627 - -
Hepatitis B 17/31 (55) 1.0 (0.5-2.0) 0.949 1.6 (0.7-3.5) 0.233 - -
Hepatitis C 17/40 (43) 0.6 (0.3-1.1) 0.087 0.5(0.2-1.2) 0.095 - -
Sputum (baseline: positive)
Smear-negative at the
time of MDRTB 71/123 (58) 1.2 (0.8-1.8) 0.528 0.8 (0.5-1.2) 0.258 - -
diagnosis
Drug susceptibility test
Quinolone Resist 30/87 (34) 2.3 (1.0-5.6) 0.065 2.7 (1.1-6.7) 0.030 2.6 (1.1-6.1) 0.034
Injection Resist 7/10 (70) 10.2 (2.2-48.4) 0.002 14.6 (3.9-62.3) <0.001 14.3 (3.4-69.1) <0.001
No Resist 171/250 (68) 9.5(4.2-21.4) <0.001 9.0 (3.9-21.0) <0.001 8.1(3.6-18.3) <0.001
Patient Classification (baseline: Treatment after default + Treatment after failure of re-treatment + Others)
New 89/121 (74) 9.3 (4.8-18.0) <0.001 4.1(2.2-7.8) 0.001 4.0 (2.2-7.5) <0.001
Relapse+Treatment after
failure of the first 109/191 (57) 4.4 (2.4-8.1) <0.001 2.1(1.1-3.9) 0.018 2.1(1.1-3.8) 0.018

treatment

Definition of abbreviations: TMTC=Taiwan Multiple-drug Resistance TB Consortium; BMI=body mass index; MDR=multiple-drug

resistance; TB=tuberculosis; OR=0dds ratio; aOR=adjusted odds ratio; CI=confidence interval.
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TMTC era Pre-TMTC era
Months (n=290) (n=361) p-value
24 182 (63) 155 (43) <0.001
36 238 (82) 221 (61) <0.001

Definition of abbreviations: TMTC=Taiwan Multiple-drug Resistance.
Values are n (%)

Statistical analyses were performed using chi-square test.
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NSRRI EL R E 36 B0 ok S 2 iR F
No. of treatment Unadjust(logistic) Full Model (logistic) AIC Model (logistic)

Variables success, n (%) OR(95% CI) p-value aOR(95% CI) p-value aOR(95% CI) p-value

TMTC 238/290 (82) 2.9(2.0-4.2) <0.001 2.6 (1.7-3.9) <0.001 2.6 (1.8-3.9) <0.001
Demographics factors

Male 339/494 (69) 0.7 (0.5-1.0) 0.063 0.8 (0.5-1.3) 0.311 0.8 (0.5-1.2) 0.245

Aboriginal 88/124 (71) 1.0 (0.7-1.6) 0.900 1.1 (0.7-1.9) 0.617 - -
BMI-classify: <22,22~26,>26 (baseline: BMI<22)

22~26 145/191 (76) 1.5(1.0-2.2) 0.043 1.7 (1.1-2.6) 0.026 1.7 (1.1-2.6) 0.022

>26 45/63 (71) 1.2 (0.7-2.1) 0.561 1.2 (0.6-2.2) 0.684 1.2 (0.6-2.2) 0.653

BMI(Continuous) - 1.06 (1.01-1.11) 0.018 - - - -
Age-classify: <35,35~60,>60 (baseline: age>60)

<35 102/128 (80) 24 (1.4-4.1) 0.001 2.5(1.3-4.5) 0.004 2.4 (1.4-4.3) 0.003

35~60 247/346 (71) 1.5(1.0-2.2) 0.032 2.2(1.4-3.4) 0.001 2.0(1.3-3.1) 0.001

Age(Continuous) - 0.98 (0.97-0.99)  <0.001 - - - -
Risk factors

Alcohol 82/125 (66) 0.8 (0.5-1.1) 0.182 0.9 (0.5-1.5) 0.621 - -

Diabetics 156/234 (67) 0.8 (0.5-1.1) 0.108 0.9 (0.6-1.4) 0.701 - -

Hypertension 71/104 (68) 0.9 (0.6-1.4) 0.585 1.1 (0.7-1.9) 0.692 - -

Hepatitis B 36/51 (71) 1.0 (0.5-1.9) 0.989 1.0 (0.5-2.0) 0.956 - -

Hepatitis C 29/56 (52) 0.4 (0.2-0.7) 0.002 0.4 (0.2-0.8) 0.005 0.4 (0.2-0.8) 0.005
Sputum (baseline: positive)

Smear-negative at the time 176/232 (76) 0.026 - -

. _ 1.5(1.1-2.2) 1.3 (0.9-2.0) 0.203
of MDRTB diagnosis
Culture converted before 117/145 (81) 0.003
2.0(1.3-3.2) 1.5(0.9-2.5) 0.109 1.6 (1.0-2.5) 0.072

Second-line drug
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Patient Classification (baseline: Treatment after default + Treatment after failure of re-treatment + Others)
New 193/238 (81) 4.7 (2.9-7.6) <0.001 3.7(2.2-6.2) <0.001 3.7(2.2-6.3) <0.001

Relapse + Treatment after
209/294 (71) 2.7(1.7-4.2) <0.001 2.2(1.4-3.6) 0.001 2.3(1.4-3.7) 0.001

failure of the first treatment

Definition of abbreviations: TMTC=Taiwan Multiple-drug Resistance TB Consortium; BMI=body mass index; MDR=multiple-drug

resistance; TB=tuberculosis; OR=0dds ratio; aOR=adjusted odds ratio; CI=confidence interval.
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304 RPN RS HE R 36 B s R S 2 s BE N R

No. of treatment Unadjusted Full Model (logistic) AIC Model (logistic)

Variables success, n (%) OR(95% CI) p-value aOR(95% CI) p-value aOR(95% CI) p-value

TMTC 160/200 (80) 5.3(3.4-8.3) <0.001 3.6 (2.4-5.6) <0.001 3.7(2.5-5.7) <0.001
Demographics factors

Male 175/396 (59) 0.6 (0.4-1.0) 0.036 0.8 (0.5-1.3) 0.360 0.9 (0.5-1.4) 0.539

Aboriginal 39/70 (56) 0.7 (0.4-1.2) 0.229 0.6 (0.4-1.1) 0.085 - -
BMI-classify: (baseline: BMI<22)
<22,22~26,>26

22~26 70/109 (64) 1.2 (0.8-1.9) 0.436 1.6 (1.0-2.7) 0.056 - -

>26 29/42 (68) 1.5 (0.7-3.0) 0.260 1.7 (0.9-3.5) 0.408 - -

BMI(Continuous) - 1.1 (1.0-1.1) 0.044 - - - -
Age-classify: <35,35~60,>60 (baseline: age>60)

<35 59/81 (73) 2.2(1.2-4.2) 0.012 4.1(2.2-8.2) <0.001 4.2 (2.3-8.0) <0.001

35~60 129/210 (61) 1.3 (0.8-2.2) 0.251 3.3(2.0-5.5) <0.001 3.4 (2.1-5.5) <0.001

Age(Continuous) - 0.98 (0.97-0.99) 0.004 - - - -
Risk factors

Alcohol 30/65 (46) 0.5 (0.3-0.8) 0.004 0.5 (0.3-0.9) 0.014 0.5(0.2-0.8) 0.005

Diabetics 77/140 (55) 0.6 (0.4-1.0) 0.032 0.9 (0.6-1.4) 0.711 - -

Hypertension 35/60 (58) 0.8 (0.5-1.5) 0.519 1.1 (0.6-1.9) 0.832 - -

Hepatitis B 18/31 (58) 0.8 (0.4-1.8) 0.634 0.8 (0.4-1.7) 0.578 - -

Hepatitis C 18/40 (45) 0.5 (0.2-0.9) 0.021 0.4 (0.2-0.8) 0.014 0.4 (0.2-0.8) 0.006
Sputum (baseline: positive)

Smear-negative at the time - -

_ . 83/123 (67) 1.4 (0.9-2.2) 0.135 1.0 (0.7-1.6) 0.841
of MDRTB diagnosis
Culture converted before 44/59 (75) 2.0 (1.1-3.7) 0.034 1.2 (0.7-2.0) 0.536 - -
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Second-line drug
Drug susceptibility test

Quinolone Resist 36/87 (41) 2.1(0.9-4.6) 0.081 2.5(1.2-5.4) 0.015

Injection Resist 7/10 (70) 6.8 (1.5-30.9) 0.013 4.8 (1.2-19.0) 0.024

No Resist 188/250 (75) 8.8 (4.2-18.5) <0.001 8.3 (4.1-16.7) <0.001
Patient Classification (baseline: Treatment after default +Treatment after failure of re-treatment +Others)

New 95/121 (79) 8.7 (4.6-16.8) <0.001 4.5 (2.5-8.0) <0.001

Relapse + Treatment after
124/191 (65) 4.4 (2.5-7.8) <0.001 2.8(1.6-4.9) <0.001

failure of the first treatment

2.3 (1.1-4.7)
4.8 (1.3-18.6)
7.9 (4.0-15.5)
4.4(2.5-7.7)

2.8 (1.6-4.8)

0.025
0.022
<0.001
<0.001

<0.001

Definition of abbreviations: TMTC=Taiwan Multiple-drug Resistance TB Consortium; BMI=body mass index; MDR=multiple-drug

resistance; TB=tuberculosis; OR=0dds ratio; aOR=adjusted odds ratio; CI=confidence interval.
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ey R e e STPAR
i¢ * Kaplan-Meier survival analysis +* i@ Ff 3870 0 22 5 R o J8 R 4
FoMED 36 B DR AT (RZ) o BFFRISEE TN R S
AL R e @i d o ‘%’K/é‘- a 243 7 [23.5~24.6]FF “f)r’ F 70%:
B S HRET R 4] B0 [33.4~46.6]1 F T0%:niE X s

# o % Log-rank test # T_= 35 d A2 £ 8 > P i | > 0.001 -

0s

0s

07

06

05

Cumulative Success rate

04

03

0z

o1

0.0 ———

Time since the start of MDRTE treatment (Months)

PLOT  —— TMTC_era=t oo Clup_1 s Cllaw_t — —TMTC_era=0 - - - - Clup_0 © o Cllow 0

Months 0 3 6 9 12 15 18 21 24 27 30 33 36

Pre-TMTC 361 360 356 347 339 329 293 219 182 138 121 107 96
TMTC 290 283 276 270 263 258 241 123 80 24 11 8 5

Definition of abbreviations: TMTC=Taiwan Multiple-drug Resistance TB
Consortium; MDR=multiple-drug resistance; TB=tuberculosis; Clup 1=Upper
confidence interval of TMTC era; Cllow 1=Lower confidence interval of
TMTC era; Clup_0=Upper confidence interval of pre-TMTC era;

Cllow_0O=Lower confidence interval of pre-TMTC era.

Bz~ &R fiseeiRe R fiok + ## 52 Kaplan-Meier survival
curve
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g RIE RS = s Bl AUC(Area Under Curve) = 0.65[0.56-0.74] -

Distribution of the StoCvs
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exp(2.86 —0.31StoCvs)
1+ exp(2.86 —0.31StoCvs)

p(success) =

F s e B QIR SR ipf S 0 i SRR 14 B GRS B
MASHAIZ Y AR A A AL LRE B R IR S
PhepGt i > Pz B Y (S S g € K 85% o - il fp 3t el
FES 5 59.3% 0 @ Flo AR R 5 S B T RRIITRR IR &5
B2 RBEIIEENBETG 11 A (4%) > #F5 B 2 fsae i @
RHs od B2 27 RV AR T PGS im .

- TRARKEFS BT

Months 0 1 2 3 4 5 6 7 8 9 10 11 12 13

Num. 58 90 56 33 13 11 3 1 2 1 1 0 0 0
Prob.(crude) 095 09 091 079 092 073 1.00 0.00 050 000 1.00 0.00 0.00 0.00
Prob.(logistic) 0.94 091 089 085 081 076 0.69 062 055 047 040 033 026 021

Months 13 14 15 16 17 18 19 20 21 22 23 24

Num. 0 0 0 0 1 0 0 0 0 0 0 0
Prob.(crude) 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00
Prob.(logistic)  0.21 0.16 0.12 0.09 0.07 0.05 0.04 0.03 0.02 0.02 0.01 0.01

Months 25 26 27 28 29 30 31 32 33 34

Num. 0 1 0 0 0 0 0 0 0 1
Prob.(crude) 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00
Prob.(logistic) 0.01 0.00 <0.01 <0.01 <0.01 <0.01 <0.01 <0.01 <0.01 <0.01
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Distribution of the S_cdate

Density
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Months 0 1 2 3 4 5 6 7 8 9 10

Num. 51 60 46 31 11 10 7 7 6 2 2
Prob.(crude) 0.92 0.95 0.91 0.87 1.00 1.00 1.00 0.86 0.83 1.00 0.50
Prob.(logistic)  0.94 0.94 0.93 0.92 0.91 0.90 0.89 0.88 0.86 0.85 0.83
Months 11 12 13 14 15 16 17 18 19 20

Num. 5 0 2 1 2 1 2 2 5 1
Prob.(crude) 1.00 0 1.00 1.00 1.00 0 0 1.00 0.40 1.00
Prob.(logistic) 0.81 0.79 0.77 0.75 0.73 0.70 0.68 0.65 0.62 0.60
Months 21 22 23 24 25 26

Num. 0 3 1 0 1 2

Prob.(crude) 0 0.67 1.00 0 0 0.5

Prob.(logistic) 0.57 0.54 0.51 0.48 0.45 0.42
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