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兒童複⽅方可溶錠
兒童友善 

巴布紐亞幾內亞是地球上第
⼀一個使⽤用此新劑型的國家 

⺫⽬目前有27個國家在2016年
底之前會拿到此藥物 

供未滿25kg孩童使⽤用 

⽔水果⼝口味⼝口感 

⽅方便運送攜帶





Rifapentine









不同年齡層的3HP vs. 9H



不良反應

最常⾒見的不良反應 

永久停藥率 

住院率 

死亡率



MDRTB Burden 2014

300,000 notified MDRTB , 62.5% of 480,000 MDRTB cases in the world (19-90%)



Low Treatment Rate

123,000 MDR/RR 
TB patients eligible 
for treatment 
40% of the 
300,000 notified 
MDRTB  
26% of 480,000 
MDRTB cases in 
the world





Chronic Patients and MDR-TB 
chronic patients MDRTB

 Year



Bedaquiline
TMC 207



Compound of R207910
Inhibition of the proton pump of mycobacterial 
ATP synthase.  

ATP synthase is a critical enzyme in the 
synthesis of ATP for M. tuberculosis.  

Binding of TMC207 to the oligomeric and 
proteolipic subunit c of mycobacterial ATP 
synthase leads to inhibition of ATP synthesis, 
which subsequently results in bacterial death.

Future Microbiol. 2010; 5 (6): 849–58.



 Era of TMC207 

TMC-207 was described for the first time 
in 2004 at the ICAAC meeting, after the 
drug had been in development for over 7 
years 

A Phase II trial of 47 patients, which 
showed that the drug was effective in 
reducing the time to TB-free sputum 
cultures.

N. Engl. J. Med. 2009;360 (23): 2397–2405.



The Benefit–Risk Balance 
for Drug-Resistant Tuberculosis

Approved by the USFDA at the end of 2012 for the treatment of adults 
with pul MDR-TB for whom an effective treatment regimen is not 
otherwise available. 

The phase 2 RCT of Bedaquiline sponsored by Tibotec and the TB Alliance 
revealed unexplained excessive mortality for patients in TMC-207 arm (2/81 vs. 
10/79, 1 accident, 4 patients not related to TB disease itself) 

 One of the deaths among bedaquiline-treated patients occurred during the 24-
week trial period; the median time to death in the remaining 8 patients was 329 
days after the patient last received bedaquiline. 

n engl j med 2014; 371;8Future Microbiol. 2010; 5 (6): 849–58.





Compassionate Use
From 2013/1 to 2014/10, 3 patients received TMC-207 
from Janssen through this pathway  

Six months of TMC-207 were prescribed  

The 2 XDRTB & 1 pre-XDRTB,                                          
chronic patients all completed                                               
their TB case management 24 months                                  
after beginning of TMC-207



Bedaquiline Under Programatic Use

NTP Started to evaluate the potential patients among the 
list of chronic patients since Q1 of 2015 

July , 2015 Bedaquiline was imported by Taiwan CDC and 
provided to XDRTB patients whose physicians were 
willing to give them a try 

A total of eight patients passed the application process and 
7 started to receive Bedaquiline (4 in 2015, 3 in 2016, two 
finished the standard tx and 2 prolonged their usage)



Surrogate Outcome of the 
Patients with Bedaquiline 

For the total of 10 patients started with 
Bedaquiline, 5 XDR-TB, 4 pre-XDR-TB and 1 
MDR-TB (relapsed) 

Two not yet reached culture conversion (within 2 
months after Bedaquiline), 1 had no culture 
proved for this episode 

Seven reached their culture conversion at different 
timing before or after beginning of Bedaquiline -120
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如何服⽤用
 Bedaquiline 400mg daily for the first two weeks 
  Followed by 200mg three times per week  
建議處⽅方24 weeks.  
Available data suggest better uptake of bedaquiline when 
administered with food.  

 



Delamanid



OPC-67683

Delamanid is the first approved drug in the class of  
nitro-dihydro-imidazooxazoles for the treatment of MDR-TB 

Blocking the synthesis of mycolic acids in Mycobacterium 
tuberculosis, 

Deltyba® is indicated for use as part of an appropriate combination 
regimen for pulmonary multi-drug resistant tuberculosis (MDR-
TB) in adult patients when an effective treatment regimen cannot 
otherwise be composed for reasons of resistance or tolerability 

Authorized for use in the European Union and Japan



Hypothesised Mechanism of Action

Inhibition of the synthesis of  
mycolic acids in M. tuberculosis 



如何服⽤用



⼼心電圖上的QT 

QTc延⻑⾧長



QTc延⻑⾧長 兩種藥共同的⿇麻煩

⼀一開始就必須要做⼼心電圖, 接下來每⽉月篩檢  
哪些對象需要增加監視⼼心電圖的頻率 

• use of strong CYP3A inhibitors,  
• fluoroquinolones,  
• known cardiac risk factors,  
• serum albumin <3.4 g/dL [34 g/L]) 
QTcF > 500 ms observed -> 停⽌止治療



WHO treatment 
guidelines for drug-
resistant TB 
2016 update 



Evolution of WHO DR-TB treatment 
guidelines

2011 20162008



Treatment Guidelines for DR-TB  
WHO Vs. Taiwan

2016%WHO%Guidelines Taiwan Guidelines

Use$of$a$shorter$MDR.TB$
Treatment$regimen

Provide second.line$rapid$DST for$RR$TB. (Since$2014.01)

The$shorter regimen$has$been$reimbursed$in$the$TMTC
program. (Since$2016)

Update$the$composition$of$
conventional$MDR.TB$treatment$
regimens

Provide$all$agents$of$group$A.D$agents.$(Bedaquiline has$
been$provided$since$2015)

Delamanid (Scheduled$to$purchase)

Treatment$RR$TB$with$a$
recommended MDR.TB$regimen

RR$TB$is required$to refer to$the$TMTC.

Treat RR$TB$with:
1.A shorter$MDR.TB$regimen.
2.MDR.TB$conventional$regimens$(isoniazid$should$be$
added)

Use$of$surgery as$part$of$MDR.TB$
treatment

Patient$who$is$NOT$culture$conversion$after$2$months$of$
treatment$is$required$to$be$reviewed$in$the$TMTC$
quarterly$for
1. Surgery$plan.
2. Individual$Treatment$Plan.
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√
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Medicines recommended for the treatment of 
rifampicin- resistant and multidrug-resistant TB  



Medicines recommended for the treatment of 
rifampicin- resistant and multidrug-resistant TB  



Short Standardized Treatment of 
Multidrug- resistant Tuberculosis  

Deun A et al, AJRCCM 2010;182: 684-92



適合標準短程處⽅方的對象 

⼆二線藥敏對FQ 和 ⼆二線針劑沒有抗藥 
WHO 因此建議使⽤用 Genotype 
MTBDRsl line probe assay 來快速偵測
這兩種抗藥結果



Thanks for your listening


