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Chinese experts” consensus on protocol of breakpoints setting of new antibacterial
agents for clinical trial

la la la la la 2 ( ) 1b 3 4 5
6a 7 8 9 6h 10 11 12 13 14 15 16
(1. a. i b. 100034; 2. 100044; 3.
102218; 4. 309 100091; 5. 610041; 6.
a. i b. 100730; 7. 200025; 8.
210029; 9. 100853; 10.
100050; 11. 200040; 12. 100091; 13.
100088; 14. 100038; 15.
201203; 16. 510120)

LI Yun'" ZHENG Bo" LV Yuan' WEI Min — ji'"* SHAN Ai — lian"" ( 7he following sort by pinyin) CAO Zhao — long’
LI Ruo —yu'"" LIAO Qin —ping’ LIN Ming — gui'* LV Xiao - ju’ MA Xiao — jun® NI Yun - xing’
TONG Ming — qing® WANG Rui’ XU Ying - chun® YOU Xue - fu'® ZHANG Jing" ZHANG Qiong"
ZHANG Sui —yang” ZHAO Ming" ZHENG Qing — shan">  ZHUO Chao'°

(1. a. Institute of Clinical Pharmacology; b. Depariment of Dermatology & Venereology Peking University First
Hospital Beijing 100034 China; 2. Department of Respiratory Peking University People’s Hospital Beijing 100044
China; 3. Department of Gynecology and Obstetrics Beijing Tsinghua Changgung Hospital Beijing 102218 China,
4. Department First of Tuberculosis the 309" Hospital of Chinese People’s Liberation Army Beijing 100090 China;
5. Center of Infections Diseases West China Hospital Sichuan University Chengdu 610041 China; 6. a. Department
of Infectious Diseases, b. Department of Clinical Laboratory Peking Union Medical College Hospital Beijing 100730
China; 7. Department of Clinical Microbiology Ruijin Hospital Shanghai Jiaotong University School of Medicine
Shanghai 200025 China; 8. Department of Clinical Laboratory First Affiliated Hospital of Nanjing Medical University
Nanjing 210029 China; 9. Center of Medicine Clinical Research Chinese People’s Liberation Army General Hospital
Beijing 100853  China; 10. Institute of Medicinal Biotechnology Chinese Academy of Medical Sciences & Peking Union
Medical College Beijing 100050 China; 11. Institute of Antibiotics Huashan Hospital Fudan University Shanghai
200040  China; 12. Xiyuan Hospital China Academy of Chinese Medical Science Beijing 100091  China,
13. Department of Respiratory and Intensive Care Unit the Second Artillery General Hospital of Chinese People’s Libera—
tion Army Beijing 100088 China; 14. Center for Drug FEvaluation China Food and Drug Administration Beijing
100038 China; 15. Center for Drug Clinical Research Shanghai University of Chinese Medicine Shanghai 201203
China; 16. Guangzhou Institute of Respiratory Disease the First Affiliated Hospital of Guangzhou Medical University
Guangzhou 510120 China)

22015 - 05 — 04
12015 -05 - 05
(1970 - )

MP: 13910332958
E — mail: lyzx5857@ 163. com

medlive.cn guide.medlive.cn

1069


http://guide.medlive.cn/
http://guide.medlive.cn/

1070

31 1 2015 6 ( 193 )

DOI: 10. 13699 /j. enki. 1001 —6821. 2015. 11. 040
- R978. 1; R969. 1; R969. 3 . B
21001 -6821( 2015) 11 — 1069 - 08

Abstract: Clinical breakpoints are used in phase [ or Il clinical trials to categorize microorganisms if susceptibility to
new tested antibacterial agents that means the patient infected by the pathogen will be enrolled the study or not. The
role of this consensus is to define procedure and required data to setting breakpoints and how to revaluate it in clinical
trials.
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Figure 1  Minimal inhibitory concentration ( MIC) distribution and epidemiological cutoff ( Ecoff) values '

A: Staphylococcus aureus — Vancomycin; B: Escherichia coli — Ampicillin; C: Streptococcus pneumoniae — Ciprofloxacin; D: Pseudomonas aeruginosa — Gentamicin
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Figure 4  Relationship among PK/PD indices for ceftazidime and

log,, CFU per lung of Klebsiella pneumoniae after 24 h of
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Table 1 Guideline acceptable discrepancy rates . 1
Isolates with MICs Unselected o
MIC Range in S =S +2 dilution isolates
Very major Major Very major Major ; @
=8 +2 dilution <2% - <1.5% - MIC 0.03 mg ° |
S-S +1 dilution <10% <10% <1.5% <3%
< S -1 dilution - <2% - <3% 5
- Not data MIC °
3.5 95%
1 o
3 4 3
2
Table 2 Requirements to establish quality control expected range
Media lots ( different Disk lots ( different Total data
Test method Laboratories Days Replicates
manufacturers manufacturers) points
Disk diffusion 7 3 2 10 1 420
Broth dilution MIC 7 3 - At least 3 days  10( max 4 per day) 210
Agar dilution MIC 7 3 - 2 10 420
- Not data
3
Table 3  Example for setting quality control ranges of standard
strains
MIC( mg * L=") Example 1 Example 2 Example 3
0.03 0 0 0
0. 06 5 15 0
0.12 100 73 30 °
0.25 104 110 170 4.1
0.5 1 12 10
1 0 0 0
Range 0.06-0.5 0.06 -0.5 0.12-0.5 ( PPK)
/ ( PPK/PD)
4 °
. . ( ) PPK/PD
o %
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