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Abstract

Background:

Tigecycline is approved by the USA Food and Drugnwdstrationl FDA ) for the
treatment of complicated intra-abdominal infectiboBAls ) , complicated skin and skin
structure infection6cSSSIs, and community acquired pneumof@AP ). Tigecycline
is active against many resistant pathogens-wivo study, and it can be used for the
antibiotic-resistant bacterial infections. HoweweDA imposed a black box warning on
tigecycline in 2010. Concerning the increasing @dxt rate of tigecycline, especially
in the treatment of hospital-acquired pneumonialimcal trials and retrospective
studies. In addition, patients treated by tigeaychave significant more treatment
failure and septic shock. Therefore, tigecyclinaas recommended in critically ill
patients.

Objective:

The goal of this study is to evaluate the clinfregponse and mortality of patients
receiving tigecycline treatment in Taiwan. The iclah response and mortality of
patients with pneumonia only are analyzed in suhwgranalysis, identifying the risk
factors for treatment failure and the indicatechpgens assessed. We also evaluate the
adverse drug reactions of tigecycline.

Methods:

This retrospective study included patients hospidlin a 2500-bed medical
center with infection-related diagnosis and reagitigecycline between January 2010
and June 2011. Patients younger than 20 years elitftoincomplete data are excluded.
We reviewed the medical records including baseadimeracteristics, comorbidities,

disease severity, clinical presentations, laboyadata, culture results, pathogens of
iv



secondary infection, clinical response, and adversg reactions of tigecycline.
Treatment outcomes in different groups were analygechi-square test. We also
identified the risk factors for treatment failureadll patients and in patients with
pneumonia only by logistic regression.

Results:

Among 137 patients, 6144.5%) patients had multiple-site infection, 751.8%)
patients had pneumonia with other infections,(B%.5%) patients had mono-site
infection, 60 patients had pneumonia only,(BR6) patients had clAls, and 63.6%)
patients had cSSSls. Most patients had comorbpiredsry disease$ 80%) , renal
diseases 71%) , and cardiovascular disease81%) . The most common indicated
pathogens were multidrug-resist#winetobacter baumanniiMDRAB ) (71%) , and
Stenotrophomonas maltophilid@%) . The susceptibility of MDRAB was approximately
67% in this study.

Overall clinical response was 50%. Clinical resgoimspatients with pneumonia
only was 45%, which is lower than patient with cdAir cSSSIs only 100% and 64%,
respectively .Patients with mono-microbial infection had higlk#nical response than
those with poly-microbial infectiof59% vs 39%, P=0.0241. Besides, the susceptible
pathogens also had better clinical resp@i&io vs 32%, P=0.0414 Fifty-one patients

(37%) had secondary infections in total, and the mostrnon pathogen was
Pseudomonas aeruginosa0%) .
In total patients, blood sugar higher than 180 roglaring tigecycline treatment
(OR 3.28, P=0.0395b, septic shock at the first day of tigecycline uggdR 3.34,
P=0.002 , and acute kidney injury at the first day of tigelme used( OR 2.40,
P=0.0416 were independent risk factors for treatment faillin patients with

pneumonia only, the independent risk factors wepgis shock at the first day of
\'



tigecycline used OR 5.04, P=0.0078.
In this study, the most common side effects westrgatestinal Gl) side effects
(35%) , and diarrhed 21%) is the most frequently. In contrast to previouslsts,
nausea and vomiting were reported both only 4%msgtudy.
Conclusion:

Patients’ disease severity is correlated with tnegit outcomes, regardless in all
patients or in patients with pneumonia only. Theoalld be more treatment failure in
patients with severe disease status and in patetityperglycemia. However, the
mortality rate is similar with other studies. Theshadverse drug reactions of
tigecycline are gastrointestinal tract side effe@taong gastrointestinal tract side
effects, diarrhea is the most common side eff@ascentage of nausea and vomiting is
less than prior studies.

Keywords:

Tigecycline, mortality, clinical response, risk @ for treatment failure, side effects
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APACHE Il Acute Physiology And Chronic % = # &4 Btk
Health Evaluation II e % 5%

AUC Area under curve B ERY AT o

AUCq.24 1 Area under curve within 24 hours 24 /| PF# 4 kR & BT 6 f4

CAP Community-acquired pneumonia A+ % 3| ¥ &

clAl Complicated intra-abdominal AF e EN B Lo
infections

cSSSI Complicated skin and skin AR LR SR F
structure infections

CL Clearance BRif ¥

Cmax Maximum serum concentration # * & ¥ Jk&

ESBL Extended-spectrum beta-lactamas@ »x4. ¢ p fig <f

EUCAST The European Committee on T ERLR ¢
Antimicrobial Susceptibility
Testing

FDA Food and Drug Administration SEEFREREL

MDRAB Multidrug-resistanfAcinetobacter % & #L# |4 42 < 7 & %
baumannii

MIC Minimal inhibitory concentration & | #¢ ik &

MRSA Methicillin-resistant FEB LT F A
Staphylococcus aureus

ti Half-life L %

Vg Volume distribution BB TR AR

VRE Vancomycin-resistarinterococci  #i¥ + # % % 3 7
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Tigecycline ¥ 3 & &3] » FIH v JRE ¥ % F 4L o LB XFE L ﬁi%J

1 tigecycline 1] p¥» 5 - & § 1£.12.5mg% 300mg H &+ & # JEA 5 0.11~2.82
MO/L; Edod BBFH ¢ L5 a5 P E - LasEaF (200~300 mg
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Prpend &g S d ’—’%‘}*#ﬁ“f ME® > M RAEL L EY F 59%:H
tigecycline®| & » &gz @ & 32%; ¥ ¢ igd § F RS RSP L gd £

Pogps b7 B%ehtigecyclined £ o A%y §ARRERL I S S AR g 101114

%4 2-1TigecyclineZ 4 #: 4 & 2 #c T 3o 1L

Parameters Single dose( N=224) @ Multiple dose( N=103) °
Cmax (mg/L) ° 0.9 0.63

AUC (mg-h/L) 5.19 -

AUCq.24 hnemg-h/L) - 4.70

tiz Chr) 27.1 42.4

CL (L/hr) 21.8 23.8

Vg (L) 568 639

a: single dose 100 mg; multiple dose 100 mg them§@12h b: infusion time 60 mins
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Tigecycline %8 ¢t :&22% ¢ » # 443t Streptococcus pneumoniae, Haemophilus
influenzaef- Neisseria gonorrhoeaé i i » & $ B Eftii 4 =™ %13+ Enterococcus
faecalis, Escherichia coli, Staphylococcus aursasicomycin-resistars. aureusfr
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fadi o T F F A PRI dp 4 Y i * tigecyclinets R 7~14% 5 kT AR E

s 2~5 = g o 2%

# ¥ 2-2 Tigecyclineg] 7% 2 4 & (%) @

Adverse reactions Tigecycline (N=2514)  Comparators (N=2307)
Body as a whole
Abdominal pain 6 4
Headache 6 7
Infection 8 5
Digestive system
Diarrhea 12 11
Nausea 26 13
Vomiting 18 9
Metabolic and nutritional
Hypoproteinemia 5 3
AST increased 4 5
ALT increased 5 5

al A LTRA R AR R D B L F A 0 5% iF
b: Vancomycin/Aztreonam, Imipenem/Cilastatin, Ldegécin, Linezolid

2.2Tigecycline & * #| &

@ tigecycline# * & & A - 4= 4 > A=4oHE 5 100 mg> ‘aFHEF L =

PR B0MY R LA EABEME  RT RS RANE S L

BAF G 43 > Child Pugh Ceops * s A€ & 2 5 & - - [ X3 25 mge
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231 AREAKZARSHE S

7 #0 tigecylcinesn g F 24 Fh§ 2 S FEHMREA R X LK B
BEARGSF B R ptich AFL 28N EEREF o hF L
2_ ##a % methicillin-susceptiblé&taphylococcus aureuUsMSSA) ~ H = %
methicillin-resistan. aureu§ MRSA) 2 coagulase-negativaaphylococcf CONS) ;
B AR G Al 0 Rk 0 tigecycline s B 45 e £ L o 2

Postie =y # et F 2 A K SR 2R % 5 7 k@£ (50
FB25% 5.8 ) FIRALB0OmMgF 12/ A — e u] o fRk IR S K
74%: @ w FE s & 69%: @ 25 mgie A Bl E_67%% 56%:> 50 mgie ;s vk
BoAF o R ey ik 50mgE 12 B R4 B B Rl & ot
o F = P ek 35 &7 vancomycin + aztreonars 7 4 ¥ % 2% ( non-inferiority
trial ) et g BT IEL TR K e 4 2 = i * tigecylcinesnie ] 2 vancomycin
+ aztreonamnie B > FIRA G AR TRk S H > # F (P>0.05) ¥ AFER W

?E'm}}%/\iz’ﬁ e F ik F By G ek sk S (P>0.05; 2R &

Ttk iR TR io = # XA p AR o R 2 B 80%1 b gk s Ry o # 52
WEHE RS (FRL A 2-3) 0 277

BB 2 Focg ahd R kg0 2 % $ 8 tigecyclinesg 1 8GR Ap ik 14
sr At F o0 in R gtk T ULAUCIMIC ke RGER] 0 - dRenit B X 3 0 12
| P AUC £.3.07 mgh/L > @ fdgfedt 4§ 2 L F i om0 0 212
R AUC 5 3.04mgh/L > #frd oA 3 305 et g A A B T Fhe
b WX AUC R E IR g R f £ 1] MIC A B g
oA LR £ L wEF 40 S aureus Lt wER 4T 0 3w s AUC/MIC
38 BT i )R 1252 16,45 ff 0 it T 4t 0 MIC rfisc 2 SR
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;g {025-«05 mg/L, 7_5,_1“5‘. fﬁ%&@u T /r’% e & ‘j g L ﬁfb\-ﬁ%’» . 29-31

232 AFRHEEZERR L

jedt i B 4 A L2 FfaR 5 E. coli- # = 3 Bacteroides fragilis?

F_&

# © Bacteroidespecies®™ p # 2F % 11%1 & F_ tigecyclinefr imipenem/cilastatin
A BB R TRA R i A o B Rk e ¢ # 54 W 5 86.7%(r 87.1%
(P=0.9)> & iz 3 £ & 50 a7 3= dm B8 dhp 4 0 B o F & o 5 £.86.1%
2 862% A s G AR TRASE- FAE AL EFMRE G F2FY &
A3 i ad T g3 B FAR ADEN" S EFAR R 2T R W
e 5 o d o A 3 o tigecylcine tis f AF FR S B 4 ek Fer A
RS E ek ApE (R4 2-3)0 12

Chen# & £ *23# 14 & tigecylcine£? imipenem/cilastatint4g 3e {4 "% ) & 4 &_
TIAROFLHERLET FRIRALE BAUR A 0 S BOTREISH S F LB
87%2 95.4% 7 f m LR 5 AV FR AT dup A o A wmEF o S Ll
Z B (86.5%vs 97.9%:> F|pt » AP R A G35 > tigecyclinesd s g se %k 4 B2 H
- e P

KCAUCIMIC 35 » fedf fefd iig o g 3% chu £ - 2 12 pF AUC & 3.16pg-
h/imL> » & - gt = Féﬂ“m 4 5 @ ¥ - K3 R & Enterobacteriaeaés 5§ i1
fa 3 AUC/IMIC F & B ¥ & cnZ| i &8,6.96:1 2 11.07 4 3 * % 3 AUC/MIC
>6.96° H ie Ry e 5 & )]j'rg £ 90%; IR sl TR $RELY B coli & B+ 0 2

HH P ERE L 0.25~0.5mg/L T o H s e 3t gt grdg o 29303



233 AT XL

Tigecyclineft>t & fF < B [ ad 1 > H20AL % A1 L ¥ LehEA~E S,
pneumoniagr S. aureus # MIC AR Ak RE s B ILEY H. influenzae
SRS B ST R AR L L fa s B35 ] 1945 Infectious
Diseases Society of Ameri€dDSA ) % 4 it & % insdnsl > P H L2 Ffas S
pneumoniae H. influenzae Chlamydophila pneumoniaeMycoplasma pneumoniae
Bt oh & tigecyclinesii 385k ¢ 0 ARF A L F L hE F A FT S, aureust

H. influenzae 2 K. pneumoniae %]}t

(ﬂn

S. pneumoniae ¥ L 2 E f A F
§ 3 5 B 4et e tigecyclinesr H 5 B A gt B A et g o 3O

4 7 7 12 levofloxacin £ tigecycline feik % (7 WL et o 2 B 7 ¢ o
BEOTRKkIsRF Y ELR (FLEAR23); AEY - BFT O ViIERREF
}Tgm}}% L # > levofloxacing tigecyclinesggj /o f = 7 5 4 %3 85.3%% 88.9%:>
i A S SR 5 & S, pneumoniaé A B F 89%2 92%: & it F ehisfr 0 AR
s v 0 9702 tigecycline ™ v %tk B A e o 25738

KCAUCIMIC kg - #7133 ALT 315 L enygs 4 > AUC/MIC > 12.8 ¢ 5 &
SRPE L F B e 0 It P W RERE L L ST E S AR e Y 5 0 b 2
¥ ek A% L a2 AUC/IMIC % 5 A28 12.8 e a5 30 4 p4Rig > H.
influenzaes» AUC/MIC fl% F#17T 4.56 @ S. pneumoniag &£ ¥ i 3| AUC/MIC=76-
13,39,40

AT AR R A L tigecyclines sy p % B2 0 gt F otk - fRdF 0 &

H F_ 4 S. pneumoniagng 4 o



# ¥ 2-3 Tigecyclinet & if &k 2 Tk i85

Study Type of Control Duration Time to Clinical /microbiological response
Study _ _ _ _ b Adverse eventg %)
design infection regimen (days) TOC*(days) at TOC (TGC vs Contro) >
Oliva et al, , Imipenem / 82.7% vs 84.0%/ Nausea(31) ,
] Prospective  clAl _ _ 5tol4 14~35 "

2005 cilastatin 80.6% vs 82.4% vomiting (25.7)
Babinchak et Pooled Imipenem / 86.7% vs 87.1%/ Nausea(24.4) ,
5 _ clAl . _ 5 to14 12~42 "
al, 2008 analysis cilastatin 86.1% vs 86.2% vomiting (19.2)
Chen et al, , Imipenem / 87% vs 95.4%/ Nausea(21) ,

3 Prospective  clAl _ i Upto 14 12~-37 »
2010 cilastatin 86.5% vs 97.9% vomiting (12)
Postier et al, P i SSS| Tigecycline b ih.od 74% vs 67%(50 vs 25 mg / Nausea( 35) ,
rospective ¢ 0 ¥ .
2004° P 25 mg Q12H 69% vs 56%( 50 vs 25 mQ vomiting (15)
Breedt et al, , Vancomycin 89.7% vs 94.4%/ Nausea(25.2) ,
Prospective cSSSI Upto 14 12~-92 .

2005 /aztreonam 84.8% vs 93.2% vomiting (12.0)
Sacchidanand , Vancomycin 82.9% vs 82.3%/ Nausea(43.2) ,
- Prospective  cSSSI Upto 14 12~92 "
et al, 2005 /aztreonam 78.3% vs 77% vomiting (26.7)

a: Test of cure

b: Tigecycline versus control group

c: Clinical response in clinical evaluable populatand microbiological response in microbiologi@leable population

10



4 2-3(4)

Study Type of Control Duration  Timeto  Clinical /microbiological response
Study _ _ _ _ b Adverse event§% )
design infection regimen (days) TOC%(days) atTOC (TGC vs Contro) ™
Ellis-Grosse Pooled 5SS Vancomycin  Upto 1992 86.5% vs 88.6%/ Nausea(34.5) ,
et al, 2008° analysis Jaztreonam 14 82.1% vs 86.2% vomiting (19.6)
Tanaseanu et  Pooled _ 89.7% vs 86.3%/ Nausea(20.8) ,
7 , CAP Levofloxacin 7 to 14 7~23 L
al, 2008 analysis - vomiting (13.2)
Bergallo et _ _ 90.6% vs 87.2%/ Nausea( 16.3) ,
8 prospective CAP Levofloxacin 7 to 14 7~23 "
al, 2009 - vomiting (12.0)
Tanaseanu et _ i 88.9% vs 85.3%/ Nausea(25) ,
prospective CAP Levofloxacin 7to 14 10~21

al, 2008

vomiting (14.4)

a: Test of cure
b: Tigecycline versus control group

c: Clinical response in clinical evaluable populatand microbiological response in microbiologialeable population



2AFE N W2 bR
tigecylcinesnig gz ¢ p FpiefEind 27 F > & Fl5 BH B 4 4 1 O-glycyl eh
B4 2R e R ERERS TR BT F AR £ RE

1.2 ) o tigecycline 4 chjn o vk o

241 Tigecycline $ & Ffi2 57 14 2| g8
1245 The European Committee on Antimicrobial Susceptibilesting EUCAST)

2 FDA %7 F ]}‘ﬁé"ﬁ TACR M| ETHEE > AL A1 ﬁ’fﬁ ® AT T

ﬁ}

% f. 2-4 EUCASTZ FDA % # 2 tigecyclinest & iz s g 2§74 4

MIC breakpoint( mg/L ) Zone diameter breakpoifitmm)
Pathogens

S< I R > S> I R <
EUCAST
Enterobacteriaceae 1 - 2 18 - 15
Staphylococcuspp. 0.5 - 0.5 18 - 18
Enterococcuspp. 0.25 - 0.5 18 - 15
Streptococcugroups 0.25 - 0.5 19 - 16
A, B,Cand G
FDA
Enterobacteriaceae 2 4 8 19 - -
Staphylococcuspp. 0.5 - - 19 - -
Enterococcuspp. 0.25 - - 19 15-18 14
Streptococcugroups 0.25 - - 19 - -
A, B,Cand G

12



242 HWERAFREFR WAL MINEERERE BEICRRES
24.2.1 Methicillin-resistant Staphylococcus aureus (MRSA )

i EUCAST » tigecycline¥t>t MRSA sag e 4 2 %148 5 ] 32530 0.5
pg/mb> PIAR G B F Aeg b A3 0.5 mo/Lp &1 3 L BH A ERE S B F R
Boiges Bk o M L By 4 B o MRSA (A MIC 7 % 3] MRSA
¥t vancomycin MIC & #7255 » # MIC «hg= [fl /1 ++ 0.0125~0.5 mg/L: 588 %
> tigecycline £ 4 g < 1+ (susceptible rate=100%6 *>**

TigecyclinetAg se i L J§ 2 £ K $HRE 2 MRSA jof 30 SR
(vancomycin + aztreonain- 4 > 2%~ F 47 454 > 22 teicoplaningp b - tip
B L MRSA & % 2 % &£t (osteomyelitiy » & ¥ isfr ki g £33 % 7 & &b
B MRSA R %z  Fap g 4% L pl»zc% v H %18 = (imipenem/cilastatin Z (44%

versus 77% o 4

2.4.2.2 Vancomycin-resistant Enterococcus faecium (VRE)

& VRE c#f 7t 2% 7 4 3 > T ié MICo B ] »+ 0.5 mg/L> & 5 4 enf L
BT MICg0.125 mg/L(range 0.016-1 mg/h> “if3 & & L # e 2385% 7 4
| % *t 95%¢% VRE 454 tigecyclinet § #c 1 5 244 e b gk b enii % F
Bt s B3 SEFTHEF 4 - B2 0EL Y 5 20 linezolid-resistantr
VRE 3l4zdue po5 > & 3 i tigecyclinefr daptomycine = # chis i s s
- RTRARKRY LB TZ BRE S VRE T ER R &% m 40 * tigecycline
LS SEY I S LY ;P T AT RER B AT N B R0 A S

L2 ARGHERAFLY »+ FEFVREZ 4 - Hiphiof s 7 £ 1]

13



82% > § A &% 5 VT Ak VRE D o TRk b g GlaR 4 A sk SR

FFHF T A4 AR R o . B g o

2.4.2.3 Extended spectrum p-lactamases pathogens (ESBL )

¥ L ESBL #fa = K. pneumoniae” 2 E. coli’ i tigecyclinesag g 38 5%
®AME G 43 s 12 (susceptible rate > 90% f ;AR 12ABE > T LB R
i K. pneumonia€l 3 Tt fhent b B 4k e "% 0 2010# 4 sh tigecycline e
ESBLK. pneumoniaéz g 1% (MICs50=0.5 mg/L, MIG¢=2 mg/L) ** ] ¥ #]™ 93%:~
it E. coli (MICsg=0.25 mg/L, MIGy=0.5 mg/L) =1 97.8%k i1 ; *** & gk 05 eh
BE¢ O RERAZAFRMEITARE LU AFRREA K2 A K SHERE E T

ESBL ‘pfﬁ;éf_aﬁs Ao e P FTE T7%; Flt b ESBL AR F 2 gk

0

2

tigecyclines o % 7 £ » ¢ Hagp Ba (243 o °

24.24 Senotrophomonas maltophilia

B IR eATR iRk ¢ o tigecyclinedt S. maltophiliagF 4 7 MIC50=0.5 mg/L~
MICgo=2 mg/L> * B (1R 2 W8 5%4 ¢ 125 &4 Enterobacteriaceaern
TE<2mg/L i & AR IR >8mg/LR] 5 FE ) 1 6| F iE 95.5% fdy ki

FER?  MICso2 MICeo# 23k Fthtnlp » AR 1t b1k B 96.1%- °' B

‘0

BR3P AR BB PR R o R ATRA SRR 2 G T

B - BT IEF FfAL e ok - R # L trimethoprim/sulfamethoxazole

fluoroquinolone- tigecycline-~ colistin» B|¥ £ % = sk * E L H @ * o 52

14



2.4.25 Multidrug-resistant Acinetobacter baumannii (MDRAB)

Tigecycline$t** MDRAB ¢ MIC # [ + %) % =0.008-8 mg/Lz ¥ > MICs=1
mg/L » MICoi=2 mg/L> **** 2 # £ EUCAST:B & £ B & 584 b 404 A%
MDRAB 37 z_- B MIC ¢& & > #1127 p %0 1R §_12 Enterobacteriaceaensc gt |+ %] %
2 LR K kT o - B A7 7 tigecycline i MDRAB % X P s f vk o B IR
TR R F e 60.3%F #E0 2 &5 € FEE F AR A iRk F I RE - FiAR
4% % (65.9% versus 45.2%, P=0.044" & MDRAB 5|4z sfws i B AR B ¥ 3 2 4]
EOER R Y 0 #* tigecyclineis i M TRA F G £ 3 84% B EE T B F
SRR R AR (TR i F % 57%~ 100% > & & K ik s B BT A

BATREISEFE RALE L o a2 2 5 p A A MDRAB shug b 285 B 2 %

3

oo ATRR IR RS BB REED - o

25Tk BER # 3 P B 37 X2 4
251 MmpRZW L

Chemaly?s= 3 ¢ # 3 > i¢ * tigecyclineips R & R 4 F IR A lap B 4% X
i d oS P ERE G NS E o RRsRF BTG 51% (2 # g % 84%,
P=0.0039; ' Freire ® * i tigecycline fijs i ek & 4 % L 4 TRk i85 o 7
TR ETRAE T =R eu @ * tigecyclinediy 4 vt i * imipenem/cilastatinfip 4
FOBRE TR ISR > # 5 (67.9% versus 78.296 =t A 175 I et ek B Ap B L en
i 4 i % tigecyclinert # * imipenem/cilastatin $i £ chinfr = 34 5 (47.9% versus
70.1%) > e Zbetex BAn B cne a2 R F £ R (75.4% versus 81.3% ¢
FEE R s A tigecyclinesn# de F o g ek e BAp B L chup X p g ieh AUC
2 AUC/MIC » » F15 AUC/MIC # 3 RIR x> #7108 81+ ap v o B 4D B 2 0%

15



TR CEUEE SRS T S SR ]

252 FKER %LL:I,%*

Eckmannt B & g 4 2. A b3 a4 % tigecycline$ >t izt A ay s B
Sdofm o F IR ISR A H A G Lt 6] 75.6% A eV B Ao R S
F 75%~ 4 et R K % Aﬁf]&w)g AinR w7 5 82%~ His chg LRGSR = 5

T6% Em A F 5 BRE A RISH S GRS (67%) 0 F] 5 % 20 g 4

-

ERAEY FEEAT U BRI A PSR L mER G T TR RS &

in B A ehpE A o tigecycliney H 2050 Lol £ ghEay B3R el 3 4 S

JE B R iR i Ao i % tigecyclineis Fr o R - s v‘;I;Je;fg i o Y Kuo
Fyhtir g e dp s Lt tigecyclines sy & % FRER S FEH F 2

fo DI e it B F R AR B L i & ¢ 5 3 (66.7% versus 18.4%,
P<0.05 %% & MDRAB & 2 % ipf ##4 F L L5 § 12%- % 7 4 a@
~hFLEAILERS REY L FT Al R 0 P B R PRI AR B
%oehy s R & 7 % 1 (58% versus 82%, P < 0.05°° Bassettis#= 7 % % £ Kuo 4817

PR BELAD B Y AR 3 5§ R (78% versus 67%: R 4 f 250

26% W8 5% ¢ =2Ah (TheFood and Drug Administration,

o
FDA) ¥4z Buw @y 2 g o5
hEBLRESITY QX F LMY B LT P o tigecycline H iR
ARt o ARG R s ock o R R AR AT AN E KR FRE AT PR
tigecyclines ;s 5 »c % f2 P8 2 5 £ (Odds ratio=0.82, 0.73t0 0.93 *°* » #] %
€3 = = S 4o o Ft tigecycline? AiE R Y B E PR Ao 4 AR

B ERASEL LT i BoR o
16



# e 2-5Tigecyclinete & 47 3 @ Brf B Ak B F 2 o 9%

) ) APACHE , . HCAP clinical
Study Study design Population Number Regimen Clinical Response
Il score response
Swobod4, . Severe sepsis or septic Mono/ .
Retrospective i 27 70 _ Mortality: 30% -
2008 shock in SIC8 combined-therapy
Gardiner, . TGC:7.29 TGC:91 TGC: 81.3%
Pooled results Secondary bacterenfia TGC versus othefs -
2010 Others: 6.56 Others: 79 Others: 78.5%
Eckmann’, _ L Mono/
Prospective Severely ill patients 19 658 _ 75.6% -
2011 combined-therapy
Bassetfl, , Serious nosocomiall Mono/
Prospective _ _ 21 207 _ 73% 66%
2010 infections combined-therapy
58 , Serious infections in Mono/ Total: 30.3%
Kuo™, 2009 Retrospective . _ - 66 _ 18.4%
elderly and critically ill combined-therapy ~ Group : 66.7%
Curcio’®, _ y L Mono/ Total: 69%
Retrospective Critically ill patients 18 209 _ 82%
2011 combined-therapy ~ Type f: 58%

a: Surgical intensive care unit

b: Vancomycin-aztreonam, imipenem-cilastatin, lexxdkin, vancomycin, or linezolid

c: Subjects enrolled for treatment of cSSSI, cXICAP but also have secondary bacteremia
d: cSSSI, clAl, or CAP

17
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1 A~k Frair tigecyclineisfi i ¢ Sip A # o
2. 7 & tigecycline e fesk b enig iy 2k 2 o A 2 e

3. &M LRE R 0 44 tigecyclinez jp g vk & g A S 5 o
4. ¥F3tie * tigecyclineisf 4 prenif i F1 5 o

5. %3 tigecyclinefes F 4 4 4 h7 L F o
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417 ?L‘ %3t

AL AWARBE AT L] AT 2 B e B 4L G < FRRNE AL
B-i@ R % tigecycline® % 5 g A mARM L UTLp A LH O CURFY AL o Tk
A AL Tgesktigecyclingin 2 Rk i A pr2 M TS 2 R P (527 R
B AL R T AT AR A4 tigecyclineip B B A PFZ S F R = KR

A BT AR g0 AR 4-1e

W 41 %4

S 2k Sl gyt

.

#9528 % £ F(Enrolled lists)

v

A E (LA - TFRE)

A NN

oA Tigecycline % — & 0¥ Tigecycline 1 F £ [
I, Bhgm/ada e Ak || 1 tais g s || 1. 4t &
BT 2. RibER 2. b B ES el BTER R BB
2. EmREAR 3. BEREEFEEREAR EHmifmg
3. AT30 RE kAR ER 4. s ddg 3. EABEETR 14K

30 R - HrEEpeyEE R
4. {EF M RETayER
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4275 % 2 FETE ~ # BLETH %

AR 24 %5p 201017 1p 3201167 30p > ¥R 4
CEFFRHRFIRG & tigecyclinez g 4 > 2 p g AR ML T o AT A
EhCFREGRAF g2 %54 0 TRER S
1. PorfEf: Ed2 %2204 520 2010% 17 1p 1 2011 6% 30p 2 FF

i€ * i@ tigecycline> & @& * 2 if gk R AR K 2 ALK SR F AP

ER R AR B R
2. PopiEE o AR 20HF S R ERP 3T FAREETF 2 B4

EEERETHRI LLHT

43F e b
WEARPFLEHREIFL AR ABRHFE T I HHFLFTH HiLp
FEERAARTH BLAR BARELR T tigecyclinep stk 4 2 4o

ik BciE ~ @ % @ {8 mm;féj:‘“%& FHEHER L2 B:J;fé/,;\‘#r? Tk io R = % LR

e B EE A2 A LR oo

431 HARARTH

%4i%}ﬁ%}¥b‘_&ggwﬁ_g] CEBCBE T ks B -
Fpiacg ~ WP MRA S L S~ G o LT AsEp Y
i * tigecyclinez. = #ic~ i3 X 2 R F Ofa 3 - B AFRFL LT F A

TSN R R ¥ tigecycline st 2 g B E R o
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432 Bk -‘l,ii-';‘—bf? nR R RIRSRALZ FF

it tigecyclinez = e -8 T 0T A op | R vk B S e
ERF - FEE A TRAER C AMAAAR T FE R RE L R RA
o R RRE B eBop A A F G ARMT 2R 2 R LR L
JEEF ~ BE H4E - PRS- “‘%’ e L IR T S % tigecylcinez. w30 % p
FAEFETF R o AAIFIH LR FHARE L BERAALT FLE S
B ARG EG SRR L A o g0t 7z * Charlson’'s comorbidity

index 2 APACHE Il ~ %|:=i; & * tigecyclinepFz_ & B 424 2 B :}]%EE;E 7i

62,63
B oo

433 TRAEZEEIAMIELEKE

i % tigecyclinefr & & = X enfek ek B0 o @ FEHEA KRR S AP B Rk
H(eEMI/XE-RFRA TR PGB TRETE R E ) T g
B s GRS FH G R T > A F R R E o IR Jp TR MK
) @*fr:}}% % P g (sepsio -~ fcE P & (severe sepsis & pra k5. (septic
shock) - 40 M #e & #icdy ¢ 7 ¢ 2 o 3 ¥k (complete blood count, CBC 4 & 7@ 4
zk (segmen) 3 # ;& ¢ M43k (band) 2+ 5]~ C ¥ & 3¢ (C reactive protein, CRP-

Ak s T Ak 9 v (albumin) s S dEE ~ TREFEZ AL F A E o
p p

434 @r*DBOAEREE FFLR L HAAASF

iod-ie * tigecycline® 30 2 Afd > ME R T PYFRF N 2L [ T kB
Pl s s b WEITE D2 AN s §FEE 2L A T A1 RAE
AT IR AR e kg R F 2 B 2 tigecylcinepF 2 FrprR 2 A & Ffd 0 &

el R Az AR B S R RAAET M BN g G o
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4341 Tehkish S %

TRk o B 5 A TR N - 5k F B % (clinical responsg >
PR A B R B R 0 AR 2 2 5 2 BT sy (cure) s FOR A R
Bhipheadir BRZERT REfE 22 FREE-H2infh g 5 ed
(improvemend - & % 2 gk & & R - & * tigecylcine 2 @ & H 1 % pt

(failure) » 44+ tigecycline ¥ g7 & » 2 &2 ¢ * H @ Fud 2 Ljisen/i ~ ~ & %

<

tigecycline < >t 2 % {25 = ¢ - % - 8 5 3= wmFF ek & & (microbiologic
f

response ° 4~ i I Bagw| o “,f (eradication ; ¥ 4§ (persistence; & 4 g %

('superinfection > 4n i ¢ i * tigecycline #p FF % 2 AT fa2 B 4 & R A FH
EHIBEME R 28 RM2REE > 2RADLREEHR L cure &
improvement B &_z i& ?;,;‘-“ﬁi (presumed eradication i1 2 S g2 35 % 4 >

fe fpk e B2t 5 failures B 25 36 235 % & 4 (presumed persistenge >

435 pRYFFL272 ALK

ARG RGBT 4 2.2 Lk i A tigecycline® * B g 4
237 Ak R T Naranjo score:™4 - #-7 2k ik PR A Bk i FE T
(certain) ~ &+ 7 i (probable) » ¥ ii (possible) ~ 7 48 (unlikely) - **

22



4.4 L3 T &

-nn\

441  AFFEBEIER B %
IR ENT - BRE

1. FjFpF e i@ * métde w3 (fine needle aspiration j& 78 vz B~18 i Ve 48 » &

T‘-L

BANwEY -

2. AR RIeS S AE R R SRR B LR EE -

3.0 HE > HFEIBAE ECFL A AT RERERI A B ASINE Y o
W & DA P SR A iR MBS A E AR

FRAMASF ALY 3 RANMIFIRGREFE A ZERT - -

442 AP ARKE LR BHEE S

IURENT - BRE

1. 3 M9RpEZ S ke - BB~ kB

2. fEi? Apm R E e 5 WG ORGSR R IR

3. M F B I AF Y g R F RS A F 0L bR 5

kA (FAARF LERE R F R - ) S R D

443 W%

ﬁﬁ?égu'r;;%g;&:

1. 3938 X 6 @ RYerod IR B 8 W IR B AR R Ae &~ RPN BT L R IRAT A 2 o
2. HHEANEAIBAE I LM T AN SE (L4470, M LG His 7T

2 AR 3 - T
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3. TR AR RTE A 2k o R e (dof ok AR E ) e
SRS REE RS RS ERE AL E et Al R S 3 S .

g EIF S L (40 PaQIFIO,=240)~ § 7 3 R e A BT R

4. FEIWTAPE-BE O RFARENTIO - A RR AR S0
BAEM S ks EBE ARBEBEY AR ST A8 (L 44.16);

FEFRAFR LN F FFHFRIEG LG KDDL RS

-

444 geBkisRk F B (clinical response) 2. % z_

4441 FFREEERR G

Tk B L B8 A B R RS Rl R~ L ARE B g

AACE Y BRI A S p b R SRR B AR F

lf“tﬂ

TROME D RREEr 2 P ECF R~ a iy

it

o

be b3l 2

bo

‘:”}‘:’l“‘{?—ﬁ;/{% TEIJE#E°65,66

4442 AFRPAREAREHE D

TR AR R F S BRI s s B ORF R 31 25

~.

RER RRRRL R RS L) B L 2 R cre o 200007

4443 W

Te At 2 SR F 0 TR A s R R i s
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Alge e s RS R R S WEINE F kR E > A F G @;qggul/fix;;;:;‘; C oy

4 P J = =22 ¥ . 35,6668
b 4o qu’ﬂx%{@ pfj;{_}. o

445 FHFBR L

328 % (secondary infection 45 sh&_% i¢ * tigecyclinez. = » iz fr &

3

e S g g o ¥

446 v mIRE S0 m TR 4

B IR U 2K 5 <4000 cells/mLs ¢ s TR 4 B 2 & 5 =12,000 cells/mle °°

447 FREEPMIL S

it 90 AP F N AEREFIRARALES X F JEL2 T K BB A
N AAKX AT 30X N B AR AT BREEERIN LY E R RG T

N -1 . 68
448 PR %
P A A RSAZE A8 DR R ER . 2 A h P A 2 B
4‘ . 68
449 A %R %

)\]‘;“548JJ;&W»%#\&_{LDZ)%#«FJS}%%EF#B% _j1L_+_, 35,68
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4410 e FAn B2 L

B A8 T T2 | pRis g 4 g o %

4411 2 EPF L F RriEHE
> EME K e E ¥ (systemic inflammatory response syndront®RS) &
CERSIEE SENEE ¥
1. 88 <> 38.5C & | * 35C;
2. SRS O0T
3. MHRBEFELEEAN20T A%y 2 2 F B AR 32F K AL

4, v x IE =<3 12,000 cells/mL -] *> 4000 cells/mLs" 4 ¢ 43k + >t 10%

4412 Pze
PP XF EGHEAET EF (BEFRANRBEF -EFAHT I PR
B heip v k) b’ﬁralg}isﬁ S
4413 BEEpxs
Pes AT N2 BY BB BN EA M B2 R AN TI -0
1. A K7 w5 8
2. s Fw o PR AT 34
3. REI - PR 05 mUKgR F & THE AR
4. HIHFA 2 e %R A & (electroencephalography, EBG 7 7 &+ ¥
ZLHIR S
5. x| #& ] > 100,000 cells/mlet 7 /R 2o ¢ P s & J& (disseminated

intravascular coagulation, DIC¥ ;
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4414 Pri kR
A iﬁ%ﬁ'ﬁi@?}?i@ 0 1T ORI fE TR N 2 M JRE LA B 2R T iads ik R

ot 60 % 5k &40 EIkJp 2 * 2 R A (dopamine, norepinephrine or epinephrine

& , 70
p

4415 R r‘%-?*
T R D R HEF R T
1. %235+%9 =3k >25cells, % £ 'm?* <10 cells &
2. 335459 3k >25cells, & & ‘w?e 10-25 cells ¢
3. $3A54%9 &3k 10-25cells, % £ m*e < 10 cells
PR A -3 § A A me bapFiz > AT P RMRIIRI DAL o BA

Itk ok 7 i &4 4 (colonization) fm i o *°

4416 T

i AEE kARG op 4 i ¥ tigecyclinefF » & p & R BT 0 Fp 4 At

* tigecyclinep® & & & #2 % 4> PIE & @ * tigecyclinez # g # ke drim o

4417 EFMeFe % i g iz (acuterespiratory distress syndrome,

ARDS)
E R AT A R EE S Lo SRR P AR D B F
B4 e § O A S0 @] 2 200 mmHge 72
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4418 &HTHRH G

B A8 PN o L P UR ARG HE 2 <3 0.3 mg/dLs B PSR AR A X

¥ 50%: & K e [ L sl 0.5 mikglhre ™

4419 GLHEMT

f g * tigecyclinem 30 % % @ * it FE D S e i~ EEESHE B LRI
BRor2hp A L ER AL TR R L A MARS IR K
E‘“ﬁ“‘%’ PoMe ow IR T ﬁ v s G M ﬁ o ¥f Ff% @ * 421 prednisone 268

( g & * prednisone 3G 7. (H & %

SHEZHHAR) N2 -RF o AT ARG -8 "’T‘Z‘%’ Pode o IR

Hep |- 500 cells/mml> ek @ fhd o phigT o

4420 FE @ ive

Fp A FIE &R P ERFAFC CEEA SRR ARARR CBERDL

PR~ F el MR AR T g A A A Bag AS g (T > W L B E B iFE .

75
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45 vb"LAv\*ﬁ’qs “

-2 4 kPR Y tigecyclinez e AT E A AFTA X g R TR
Bioh F 2 wEE ik F sk o B S HE A LR BRST S KRR
£ =R 7 I FfA - o tigecylcine? e ATt 2 & H 2 BE AR Aok B R
Es Fofgut AR A AATH R FRALHEFVELGHFLTHE £
Biir ¥ P2 TR FRERAEF LA G Y o BT o
11 & # i Mann-Whitney teste @ $g % FTALAI L+ 2 28747 > Bk & 2
w35 P * Fisher's exact test 45 -

Tigecycline ip fr % x5 ' F1+ & 47 > i A FA Sy S BB A Rl o i
P REFMERA LA P E 0L E R FREL S RA AT R EH 2
AR AN R B

i A 1714 Kaplan-Meier= 2 g 8l > F % 302 2 B 8 Fop vz
TPAy o SRR R S R R L o RIAR S R R AR A AR
Pl g &= o

FA g 20 A 45 1 SAS suit i dl 9.2 {r Microsoft excel 2010z 7 F 4L 4 47 > st3t

2 %% PiE 300545 F & e
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*ﬂ

5.1 ek imiz

*2010# 1 1p 3 2011# 6" 30p 2 &5 @& * tigecycliness * - % 5 47 &
AR E ALK SHE A RN B AR L 5 183 4 o ok
PEE LA RIPERPNZXF LB B 204 F 34~ BB R

144 > £ 46 4 > fdch L 1874 0 AR 51

B 51 fckinde

HEXBEENSEHAESRE 2000215182201l 26 H30a%
(1) {& M Tigecycline & 82
(2) 3l 62 AR BGEN 2~ 3 Skt MRS 9 B o BT K ETE

I
O
£ 183 A

HHEPE 46 A

THAEE LA

BEREMDRZREIBA

20 AE 3 A

HipdlBaEH ' #£ 14 A
Feiidi g3 A
g 3 A
B ERE 6 A
AL A
A2 A

v

AR E A
#£ 13T A
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525 A A T
fer 2 137 o 4 0 A%k * tigecyclinez § ™ 3 G AoEdo®] 5-2477 o
B R 4o 5t e B Ap k%% L (ventilator-associated pneumonia, VAR: 74 <
(54%) 27 H%H 1 5 VAP ZpF A 374 (27%) > & & e x (blood-stream
infection, BSD & % 2 5 % > % 43 % (31.4%) > B g %7 Rl & S RGER # ¥
(urinary tract infection, UT)] # % » = 12 4 (8.8%); ¥ *tzEet e BAp i 2_f p
B 4% % (Non-VAP hospital-acquired pneumonia, Non-VAP HAP 46 + (33.6%)
Hoe Huozbedm BApp 2 Fap R A L FF 234 (16.8%) & W A EF 54
TR TH S et EARR 2 P B A K R 284 (20.4%) 5 K ARSI A K £
AR BHE % 754 (complicated skin and soft tissue infection, cS5§I5 * (3.6%) -
MO G OAF RN R Jp—'ﬁ (complicated intra-abdominal infection, cIAlz 11 *

(8%)» FE 4t £ @3 Hug BT 124 (8.8%)-

B 5-2 i¢ * tigecyclined T 2 g 4

40 37
35
30
25
20
15
10 7 8

23

IEY
]

[y
'—l

H Patient
number

clAl

clAl+BSI

VAP
VAP+BS

cSSSI
VAP+BSI+UT

Non-VAP HAP
Non-VAP HAP+BS

Non-VAP HAP+BSI+cSSS
VAP+UT

Non-VAP HAP+clA
VAP+clA
VAP+clAl+cSSS
VAP+clAH-UT
VAP+cSSS
VAP+cSSSHUT

Non-VAP HAP+clAI+UT
Non-VAP HAP+UT

Non-VAP HAP+cSSS
Non-VAP HAP+cSSSI+UT
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2 5L p A ARTH

All Pneumonia cSSSt clAIP

Parameters (n=137) (n=71) (n=5) (n=11)

Demographics, (%)

Male 85 (62) 43 (61) 5(83) 6 (43)
Age, mean+S[Y year) 66.7+x17.2 69.7£17.2 52.2+17.7 63.8£19.2
BW, mean+SD(kg) 58.0£12.6 56.6+12.2 73.8x15.9 56.3+10.7
Type of infection
Community-acquired 12 (9) 0(0) 3 (60) 7 (64)
Health-care associated 7 (5) 4(6) 1(20) 2 (18)
Nosocomial 118 (86) 67 (94) 1(20) 2 (18)
Septic condition
Sepsis 39 (28) 15 (21) 4 (67) 9(64)
Severe sepsis 44 (32) 25(35) 1(17) 1(7)
Septic shock 54 (39) 31(44) 1(17) 2 (14)

APACHE Il, mediarfrange) 25 (2-43) 26 (11-43) 7 (3-12) 10 (2-23)
a: complicated skin and skin structure infections
b: complicated intra-abdominal infections

oA AR TR 510 DA A £ ETID66.7E17.2% 0 T ik 24
62% > < 384 e A g R DA BRI B R 0 & 1184 (86%) 0 B %k
LR Pt TR g Rra R B E g A2 - S T R
FAR L2 A GHAFLR L (FEH L) HHAFREALF 2 A
KSR 4 R e B 4280 &% e &8 RG 69.7417.24 » 4
Fedt L K2 LK SR el E iR d 73.8:815.92 7 5 L e A A 5 2
ERSRpP R (94%) m B d 2R SARIR L » BT S B 4
Bt Bs & 3R g o B R S ek g A pa fh ik (42%) 5 2
5 + 0 Charlson's comorbidity Score =#c s 3 4 (0~104 ) 5 s € &
APACHE Il % #c2_ @ i=#c i 25 (2~43) > &% L e s cnfic € & APACHE I

% cSSSIs% clAls § - o
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F46 52 g 4 2L A

All Pneumonia ¢SSSi clAIP

Parameters (n=137) (n=71) (n=5) (n=11)

Comorbidity, n(%)
Charlson'somorbidity Score 3 (0-10) 3 (0-10) 2 (0-3) 3 (0-8)
median( range)

Metabolic diseases 67 (49) 34 (48) 2 (40) 4 (36)
Diabetes mellitus 50 (36) 26 (37) 2 (40) 2 (18)
Cardiovascular diseases 84 (61) 58(82) 2 (40) 5(45)
Respiratory diseases 110 (80) 62 (87) 1 (20) 5 (45)
ARDS/Respiratory failufe 82 (60) 45 (63) 0 1(9)
corD 26 (19) 18 (25) 0 1(9)
Ventilator 95 (69) 52 (73) 1(20) 3(27)
Hepatobiliary diseases 26 (19) 14 (19) 1(20) 5 (45)
Renal disease 97 () o - Bl (F2) 3 (60) 8 (73)
AKI® 58 (42) 34 (48) 1(20) 1(9)
Gastrointestinal disease 45 (33) 24 (34) 1(17) 3(27)
Immunocompromised 30(22) 16(23) 0 2 (18)
Malignancy 456380 TARAZ3RL32) 0 5 (45)
Solid tumor 35 (26) 16 (23) 0 5 (45)
Hematologic tumor 10 (7) 7 (10) 0 0
Hematologic disorder 43 (31) 23(32) 1(20) 3(27)
Cerebralvascular accident 20 (15) 16 (23) 0 0

a: complicated skin and skin structure infections
b: complicated intra-abdominal infections

c: Acute respiratory distress syndrome

d: Chronic obstructive pulmonary disease

e: Acute kidney injury

F_&
F_&

A

(71%) 5 g Aop? » ¥ LAR A F 2 e % (60%) & @& * e F

BT 0 2HR AR L2 A SR Ao (80%) 2 FRE R

(69%); THARY » HFLEMTHBY E42% 2R=ZBELIFA > THERLE

WO ek B R R (82%) ~ S A (87%) £ s B B (23%) M AN
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Hiedeg s MHEBTEBA Legdd oy &y (48%) -

5.3Tigeycline ixfr 2 1 & Ffa s
Lo EfRY o tigecylcined ¥ isf 2 B ¥ FfE 5 MDRAB v ik 1 71% H =

= S. maltophilia7r% - £ = 2. i extended-spectrufitlactamasesiFfa (& 7

carbapenem-resistagiffé ) 5% * f #hFpA R ER AR L HE P § 2 A
FRAMEASE - A EAREARZARFEHELE L VA AP R AL o

34 53 1 & FEA

Pathogens N=137 (%)
Multidrug resistanA. baumannii 97 (71)
S. maltophilia 9(7)
CR and ESBL pathogehs 7 (5)
Carbapenem-resistat pneumonia 5(4)
Carbapenem-resistaBnterobacter aerogenes 1(1)
ESBLE. coli 1()
Methicillin-resistantS. aureus 5(4)
Vancomycin-resistartt. faecium 4 (3)
Others 12 (8)
No bacteria culture 3(2)

a: CR=carbapenem-resistenE SBL=extended-spectruftlactamases

b: Others includedEnterobacter cloacae, E. aerogenes, Chryseobacteriu
indologenes, Chryseobacterium meningosepticum efatacter lwoffii, A.
baumannii, K. pneumonia.
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5.4Tigecycline 2_ 7 g 1 385

AT O AR B FEL AR iy ¢ 0 7 # tigecyclinefide & i 105 4 o

S

HP 74 4 $tigecylcineE 3 R Z M FIT LA FEFREME(E 77 FEHE Y
BH)e # ¢ MDRAB it 1385 ¥ 4 R & § B X444 § 67% ¢ 1% 23%:
FLEILF 9% % 300 hEE AR HL3E% R 1 K 3R H MDRAB 3 FuB 0 5 0 tRgk
FepE M #r+id % (aminoglycoside antibioticss § #84 ¥ $* FfE S § AR 1%

ampicillin+sulbactam 7 84 # % MDRAB 7 &t £ > ¢t MDRAB st |32

5 ¢ {1 R colistin sag g 2 o

B 5-3 Multidrug-resistanfcinetobacter baumanni. st g 1+ % 5%

Acinetobacter baumannii susceptibility
00 g7 95 9 9 95 9%
80 1 _
01
A0 = / 7
20 7 b o 2 oo 12 5
g 1@ o = e P |
4 (@\k- @ ;@Q &o & ¢ K\°+ i\“\ &
GZ’Q v @v "}xc}fs&“} & & 4
(¥ CEY e
¢ v
l\\
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5555 i &

551 FAE EHEH

2t 54 FERLR L s

Parameters Al Pneumonia  c¢SSSt clAI®
(n=137)  (n=71) (n=5) (n=11)
Tigeycline duration( day) |, 14 (3-79) 13 (3-79) 22(3-42) 15(4-74)

median ( range)

APACHE II, median(range) 25 (2-43) 26 (11-43) 7 (3-12) 10 (2-23)

Outcomes, n( % )
EOT* mortality 39 (28) 25 (35) 0 0
D30 mortality 53 (39) 31(44) 0 2 (18)
EOT Clinical cured/improved 68 (50) 32 (45) 5 (100) 7 (64)
EOT Microbiologic eradicated 31 (23) 18 (25) 4 (80) 3(27)
With secondary infection 51 (37) 23 (32) 0 5 (45)
Main pathogen eradicated 22 (16) 11 (15) 0 2 (18)

a: complicated skin and skin structure infections

b: complicated intra-abdominal infections

c: End of therapy

drd 1t 5-4 FREm 4 @ ¢ tigeyclinesh? i 14 % o HdAgrelt L F 2 4
KSR Fchp A oo B PR Y ekt e A e s B SR 4 5 2 APACHE I
A B A TR AR ERe RS AR - & 28% AHBW L eding gl

P FEpA e S g (35%) WA ek s el B g ek RE D W

4%

Foena 4 F AR 37% G H AT RN R R 0 F B b (45%)

)=
#e

BHSAT A 2 LR SR R TR (80%) o HE R
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552 e A L2 SR BAp B W L 2 1L R

MR AE e A 0 A R BARM O R % (434 ) 2 2et e BARM M L
B % (284 ) e AR W e 4 R g € & (APACHE 112 21.5 versus
28, P=0.0023> % ‘&5 =  (37%versus 32%, P=0.66¢ 3 £ & 5ok i & &(37%
versus 57%, P=0.09~ L7 £ £ > & et BAp b LR '}’Ljﬁ » FRB TRE S
R F S A AR LR A RE (42% versus 18%,
P=0.0347) > * tim [ H isf F Mo A BAp M2 F L enia 3 2 s (14%

versus 43%, P=0.0062

# 8 5-52bed e BAn B 0E R eT e R BEOE O 2 0L R

Parameters Non-VAP VAP (n=43) P-value
HAP (n=28)
Tigecycline duration, median 10.5(3-22) 14 (3-79) 0.0499
(range)

APACHE II, median(range) 21.5(11-41) 28 (14-43) 0.0024

Outcomes, (%)
EOT mortality 9 (32) 16 (37) 0.6622
D30 mortality 11 (39) 20 (47) 0.548%
EOT Clinical cured/improved 16 (57) 16 (37) 0.0990
EOT Microbiologic eradicated 12 (43) 6 (14) 0.0062
Main pathogen eradicated 3(11) 9 (21) 0.3413
With secondary infection 5 (18) 18 (42) 0.0347

a: Mann-Whitney rank-sum test

b: Chi-Square;

c: Fisher's exact test

d: End of therapy
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553 7k ATk EE
MDRAB fknt pid % > &2 8 4 Ffa fus i B % 0 Ak o F B2 6 ?'JF%

I|d il A2 0 = MDRAB Einf 7 ¥ 5 46% H i FfaN 5 58%; -

s

S &

L3 A% > = MDRAB ‘=3 $% 1484 (33% versus 18%, P=0.0677 %

L

:‘»
‘e IR

4%
B
da

F4 oW E FRFE > S5 F & MDRAB &4 7§ 20% ¥ -

W
B W4 30% (32 4 5-6)

9= S. maltophiliagt % s * iRk in i & &> 5 4 7 =xd (56%) > 21 4 7~
= (22%) LA wmEgi kg EE o LAREFE 0 £ 24 (22%) § wEE
o & J& o 7 = carbapenem-resistefffE & ESBL FARE % s 4 ¢ 0 BTRA ISR
FRS GRS (T1%) &4 7= mAFieRkF 2 4 (29%) 2% -5
= MRSA g 7’1'!»}}% ARk e E O 0 2 Al (40%) 0 2 A = (40%) 0 2 A
R RIE A 3;-;%%(40%)04 = vancomycin-resistari. faeciumg % g £ ¢

BATRAE o F It et (75%) & + 7= -1« ,3m‘p§]§iéf}%:.§$%#’etﬁ;‘}%“$(25%)°

# ¥ 5-6Acinetobacter baumanniiMDRAB ) & H & Ffé s = 7 F

MDRAB  Other pathogens

Parameters (n=97) (n=40) P-value

Tigecycline duration, mediafirange) 14 (3-79) 14 (3-75) 0.6528

APACHE Il, median( range) 25 (4-43) 22 (2-43) 0.6528

Outcomes, N %)
EOT mortality 32 (33) 7 (18) 0.0677
D30 mortality 40 (41) 13 (33) 0.3397
EOT Clinical cured/improved 45 (46) 23 (58) 0.2377
EOT Microbiologic eradicated 19 (20) 12 (30) 0.1854
Main pathogen eradicated 15 (15) 7 (18) 0.7679
With secondary infection 36 (37) 15 (38) 0.9667

a: Mann-Whitney rank-sum test

b: Chi-Square

c: End of therapy
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554 - Fih# 5 € HAR d RS

M A s R E- ABRAZ SEAMR A Btk 2P 34T H
BASS  Aoi R 57907 0 H - FfE2 k4 F R gk B E & APACHE I
(P=0.0059) ticfddpren,= 5 o3 L8> e d % 30% = Fal-
FIBRE % e 4 305 £ AR %5 ¢ 1 (30% vs 50%, P=0.0180 & i@/ vk & b
LI ?ﬁ'ﬁﬁiy}% e R m/p&} & (59% versus 39%, P=0.0241 # & % 'w
T ETE & 28 EEUIIEE SEE A

poh b H - FER A2 m 4 0 B L2 Ffi s MDRAB § 51 % (72%) #
= & S. maltophiliaz 5% (7%) - MRSA % carbapenem-resistalit pneumonia 3%
23 3 (4%); 2l ERBE $up L P o L2 MDRAB 5 46 % (72%) 5
% » 2= % S. maltophiliaz 6 B (9%) - # # 4 & MRSA ~ carbapenem-resistalit

pneumoniaz VRE #8 % 4 2 & (3%) «

L4 57 H - FfE 5 HBR R s R R R

MonomicrobialPolymicrobial

Parameters (n=70) (n=64) P-value
Tigecycline duration, mediatrange) 10 (3-29) 14(3-79) 0.1339
APACHE II, median( range) 22 (10-41) 27 (14-43) 0.0054
Outcomes, N %)
EOT® mortality 19 (27) 20 (31) 0.6017F
D30 mortality 21 (30) 32 (50) 0.0186
EOT Clinical cured/improved 41 (59) 25 (39) 0.024%
EOT Microbiologic eradicated 19 (27) 11 (17) 0.1673
Main pathogen eradicated 10 (14) 12 (19) 0.4895%
With secondary infection 27 (39) 23 (36) 0.7528
a: Chi-Square

b: Mann-Whitney rank-sum test
c: End of therapy
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4 . 5-8 ¥ 'g I E G AR s HAPACHE Il » #ics # B & > F g
P KR RMOTRE IR F B (P<0.09: foFpd sk F m L B tale
W oo 3 B g E (26% versus 13%, P=0.1489 Fi# g A5 s g L 8 o
B 1054 7 e % O ) § tigecyclineshic g 2 - B 7 74 B 305 F
tigecycline £ § v 1+ - 2 & 31 & 5 5 ¥ tigecycline s # B4 &8 2 5 &4
b B AR EhEfY 065 B> MDRAB 5 i 2. MRSA: 3 i# carbapenem-resistant
K. pneumoniaMRSA ¥ » 5 2 B £ (40%) Tk in ki F &3 2L 02 X 7= (40%) >
2 4 (40%) wmAEsf &4t 3;5—,3—",% ; carbapenem-resistalit pneumonia8 B * 7z
FiehF BTt T REAF: 2L wFAF IR T #&i&%% (67%); B % S.

maltophilia s 4 RITRAE iR & 63 ied @ RmEF s Rk A fee

%1 58 2 BB HEFAAZ s E*

Susceptible Non-susceptibfe

Parameters (n=74) (n=31) P-value

Tigecycline duration, mediafirange) 14 (3-79) 12 (3-20) 0.0278

APACHE I, median( range) 25 (4-40) 25 (11-43) 0.0278

Outcomes, (%)
EOT mortality 19 (26) 15 (48) 0.0233
D30 mortality 24 (32) 18 (58) 0.014%
EOT Clinical cured/improved 40 (54) 10 (32) 0.0414
EOT Microbiologic eradicated 19 (26) 4 (13) 0.1489
Main pathogen eradicated 14 (19) 4 (13) 0.4556
With secondary infection 30 (41) 10 (32) 0.4253

a: include intermediate and resistant pathogens

b: Chi-Square

c: End of therapy

d: Mann-Whitney rank-sum test
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556 ELEPFREEZISERES

# % tigecyclinep® 3 £ * HudFid 20R AfekiohrF Bt A ey g i
2 (48% versus 59%,P>0.05+~= F +» & £ 8 (29% versus 23%, P >0.05 =
BoFpgich PHER EEBR IR FiohL B RELDFAT ISR T (19%
versus 41%, P < 0.05 * A4 2 4 vt b3 &3 384 (40% versus 23%, P >
0.05) Fppr> &% 5 s 20k é‘fﬂ.fsf_h]_}i\:ﬁr)}%ﬁ&:é‘_li (APACHE Il) ¢ =% 5
26 5 > D EE2~42% > vt F H * tigecyclineis g ez ¢ ix#c s 17.54 5 > §E 4~43

g (P<0.09 32 % $ 59

2t 59 H-fd s B il s B

Monotherapy Polytherapy

Parameters (n=22) (n=115) P-value

APACHE II, median(range) 17.5(4-43) 26 (2-42) 0.0098

Outcomes, N % )
EOT mortality 5 (23) 34 (29) 0.5149
D30 mortality 8 (36) 45 (39) 0.807%
EOT Clinical cured/improved 13 (59) 55 (48) 0.3329
EOT Microbiologic eradicated 9 (41) 22 (19) 0.047%
Main pathogen eradicated 2(9) 20 (17) 0.5272
With secondary infection 5(23) 46 (40) 0.1247

a: Chi-Square

b: Fisher's exact test

c: Mann-Whitney rank-sum test

d: End of therapy

hrfhs Hendid 2§ ¢ 0 B A 442 % (cephalosporing v i E B

(47%)> B ¥ =~ 1% = NEETe Ff s4d % 2 ceftazidimes i (45%) - ot % =

<
\

2 & HIA F gk Frarkag (colisting 22 % (27%) 0 £ # =] 5 LT i

' 3 (carbapenem iz % (15%) H & #g2 it Z RI% ] > 10% 3£ 4 5-10°
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4 510 & # A Pt E 2 A0

Drugs, n(%) TotaF
(n=137)
Penicillins 3(2)
B -lactam/ -lactamase inhibitors 75)
Cephalosporins 65 (47)
First generation 0
Second generation 0
Third generation 61 (45)
Ceftazidime 61 (45)
Fourth generation 6 (4)
Carbapenem 21 (15)
Monobactam 1(1)
Aminoglycoside 5(4)
Fluoroquinolone 9 (7)
Macrolide 4 (3)
Sulfonamide 6 (4)
Vancomycin/teicoplanin 10 (7)
Clindamycin 3(2)
Metronidazole 11 (8)
Colistin 37 (27)
Linezolid/daptomycin / rifamycin 9(7)

a: patient might be combined two or more kindsroiyd

Hip#b ¥ ook » o Bt 2 £k > £ &6+ ceftazidimez
colistin p & 2t “f ' B g & A * ceftazidimest & # # * colistin: ¥ 5 |3 ﬁi B
fi}ﬁﬁﬁ‘;’::{}i (APACHEIl) » 22 x5 A% (P>0.05;: 5~ X2 RkichF &
Bl FHRiLF LR O FAFFHR LTS ey 25 LR (P>0.09 im

Aok Frts 8 eg s+ £8 (P>0.05> 324 511
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% 5-11 v g £ & @ * colistin¥r ceftazidimez &k iof £ B

Parameters Colistin Ceftazidime pvalue
(n=26) (n=50)

APACHE II, median( range) 25 (11-37) 27.5(3-42) 0.3603

Outcomes, N %)
EOT mortality 7 (27) 18 (36) 0.4243
D30 mortality 9 (35) 21 (42) 0.532%
EOT Clinical cured/improved 14 (54) 22 (44) 0.4147
EOT Microbiologic eradicated 3(12) 11 (22) 0.3569
Main pathogen eradicated 5(19) 9 (16) 0.7547
With secondary infection 11 (42) 17 (34) 0.4763

a: Chi-Square

b: Fisher's exact test

c: Mann-Whitney rank-sum test

d: End of therapy

#4324 MDRAB H - “]:%‘]"ﬁ;é_i:}}ia Ao s E SR $ MDRAB 3 »x2
AFEELYTFREH G RERIR Y H - F &R0 MDRAB - & B chfpk in
Bockilt L8 > dod 5120 LB HE LSS § 14 4 Lt * colistin 3 4% 1 it

(intravenous, IV) > 3 7 # £ > (inhalation, IH) i * colistin> = % APACHE
Il » #2353 £ 8 (IVversus IH, median 25 versus 28, P=0.8248 &k v 45 % »
X3 A% (IVversus IH, 42.9% versus 71.4%, P=0.3615¢ ;f % L P = 5 &
i# * w2~ colistin e %] # < (IV versus IH, 50% versus 0%, P=0.0468H i ;5 &

*rmido
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% # 5-12 Multidrug resistanmd. baumannii ¥ — 2 5. 58 87 & & 2 50008 1 iR

Monotherapy Polytherap$

Parameters (n=30) (n=21) P-value

APACHE II, median( range) 27.5(8-43) 25 (12-35) 0.4468

Outcomes, N %)
EOT mortality 11 (37) 7 (33) 0.8063
D30 mortality 11 (37) 7 (33) 0.8063
EOT Clinical cured/improved 15 (50) 11 (52) 0.867%1
EOT Microbiologic eradicated 8 (27) 2 (10) 0.1666
Main pathogen eradicated 3 (10) 3(14) 0.6804
With secondary infection 9 (30) 10 (48) 0.2003

a: Chi-Square

b: Fisher's exact test

c: Mann-Whitney rank-sum test

d: End of therapy

e: Combined with drug which is susceptible to MDRAB
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Product-Limit Survival Estimates
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ZH 513 2B A NInh B AFRA ISR E B B FF 417 (H %5045 147)

Parameters Cure/lmproved (n=68) Failed (n=69) Odds ratio 95% Confidence P-value
No (% ) No (% ) interval
Demographics
Male 42 (62) 43 (62) 1.02 0.51-2.04 0.9467
Age 67.4+18.2 66.1 + 16.2 0.996 0.976-1.015 0.6678
Comorbidity
Metabolic disease 41 (60) 26 (38) 0.40 0.20-0.79 0.0081
DM 34 (50) 16 (23) 0.30 0.14-0.63 0.00f1
Blood sugar, mediéamange) 126.8 (85-223.8 152.2 (82.25-252 1.009 1.001-1.018 0.0393
Blood sugar > 180 mg/ dL 5(7) 16 (23) 3.8 1.31-11.07 0.0161
Cardiovascular diseases 50 (74) 46 (67) 0.72 0.35-1.50 0.3805
Respiratory diseases 49 (72) 61 (88) 2.96 1.19-7.33 0.0162
ARDS/Respiratory failure 35 (51) 47 (68) 2.01 1.01-4.03 0.0469
Ventilator used 42 (62) 53 (77) 2.05 0.98-4.31 0.0562
COPD 12 (18) 14 (20) 1.19 0.50-2.80 0.6933
a: Chi-Square

b: Student’s t test
c: Mann-Whitney rank-sum test
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# 1 5-13 (%)

Parameters Cure/lmproved (n=68) Failed (n=69) Odds ratio 95% Confidence P-value
No (% ) No (% ) interval
Comorbidity
Hepatobiliary diseases 11 (16) 15 (22) 1.44 0.61-3.41 0.4064
Renal diseases 48 (71) 49 (71) 1.02 0.49-2.13 0.9562
Acute kidney injury 23 (34) 35 (51) 2.01 1.01-4.01 0.0453
Gastrointestinal disease 20 (29) 25 (36) 1.36 0.67-2.79 0.3954
Immunocompromised 16 (24) 14 (20) 0.83 0.37-1.86 0.6466
Malignancy 24 (35) 21 (30) 0.80 0.39-1.64 0.5448
Solid tumor 20 (29) 15 (22) 0.67 0.31-1.45 0.3032
Hematologic cancer 4 (6) 6 (9) 1.52 0.41-5.66 0.7445
Autoimmune diseases 6 (9) 3(4) 0.47 0.11-1.96 0.3282
Urogenital diseases 5(7) 9 (13) 1.89 0.60-5.96 0.27%16
Hematologic disorder 23 (34) 20 (29) 0.80 0.39-1.65 0.5418
Cerebralvascular accident 11 (16) 9 (13) 0.78 0.30-2.02 0.6036

a: Chi-Square
b: Fisher's exact test
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# 1 5-13 (%)

Parameters Curefimproved (n=68) Failed (n=69) Oddsratio 95% Confidence P-value
No (% ) No (% ) interval
Previous status
Hospitalization within 6 42 (62) 46 (67) 1.24 0.61-2.49 0.5495
months
Infection within 6 months 37 (54) 39 (57) 1.09 0.56-2.14 0.8038
Surgery within 30 days 37 (54) 36 (52) 0.91 0.47-1.79 0.7929
At ICU at DY 38 (56) 51 (74) 2.24 1.09-4.59 0.0270
Acute kidney injury at DL 12 (18) 28 (41) 3.19 1.45-7.00 0.0089
Renal replacement therapy at 24 (35) 25 (36) 1.05 0.52-2.10 0.9088
D1°
Liver dysfunction at D 12 (18) 22 (32) 2.18 0.98-4.88 0.0587
Mechanical Ventilator at 1 38 (56) 51 (74) 2.24 1.09-4.59 0.0270
Previous infection status
Blood-stream infection 11 (16) 19 (28) 1.97 0.86-4.53 0.1079

a: Chi-Square
b: First day of tigecycline used
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# 1 5-13 (%)

Parameters Cure/lmproved (n=68) Failed (n=69) Odds ratio 95% Confidence P-value
No (% ) No (% ) interval
Previous infection status
Respiratory tract infection 54 (79) 62 (90) 2.30 0.86-6.11 0.0898
Community-acquired 3(4) 8 (12) 2.84 0.72-11.2 0.1219
pneumonia
Hospital-acquired 47 (69) 55 (80) 1.76 0.80-3.83 0.1552
pneumonia
Ventilator-associated 35 (51) 46 (67) 1.89 0.95-3.76 0.0765
pneumonia
Urinary tract infection 22 (32) 19 (28) 0.79 0.38-1.65 0.5382
Complicated skin and soft 15 (22) 12 (17) 0.74 0.32-1.73 0.4923
tissue infection
Complicated intra-abdominal 13 (19) 12 (17) 0.89 0.37-2.12 0.7987
infection
Fungal infection 21 (31) 22 (32) 1.05 0.51-2.16 0.8995
Viral infection 5(7) 9 (13) 1.89 0.60-5.96 0.27%6

a: Chi-Square
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# 1 5-13 (%)

Parameters Cure/lmproved (n=68) Failed (n=69) Odds ratio 95% Confidence P-value
No (% ) No (% ) interval

Microbiologic condition

Monomicrobial infection 41 (60) 29 (42) Reference

Polymicrobial infection 25 (37) 39 (57) 2.21 1.10-4.04 0.0250
Susceptible pathogens 40 (80) 34 (62) 0.40 0.17-0.98 0.0414
Hospital-acquired infection

Early 8 (12) 6 (9) Reference

Late 59 (87) 63 (91) 0.70 0.29-2.15 0.5351
Alter mental status 21 (31) 34 (49) 2.17 1.08-4.37 0.0281
Septic associated condition

Sepsis 27 (40) Pl ) Reference

Severe sepsis 25 (37) 19 (28) 1.71 0.69-4.23 0.2451

Septic shock 16 (24) 38 (55) 5.34 2.18-13.10 0.0062
APACHE II, median( Range) 22 (2-41) 27 (9-43) 1.08 1.04-1.13 0.0063
APACHE Il > 20 38 (56) 56 (81) 3.40 1.57~7.35 0.0018

a: Chi-Square
b: Mann-Whitney rank-sum test

54



21 S-1A2Hup A e R S AR IR F B 2 FF A4 (5 RA L 1T)

Parameter Estimate Standard ~ Wald Odds  95% CF P
error  Chi-Square ratio

AKI® at DT 0.87 0.43 4.15 240  1.03~5.55 0.0416

Blood sugar 1.19 0.58 4.24 3.280 1.06~10.16 0.0395

> 180 mg/dL

Septic shock 1.21 0.39 9.53 3.34 1.55~7.20 0.0020

at DI°

3x @ Hosmer and Lemeshow goodness-of-fit test P=0.6®% 0
a: Confidence interval

b: Acute kidney injury

c: First day of tigecycline used

RGO LR Ao A E R A e & 1 5150 BERA BT HF RIS S
Henwnl g s gt G kA o (OR 0.26, P=0.006Y 2 2 #% f i (OR 0.26,
P=0.0089 - & oA e B2 ¢ =#i2F £ 3 (OR 1.00, P=0.4845 s # & +
+ 180 mg/dL¥ » RIE_feisf  # g (OR 5.17, P=0.030Ls fuisf ¥ Ff 4t
** tigecycline s g ri—“ﬁ v hie e e R f k% (OR 0.32, P=0.058%> ¢
e A pTinle e BNy - X5 F A poa Bkt & (OR3.67,

P=0.0487) * APACHE Il ~ #c+ *t 20 » ¢14 #& % (OR 3.30, P=0.0331-
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4 5-15 Bip PR G LR R A 2 e FlF A4 (H A4 HT)

Parameters Curée/lmproved (n=32) Failed (n=39) Odds ratio 95% Confidence P-value
No (% ) No (% ) interval
Demographics
Male 17 (53) 26 (67) 1.76 0.67-4.62 0.24584
Age 73.0 +13.6 68.8 + 20.3 0.99 0.96-1.02 0.3577
Comorbidity
Metabolic disease 21 (66) 13 (33) 0.26 0.09-0.70 0.0067
DM 17 (53) 9 (23) 0.26 0.09-0.73 0.0089
Blood sugar, mediéamange) 143 (88.2-223.89 138 (82.25-252 1.004 0.99-1.02 0.4845
Blood sugar > 180 mg/ dL 2 (6) 10 (26) 5.17 1.04-25.66 0.0361
Cardiovascular diseases 28 (88) 30 (77) 0.48 0.13-1.72 0.2515
Respiratory diseases 27 (84) 35 (90) 1.62 0.40-6.62 0.7280
ARDS/Respiratory failure 19 (59) 26 (67) 1.37 0.52-3.61 0.5257
Ventilator used 23 (72) 29 (74) 1.13 0.40-3.26 0.8140
a: Chi-Square

b: Student’s t test
c: Mann-Whitney rank-sum test
d: Fisher's exact test
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# 1 5-15( %)

Parameters Curée/lmproved (n=32) Failed (n=39) Odds ratio 95% Confidence P-value
No (% ) No (% ) interval
Comorbidity
COPD 7 (22) 11 (28) 1.40 0.47-4.17 0.5418
Hepatobiliary diseases 5 (16) 9 (23) 1.62 0.48-5.44 0.5533
Renal diseases 25 (78) 26 (67) 0.56 0.19-1.63 0.2855
Acute kidney injury 15 (47) 19 (49) 1.08 0.42-2.75 0.8771
Gastrointestinal disease 10 (31) 14 (36) 1.23 0.46-3.33 0.6804
Immunocompromised 9 (28) 7 (18) 0.56 0.18-1.72 0.3072
Malignancy 12 (38) 11 (28) 0.65 0.24-1.78 0.4050
Solid tumor 9 (28) 7 (18) 0.56 0.18-1.72 0.3072
Hematologic cancer 3(9) 4 (10) 1.10 0.23-5.34 gl
Autoimmune diseases 2(6) 1(3) 0.39 0.03-4.56 0.58581
Urogenital diseases 2 (6) 6 (15) 2.73 0.51-14.56 0.2806
Hematologic disorder 12 (38) 11 (28) 0.65 0.24-1.78 0.4050
Cerebralvascular accident 9 (28) 7 (18) 0.56 0.18-1.72 0.3072

a: Chi-Square
b: Fisher's exact test
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# 1 5-15( %)

Parameters Curefimproved (n=32) Failed (n=39) Oddsratio 95% Confidence P-value
No (% ) No (% ) interval
Previous status
Hospitalization within 6 19 (59) 24 (62) 1.09 0.42-2.84 0.8528
months
Infection within 6 months 18 (56) 19 (49) 0.74 0.29-1.89 0.5273
Surgery within 30 days 16 (50) 17 (44) 0.77 0.30-1.98 0.5960
At ICU at DY 20 (63) 30 (77) 2.00 0.71-5.62 0.1852
Acute kidney injury at D1 10 (31) 13 (33) 1.10 0.40-2.99 0.8519
Renal replacement therapy at 15 (47) 12 (31) 0.50 0.19-1.33 0.1642
D1°
Liver dysfunction at D1 6 (19) 11 (28) 1.70 0.55-5.26 0.3529
Mechanical Ventilator at D1 20 (63) 28 (72) 1.53 0.56-4.14 0.4050
Previous infection status
Blood-stream infection 6 (19) 9 (23) 1.30 0.41-4.14 0.6568

a: Chi-Square
b: First day of tigecycline used
c: Fisher's exact test
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# 1 5-15( %)

Parameters Cure/lmproved (n=32) Failed (n=39) Odds ratio 95% Confidence P-value
No (% ) No (% ) interval
Previous infection status
Respiratory tract infection 32 (100) 37 (95) 0 - 0.4978
Community-acquired 3(9) 5 (13) 1.42 0.31-6.47 0.7250
pneumonia
Hospital-acquired 29 (91) 32 (82) 0.47 0.11-2.00 0.4948
pneumonia
Ventilator-associated 17 (53) 25 (64) 1.58 0.61-4.09 0.3491
pneumonia
Urinary tract infection 10 (31) 8 (21) 0.57 0.19-1.67 0.3008
Complicated skin and soft 1(3) 2 (5) 1.68 0.15-19.37 b
tissue infection
Complicated intra-abdominal 1(3) 1(3) 0.82 0.05-13.58 b
infection
Fungal infection 7(22) 14 (36) 2.00 0.69-5.79 0.1977
Viral infection 2(6) 7 (18) 3.28 0.63-17.06 0.1711

a: Chi-Square
b: Fisher's exact test
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# 1 5-15( %)

Parameters Cure/lmproved (n=32) Failed (n=39) Odds ratio 95% Confidence P-value
No (% ) No (% ) interval

Microbiologic condition

Monomicrobial infection 17 (53) 16 (41) Reference

Polymicrobial infection 14 (44) 22 (56) 1.67 0.64-4.35 0.2936
Susceptible pathogens 21 (81) 19 (58) 0.32 0.10-1.07 0.0584
Hospital-acquired infection

Early 1(3) 3 (10) Reference

Late 29 (97) 26 (90) 0.40 0.04-4.04 0.4378
Alter mental status 11 (34) 19 (49) 1.81 0.69-4.75 0.2285
Septic associated condition

Sepsis 9 (28) 6 (15) Reference

Severe sepsis 14 (44) 11 (28) 1.18 0.32-4.33 0.8044

Septic shock 9 (28) 22 (56) 3.67 1.01-13.34 0.0487
APACHE II, median( Range) 24.5 (11-41) 26 (11-43) 1.04 0.98-1.11 0.2191
APACHE Il > 20 20 (63) 33 (85) 3.30 1.07-10.18 0.0331

a: Chi-Square
b: Mann-Whitney rank-sum test
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Parameter Estimate Standard ~ Wald Odds  95% CF P
error Chi-Square ratio

Septic shock 1.62 0.61 7.07 5.04 1.53~16.600.0078

at DI’

3 : Hosmer and Lemeshow goodness-of-fit test P=0.940% 0

a: Confidence interval
b: First day of tigecycline used

4o 2 5-16#75F 0 11 5 I A g i@ * tigecycline® — X B 4 pra kR
7 B ¥ (OR5.04, P=0.0078> F]y* & 8 &% X g i 4 0 5d 5 R 447 4

Hinhisk §F BEDE G FF 5 ¥ tigecycline® - < 4 4 prat ik -
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BAry HE R R L FfEY 0 & ¥ L 4 Pseudomonas aeruginosaj 14
Aet B E R LA b R R RGRREISE S N F B AL
Carbapenem-resistegffa 27 ESBL ( extended-spectrum beta-lactamasgf& 7 8 &
43 3+ #_Carbapenem-resistefffd - &+ L chFfa = K. pneumoniag 5 i
ARASEAMAE 7 LA R AR RREYE Rl R wE 0 B LAk

PrAip TR R R PR R e Ael R LY A R

8 517 FF L h 2 Ffas

New pathogens n

Wound
Bacteroides fragilis
Bacteroides thetaiotaomicron
Multidrug-resisitantAcinetobacter baumannii
Vancomycin-resistarEnterococcus faecium
Carbapenem-resistaBscherichia coli
Drainage
Pseudomonas aeruginosa
Candida albicans
Bacteroides thetaiotaomicron
Klebsiella pneumoniae
Acinetobacter baumannii
Carbapenem-resistaltebsiella pneumonia
Morganella morganii
Proteus vulgaris
Methicillin-resistantStaphylococcus aureus

P PR NN

P PR R RPN WD
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4. 5-17 ()

New pathogens

Urine
Pseudomonas aeruginosa
Yeast-like organism
Extended-spectrum beta-lactam&seherichia coli
Carbapenem-resistaBscherichia coli
Extended-spectrum beta-lactam&debsiella pneumonia
Serrratia marcescens

Blood
Coagulase neg. staphylococci
Enterococcus faecium
Extended-spectrum beta-lactam&3debsiella pneumonia
Pseudomonas aeruginosa

Sputum
Pseudomonas aeruginosa
Acinetobacter baumannii
Stenotrophomonas maltophilia
Chryseobacterium meningosepticum
Extended-spectrum beta-lactam&3debsiella pneumonia
Klebsiella pneumoniae
Multidrug-resisitantAcinetobacter baumannii
Burkholderia cepacia complex
Candida albicans
Enterobacter cloacae
Methicillin-resistantStaphylococcus aureus
Carbapenem-resistaBhterobacter cloacae
Vancomycin-resistarEnterococcus faecium
Proteus mirabilis
Proteus vulgaris
Serrratia marcescens

P R R RPN

N N L

P P P P P NDNMNDNMNMNDNMNMDMNDNDOWWWPA PN
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JERAE Y KR FMB T LB T 555 g aics 3501 4 B 4
BITE® 5% 2 PIEDFROR (Fr > 1A%k 4 F HF 2 Bl1F" 5% 5 alier ¢
PR 5 0 F 21% sk s Reb & R (67 4% T ¢F s i 2 BUN & CREZ
Ag oL b1 2N 11% BrREZF L ENTF 9% ALY 0 A k2 Fl
f£* » # Naranjos #c'% 2 1-44 > 52 ¥ & (possible) z g i#* » 30 4 . 5-18
% 5-19-

1374 ¢ 5 224 (16%) %2 g mli®® » H P Ay Lenped @iv® 5 3%
ZFAEF 7T A (5%) HA G TEAM# w2 BUNRS CREZ 233 44 (3%)
JAERTF 34 (2%) 2 w72 F3 A (2%) FA A 5-200 p b4 B E Al
e % chups L Bl 4 chyp £ o ftigecyclinein s ApES 2 51 A FilG 44
(19% vs 30%, P=0.2985 &/ o = # F 5 %JJ & 48 (33% vs 53%,

P=0.10449 -

F¥ 5-18 12k ALE A 2 F (TR

Side effects N (%)
Gastrointestinal tract 48 (35)
Cardiovascular 9(7)
Dermatologic 6 (4)
Endocrine/Metabolic 4 (3)
Hematologic 14 (10)
Hepatic 19 (14)
Neurologic 2 (1)
Renal 11 (8)
Respiratory 2 (1)
Others 7 (5)
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14 510 F 22 g v

Side effects N (%)
Diarrhea 29 (21)
BUN/CRE increased 15 (11)
Hyperbilirubinemia 13 (9)
Abdominal pain 8(6)
Constipation 8 (6)
AST/ALT elevation 7 (5)
Thrombocytopenia 7 (5)
Abdominal flatulence 6 (4)
Nausea 6 (4)
Leukocytosis 5(4)
Vomiting 5(4)
Others 43
7 $ 5-20 pLE B T

Side effects N (%)
Hyperbilirubinemia 7 (5)
BUN/CRE increased 4 (3)
Arrthymia 3(2)
Thrombocytopenia 3(2)
Leukocytosis 2(1)
Gl bleeding 2 (1)
Acute cholecystitis 1(0.7)
Acute pancreatitis 1(0.7)
AST/ALT elevation 1(0.7)
Hypoproteinemia 1(0.7)
Delirium 1(0.7)
Hypotension 1(0.7)
Thrombocytosis 1(0.7)
Neutropenia 1(0.7)
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ai¢ * tigecyclinesfup 4 # 161 % (44.5%)F % kit % £ ¢ § 60 4 (43.8%)

FAREAE-REAEHT 764 (55.5%) H ¢ H B LR LA T g A
&ﬁ%&%@E&ﬂ@aMéﬁm@4mﬁ8%’E%R%K;U?%ﬁ@%ﬁﬂgﬂ
R} A% Fh RER AR R Al o B E A F BHER Rt 234
(17%) > "y p g 43 284 (20%); i tigecyclines s > 5 1 A 2 — * fdf
%ﬁﬁ%ﬁ@%’zﬁi—éﬁﬁ%ﬁié£if%ﬁ@%?&E%%"ﬁ*
A A G R AN RS L (87.6%) 0 4rd 2 6-1 977

GHBAFRME RN R R E AT R 2 AR SR R p A Ak B H
B LR R 40 F S At b A * tigecyclinespt i £ G 8 2 B E P 1Y
2 opoa ik 4 Ft B H B R a4 o F B 4 s BcE & (APACHE II:
26versus 7and 10 F pFx g b A SRR AR A 0 A H B A B Rt
3T 60%E AL T AR A o

R BCRER IR S5 IRt A R e e Y A Sl L AR GRS
A R TR OERTRBFE L F WA 3 o a e R
B év’ﬂ:ﬁ:}ga;k;‘ﬁ: sttt A H B e u—é J;};q& g # i+ (71 versus 52 and
63) T f - R BIEH A H G L AR R AR B A B o ey gt
FARIT 0 R A TG P B AR FDARE FIPELR A o bR RS g i
S AFEEIH LR R AR LR b R RgE A o F ATy hl

CUEFIE FIE SR BT ol T
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2% 6-1 2 FR A2 A

Indication N=137 (%)
Pneumonia 120 (87.6)
VAP with other infectiors 37 (27.0)
VAP without other infections 37 (27.0)
Non-VAP with other infections 23 (16.8)
Non-VAP without other infections 23 (16.8)
clAlsP 28 (20.4)
clAls without other infections 11 (8.0)
cSSSI§ 23 (16.8)
cSSSils without other infections 5(3.6)

a: Ventilator-associated pneumonia
b: complicated intra-abdominal infections
c: complicated skin and skin-structure infections

6.2 Fft A 2 AR 12

AT Y BV L2 A MDRAB » # =t & S. maltophilia~ extended-spectrum
p-lactamased ESBL) hpF#a (¢ 7 %t carbapenem-resisteqiCR) F#&) + MRSA
% VRE - i & hEfiA ff 38 ful b2 m o

MDRAB sz gttt 5] 2_67.7%> & ESBL 2 CR m?ﬁ;}ﬁ  AFEHmRY R K
pneumonia; 3 & 3 B3 ¥ tigecyclinesrag g 2 - 3247 tigecyclines st 12 5 S
maltophilia 2 VRE 7] & FK’ i H 4 tigecyclinesat g 4% ; MRSA ¢ ¥
tigecyclinef 7 st |+ o

% tigecyclinesrsz g 472 6 s AT F & 2 1;% #rom 55 000 * ¥ E_FDA & EUCAST

?Kilja #t A baumanniiT 2 H tigecyclinesag g 14 2] $74%- 2 > #1020 pow ) ¢F T AL

B FBACE L Bl E 0 A SR Y 0 A R IE S B

‘éL
S

Enterobacteriaceaentt® § (T H v 2| 4R B > 7 Ay P E R Y E RS TF

$E TR IR > AT ¢ MDRAB fr & et 5 ¢ 45T 2 AR Bt FARAT o 4
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# . 6-2%77 ; 2 4r ESBLFf£%2 MRSA - ‘Ffiffr?‘ }]?é b'“r—ﬁ 3| en#-37 100%aT i

Pk gy o 70

# ¥ 6-2Acinetobacter baumanni tigecyclinez_ szt 41t F g2 H s 7 7 1t di

Susceptible(%)  Intermediate(%) Resistant(%)

This study 67.7 22.9 9.3
Cher?,2011( TW) 68.2 23.1 8.8
a

Gordorl®, 2008 100 - -
Schafet®, 2007 65 30 10
Poulako®, 2008 55.6 40.7 3.7

a: UseEnterobacteriacea®IC breakpoints suggested by the FDAusceptible,<
2 ug/ml; intermediate, 4g/ml; and resistant=8 ug/ml)
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6.3 * tigecycline ipsf % & Preny = &

dod A 6-3 477 0 B kg 0 it * tigecylcinedp B = vt b 28%: e i
Hoggsed d F2 AR BHE A2 AFREIEP B4 302G A7~ o By
fihr2 g (35%) PRIV BT ERE S g5 Fp 4 4 S B4 MDRAB 2 H i i
A FMAR 4 MDRAB ehm w5 = S5 § % ¢hdg% (33% versus 18%,
P=0.0677 ; { = » 174 3. - g % Carbapenem-resistefiCR) 44 - ESBL

(extended-spectrum beta-lactamasgf& 2 VRE - ;,gfi LF A= 5 A R4 MRSA
dﬂ”ﬁ 24 7= (40%) -

- AR AL S EABRE 45 F = Fiid L8 (27% versus 31%, P >
0.05); e & & ¥+ tigecyclinel 7 g LhF A7 = F LG AR (2 (26%
versus 48%, P=0.0233 pt ¢t &£ HH w R sk FmH sk 0 & F
ceftazidimes colistin» 3%it3 £ & -

BP0 PR R R e KR kG 0+ X 84 33-50% % ad
Woew gy ¢ s B KX A 20~40% e A TRak sk o H v S
{@@(5w®’z@§@ﬁ;$pfiﬁéﬁﬁuﬁiﬁﬁ%§;gw@ﬁ@p

. I ., .. — 46,59
LARY > TG RGP DM o Aok f 6-4 47T o
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# ¥ 6-3 i * tigecyclinez_ 7=

Type Mortality, No. (%)
Total 39 (28)
By indication
Pneumonia 25 (35)
cSSSI8§ 0
clAlsP 0
By pathogens
MDRAB? 32 (33)
Other pathogens 7 (18)
Monomicrobial 19 (27)
Polymicrobial 20 (31)
By treatment
Monotherapy 5(23)
Polytherapy 34 (29)
With colistin 7 (27)
With ceftazidime 18 (36)

a: complicated skin and skin structure infections

b: complicated intra-abdominal infections
c: multidrug resistarA. baumannii

Z¥ 6-4 B2H g 2 2 Fapt

Study Population APACHE Il Mortality
This study Mostly HAPpatients 25 28%
Curcio®, 2011 Critically ill patients 18 35.5%
Freire’®, 2010 HAP - 5.1%
Gordor®, 2009  MDRAR infections 21 26.5%
Gardiner, 2009  With secondary bacteremia 13 2.2%
Chemaly’, 2009 In cancer patients with serious infections 5 1  32.7%
Schafet®, 2007 VAP and bacteremia - 16%
Swobod4, 2008  Severe sepsis or septic shock 27 30%

a: hospital-acquired pneumonia
b: multidrug resistarA. baumannii
c: ventilator-associated pneumonia
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6.4 &%

AT RO F 0 kS 5 7 3 E350% EEFTY ZTREICEF R
43 dApk > FEEBF CIAI 2 cSSSE FHERALFT Y TRk ik F APt
Bt s B ERG SRS G LT 2L R 0 tigecyclineshi sy & s 5 T B
BARGHE AP o qRhinkF AT AR < on TG S R F BT A4
AL L 2GR F BB H W T AR 0 Tk F i E 0 dod #2650

bRyt I FEE- ARG BAN R EHER LR

FAR R ATRAICRE B H- ARRE AP S P FRE S FR AR
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& o

H b * tigecyclinesfup A 2 s B E R BRI R R SR F B L H D

g.

RO A AR S G R 2 B Y BT B R B g Y LR
FHFRF AL L FEFEIFEREY EHBEROEG > LKA PCFRE 0 F B
bt nTRmin A P F R R R PO AR 661 hE R
e wd s g F B nd_colistin 22 ceftazidimer & & ¢ * &5 H AT R
A RTRE IR E s AF AR gt E - MDRAB&\;%@L}}%& » B E G

a7

L

kS

e E - S AR 0 A& E i * colistin f A AR 35 T A S S S
colistin e 4 vt 5% 2 5 colistin s 4 § #i2 7= F 0 2R F¥ i ARk ¥ L
P OB E B RIS 2 o 4§ R AR colistiny i@ * %1 &4 colistin <5
B AR B E A RS G onRl T 0 T R gp A S FRF

% MDRAB g/ ipfh = # FEH sy 4pit > A3 27 F i > 2 3
50%: e H s BTy gt 0 A Y A )]%Eg;é‘%ilimrs (APACHE Il: 25 % ) ®
AR M F R R s F o F] R id s ATy 20 MDRAB o 2 4 i 0 ER AR

6-7¢
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21 65 A FRAREZ chEFEH BT it

This  Eckmani®, Chemaly’, Kuo®  Curcid?,

Type of infections

study’ 201@¢ 2009 2011 2008
clAl 64% 75%
84% 67% 88%
cSSSt 100% 82%
Pneumonia 45% 74% 51% 18% 66%
Total 50% 81.3% 64% 30% 76%

a: In severely infectious patienAPACHE Il, median: 19
b: In cancer patient§ APACHE Il, median: 15

c: APACHE II, median: 25

d: complicated intra-abdominal infection

e: complicated skin and skin-structure infection

f: Nosocomial infection, only 51% of patients areepmonia

3% 6-64 &% BRI A2 H b tigecycline s 2 Tk o S # F LR

Type, No.(%) This study  Curci®, 2011 Curcid®, 2008 Poulako®, 2009

APACHE 1| 25 18 - 12
Monotherapy 13 (59) 109 ( 68.5) 74 (95) 18 (81.8)
Polytherapy 55 (48) 35 (70) 20 (57) 18 (78.3)

#2467 212 %57 7 2. MDRAB Tk o & 74 S0t i

Clinical response,

Study Susceptible %) APACHE I No. (%)
This study 67.7 25 45 (46)
Schafer®, 2007 65 - 21 (84)
Curcid®, 2008 100 - 50 (67)
Poulako®, 2009 55.6 15 21 (75)
Gordorf®, 2009 100 21 23 (67)
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6.5FF LR %

JEIE R l—g FBEPR LA TP Q¢ 37% @ v)gk 5 29%F AT Y 5
FERAFRARETA  FRE SR AR L e 4 R L i ¢ R H
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BN 10%0 2 fo s Bl 19% v AR g eg F e

B AL P F 96%04 F8 28 42 Afd s carbapenem-resistefifa &
ESBL (extended-spectrum beta-lactampaggfa - iz 2 g %~ 304 2d Rk
PRAED AT AR 5GP AR A (87.6%) 0 § S v IER
P (80%) 0 Flt g A s 5 W E AT A AFS S RF] V- BE W
A B e ofod o g WM A R T tigecyclinepr & % § vcio A R 0 & B
PR Foervt ] B IR € ey 0 @ tigecycline s sxdhem it > E fr AUC/MIC 4p
B > § F7 % 4q ) tigecycline trf m BoAp B 4% R 4 0 AUCIMIC vt 2het s AR B 2
P B 4% LM ¢ tigecycline Tk ?éﬁﬁ*u’sfﬁl s IR A paRR (e th)
AUC 352 (mrep ) AUC ®ix 5 » a #3p cn AUC o ¥ AUC B 374 2
T - FUERE PR AR TN LR A P m AUC { M0 g =
AUC/MIC % i< » SR roc % £ 0+ 384 Tk tigecycline ¥ # 1 2 ko [f4r S
pneumoniae MRSA -~ H. influenzaef- Enterobacteriaceae % X & 35 f 5% 38+ 4 p
i (e b ) higBasa AUC Apfidie (e p ) AUC { 1> H 30 7

AUC 1€+ i > Tk £ i i« 0%
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2 BR4EL & (Casereport form)

IPatient profild

Chart number Date of birth / / Age: SexM/F Scr.__

Clcr: Height: ( [ ) cm  Weight ( [ 1 ) kg

IBW:_ kg Smoking__ PPDfor__ years Drinking Btl per week for _ years
Betel nut: __ years Traveling history:  Allergy  Operation history __
Admissiondate _ / / Dischargeddate_ / [/ LOS (total) : days
Discharged status: Die/AAD/Transféto other hospital/ to other wayd OPD/ cure

Ward : > > > >

Date: _ [ [ > [ [ => [ [ = [ [ => [ [

First Tigecycline usingdate_ / [/ Duration Ward:
LOS before 1 Tigecycline using datetotal:  ICU: days [/ [/ - [ [ )
LOS after £ Tigecycline using dateotal: ICU: day¢ [ [ - | | )

[ ] Nosocomial [ ] Health-care associate [ | Community-acquired infection

[ ] Previous hospitalization 6 months befdqre /[ - [ | )

[ ] Prior infection within 6 months

[ ] Infection type: complicated intra-abdominal infeafcomplicated skin and

skin-structure infections/ pneumonia/other:

Admission TPR: BP:

Chief complaint:

|Under|ying diseases/comorbidity (from admission to tigecyclineusing) |

[ ] Metabolic diseases

[ |Type 1 DM [ IType 2 DM [ ]Others

[ ] Cardiovascular diseases
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[ ] HTN [J CHF []J CAD [] VHD [] RHD [] Arrhythmia

[ ] Shock [] Hemodynamic instability [ ] Others

Respiratory diseases

[ ] Asthma[ ] COPD [] respiratory failure/ARDS ] Ventilator used
[ ] Others _

Hepatobiliary diseases

[] Liver cirrhosis __child pugh A/B/C [ ] Ascites [ ] Fatty liver [ ] HBV

(+/carrier) [ ] HCV [] Benign biliary tract disease[ | Others

Renal diseases

[ ] ARF [] CRLstage: [] ESRD [] dialysis__HD/PD/ [ ] Others__
Autoimmune diseases

[ ] SLE [] Hashimoto’s disease[ ] Others

Gl disorders

[ ] Gl bleeding [ ] Hemolysis [ ] Ulcers [ ] Others__

Urogenital system

[ ] BPH [] Neurogenic Bladder [ ] Others

Malignancy

[] Solidorgan__ [ ] Hematologic__

Hematological disorders

[ ] DIC [ ] Aplasticanemia: [ ] Anemia(Hb <10) [] Others__
Immunocompromised

L] HIV

[ ] Solid organ transplantatiofHeart-Lung /Heart/Kidney/Liver/Others )

[ ] Bone marrow transplant

[ ] Neutropenia ([ |/ - ) ANC': WBC:
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[ ] SIRS /sepsis /severe sepsis /septic shock

Burn

[ ] Use of an immunosuppressive agent within 30 daigs o bacteremia

[ ] Chemotherapy /[

- )

[ ] Corticosteroid [ ] prednisone 20mag/dor equivalenceé =2 wks

[ ] 30 mg/d=1wks [ Junknown

Dosage:

Duration:

[ ] Others

[ ] Trauma [ | Others

[] CVA []1TB []

Charlson comor bidity score : 24 hr within admission and after tigecycline using

Assigned weights for diseases

Assigned weightdifmases

1 | Myocardial infarct( AMI, old Ml ) | 2 | Hemiplegia~ paraplegia
1 | Congestive heart failure 2 Moderate or severalren
1 | Peripheral vascular disease ( Moderate: Scr>3; Severe: dialysis,
(intermittent claudication, aortic| transplant, uremia
anerysm, gangrene, blood vessel 2 | Diabetes with end organ damage
replaced by prosthesis, resection] 2 | Any tumor ( non-metastati¢
and replacement of lower limb | 2 | Leukemia
arteries)
1 | Cerebrovascular diseagd|A ) 2 | Lymphoma
1 | Dementia 3 | Moderate or severe liver diseastepatic
1 | Chronic pulmonary disease coma, portal HTN, EV, other sequel of
1 | Connective tissue disease chronic liver diseasg
1 | Ulcer disease 6| Metastatic solid tumor
1 | Mild liver disease( alcoholic 6 | AIDS
cirrhosis, cirrhosis, chronic Total score:
hepatitis)
1 | Diabetes without organ damage
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[Severity of illness: On admisson (/[ ) |

[ ] Pitt bacteremia score1998 version Total: score[ | No bacteremia
Criteria Score| Get Score| Get
Fever Hypotension 2
= 35°C 2 (a) Acute hypotension event drop in
36 °C 1 systolic > 30 mmHg and
0 diastolic > 20 mmHg;or
36.1-38.9°C |1 (b) Requirement for IV pressor
39°C 2 agents; or 0
= 40°C (c) Systolic blood pressure < 90
mmHg
No hypotension
Mechenical |2 Mental status{GCS:E_ V. M )
ventilation Alert 0
Cardiac arrest 4 Disgienteg 1
Stuporous 2
Comatose 4
[ ] APACHE Il score: Predicted mitytal

PPrior infection during 30 days prior to tigecycline using

[ ] No
[ ] Yes

[ IBSI [ IRTI [JUTI [ JeSSSI[ JIAI [ Junknown [ ]Others

Date | Ward | Source | Pathogen Note ( patient status, Pijt

(Patient status: Resolve/Under treatment/No treatmgnt
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Antimicrobial therapy during the 30 days prior to tigecycline using

[ ] Yes[] No
No | Abx | Dosage| Freq | Route | Date of | Date of | Days before | Diagn | Others
start end 1* tigecycline| osis (appropriate
or not)

NolgalbhWIN|F

Classification of antibiotics during the 30 daysprior to tigecycline using

[ ] Penicillins
[ ] Penicillins ( natural penicillins/ penicillinase-resistant peiics/
aminopenicilling)
[ ] B-lactamB-lactamase inhibitofsTazocin®/Timentin®/Augmentin®/Unasyn®
[ ] Cephalosporins

[] 1% cephalosporin ] 2" cephalosporin_] 3 cephalosporin ] 4™
cephalosporin [ ] Cefmatazole /Flomoxef
[ ] Carbapenentimipenem/ meropenem/ ertapengm_] Monobactam( aztreonam
[ ] Aminoglycoside( Genta/amika/tobra/isepa/netil/strep
[ ] Quinolone( cipro/levo/moxifloxacin)
[ ] Macrolides( Azithromycin/ clarithromycin/ erythromycin
[ ] Sulfonamides co-trimoxazole/dapsone [ ] Anti-TB (INH/RIF/PZA/EMB)
[ ] Glycopeptides( vancomycin/teicoplanin [ ] Linezolid
[ ] Lincosamide/ Amphenicols/ Tetracyclines
[ ] Mescellaneous fusidate/ metronidazole/ rifamycjn [ ] Colistin

[ ] Antianaerobic agent [ ] Others:
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Prior antifungal, antiviral therapy during the 30 days before tigecycline using

[ ] Yes[] No
Therapy | Dosage | Freq | Ro | Date of | Date | Days before | Diagnosis | Others
ute | start of end | 1*'tigecycline (reason
)
1
2
3
4
Surgery during the 30 days before tigecycline using
Postelective/Postemergency [ ] Yes [] No
No | Date | Procedure Site Reason | Days before tigecycline using
1
2
3
Invasive or therapeutic procedureor cathetersduring 72 hr prior to tigecycline
using [ ] Yes[] No
Invasive procedure Date Invasive procedure Date
[ ] | Pig-tail drainage [ ] | Appendectomy
( site: )
[] |PTCD [ ] | Video-Assisted Thoracic Surgery
[ ] | Jejunostomy tube [ ] | Paracentesis/ Thoracentesis
[] | NG tube/duodenal tube [] | Chest tube
[ ] | Debridment [] | Others:
B/C during 24 hrs before tigecycline using / / ( )l [ ] NoB/C

Blood source: 1. CVP, 2. S-G, 3. A-line, 4. DL Peripheral, 6. Port-A, 7. Hickman, 8.
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Others :

No | Specimen | Sampling/Report | Blood source | Pathogens| Note( sensitivity, Pit)
date

1

2

3

4

Type of infection [ ] Monomicrobial infection [ ] Polymicrobial infection

I nfection source of bacteremia:

[ ] BSI[] RTI[] UTI[] cSSSI[ ] IAl [ ] others unknown

IPathogens other than B/C during 24 hrsbeforetigecyclineusing /| /|

] On

No | Specimen | Sampling/Report date| Source | Pathogens | Note( sensitivity)

ArIW|IN|PF

( Type of infection:[] Sputum: [ ] Monomicrobial [ ] Polymicrobial infection
[ ] Urine  [] Monomicrobial [ ] Polymicrobial infection
[ ] Discharge: [ ] Monomicrobial[ ] Polymicrobial infection
[ ] Other: _ [] Monomicrobial [ ] Polymicrobial
infection)

Clinical presentation during 3 days after tigecycline using

Mental status EEG:

CXR: U/A:
Respiratory S&S : Wound
Gl S&S:
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CT: MRI:

Abd echo:

Liver dysfunction:

Acute renal failure:

[ ] SIRS [] Sepsis [ ] Severe sepsis [ ] Septic shock

Circulatory shock requiring vasopressors

Others

[ ] Mental status change

Lab data during 3 days after tigecyclineusing : Date__/ _/ _ (closest data to the

date)

WBC RBC AST PT

Seg Hct ALT PTT
Band Hb G-GT INR
CRP PLT ALP D-Dimer
BUN Glucose LDH FDP
Cre Hc Alb

Na K T/D-bil

IAntimicrobial treatment|

[ ] Length of total therapy

[ ] <6days[ | 5days-14 day$ | > 14 days[ | > 6 weeks(_Reason: )

[ ] Others ( Reason: )

[ ] Length of appropriate therapy

[ ] <6days[ | 5days-14 day$ | > 14 days[ | > 6 weeks( _Reason: )

[ ] Others (_Reason: )

lOther infections within 30 days after 1% tigecycline using
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[ ] No
[ ] Yes

[ 1 BSI[] RTI[] UTI[] c¢SSSI[] IAl [ ] unknown[ | others

Sampling/Report datg Ward | Specimen | Source | Pathogen Note( Pitt, sensitivity)

Ol WIN|PF

Treatment (within 30 days after tigecyclineusing)

Abx | Dosage| Frequ | rout | Date | Date | Days after | Diagno | Others
ency |e of ofend | 1% sis ( sensitivity
start tigecycline )

OO WIN|F

[ ] Septic shock during tigecycling_] Yes [ ] No

[ ] Immunocompromised[ ] Yes:
neutropenia/immunosuppressant/steroids/chemothdrapMo

[ ] Duration from this episodéinfection or culture to tigecyclineused:  days
[ ] Sensitivity to Tigecycline: Sto R[] Yes[ | No

[ ] RRT when tigecycline used ] Yes [ ] No

[ ] Days of ETT to tigecycline used: days

[ ] Eradication of main target pathogens_ | Yes [ ] No
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[ ] Use tigecycline due to prior abx failed[ ] Yes [ ] No

[ ] Early HA infection <5 days [ ] Late HA infection = 5 days

Clinical response within 30 days after tigecycline using, evaluate on D7, D14, and

the date of end of therapy

D1 D7 D14 D30 Day ()
Discharge

Death (+/-)
Cause
( D/I/U/Indeterminate

Clinical response*

Microbiologic response

Peak BT

WBC

Seg/band

CRP/Alb

BUN/Cre

AST/ALT

T-bil/D-bil

Drainage( color &
amount)

Change of Abx( +/-)

Pitt bacteremia score

APACHE Il score

Complications Yes/no Yes/no Yes/no Yes/no

Others

*Clinical responseCure: complete resolution of S&SImprovement: partial
resolution Failure: no improvement/deteriorationl ndeter minate: compromised by
other events]

"Microbiologic response: eradication during or after tigecycline use:

99




persistently(+) culture |: specimen not available for estimation of eradicat S:

superinfection( new pathogens with worsen S&3

[ | Secondary infection
Colonization by resistant bacteria

[ ] Debridement: times

[ ] Discharged status Die/ AAD/Transfef to other hospital/ to other wapdOPD/ cure

[ ] D14 Mortality ([_JYes [_INo)

Timefor WBC toreturn to normal after tigecyclineusing
[ ] Can't be assessed because of
] Neutropenia: ANC <1500/mm(<1.5x 10/L)  [] Leukemia []
Lymphoma [ ] Coinfection

[ ] Secondary infection ] Normal/too low[ | Others

Date when normal WBQ 4000~11000/mrh) lasting for at least 48 hr6 /

/) .[( ) days after ¥ tigecycline using]

[ ] Abnormal until death/discharge Reason:

Timefor BT to return to normal after tigecycline using
[ ] Can't be assessed because of

[] Neutropenia: ANC <1500/mi(<1.5x 16/L) [] Leukemia [ ] Lymphoma
[ ] Coinfection

[ ] Secondary infection ] Normal/too low[ | Others

Date when normal BT < 37.5°C) lasting foratleast48hrs /[ ), [ ( )

days after T tigecycline using]

[ ] Abnormal until death/discharge Reason:
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Tigecycline-related adverseevents [ | Yes [ ] No
[ ] Gl system([] Certain [ ] Probable/likely [ ] Possible [ ] Unlikely)
[ ] Nauseal | Vomiting [] Diarrhea[ ] Abdominal pain[_] Pancreatitis_]
other:
[ ] CVsystem([ ] Certain [ ] Probable/likely [ ] Possible [ ] Unlikely)
[ ] HTN [] Hypotension[ ] other:
[] Dermatologic([] Certain [ ] Probable/likely [] Possible [] Unlikely)

[ ] Sweating[ ] Photosensitivity{ ] other:

[ ] Endocrine/Metabolid [ ] Certain [ ] Probable/likely [] Possible []
Unlikely )
[ ] Hypoproteinemia_] AMY (>220 U/L) [ | LDH (> 460 U/L) [] other: _
[ ] Hematologic([ ] Certain [ ] Probable/likely [ ] Possible [ ] Unlikely)
] Anemia[] Leukocytosié>11,000/mm )] Thrombocytosis>500,000/mm)
[ ] other:
[ ] Hepatic([] Certain [ ] Probable/likely [ ] Possible [ ] Unlikely)
[ ] ALT/AST (>205/155 U/L)[] Hyperbilirubinemid >2 mg/dL)[ ] ALP (258
U/L) [ ] other:
[ ] Neurologic([] Certain [ ] Probable/likely [] Possible [ ] Unlikely)
[ | Dizziness[ ] Headache ] other:
[ ] Renal([] Certain [ ] Probable/likely [ ] Possible [ ] Unlikely)
[ ] BUN (>20 mg/dL [ ] CRE (>1.2mg/dL) [ ] other:
[ ] Respiratory([ | Certain [ ] Probable/likely [ ] Possible [ ] Unlikely)
[ ] Dyspneal | other:

[ ] Other: ([] Certain [] Probable/likely [] Possible

[ ] Unlikely)
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Other factors affect the side effects

[ ] Drugs except tigecycline [ ] Diseases [ ] Other:

Naranjo score:

[ ] Certain [] Probable/likely [ ] Possible [ ] Unlikely
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