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Tigecycline

A
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N-[(5aR,6aS,7S,9Z,10aS)-9-[amino(hydroxy)methylidene]-4,7-bis(dimethylamino)-1,10a,12-trihy-
droxy-8,10,11-trioxo-5,5a,6,6a,7,8,9,10,10a,11-decahydrotetracen-2-yl]-2-(tert-
butylamino)acetamide
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NABIARANEAS
Protein binding 71 - 89%
Excretion 59% N19UIA, 33% N9

Mean (CV%) Pharmacokinetic Parameters of Tigecycline

Single Dose Multiple Dose 100 mg initially,
100 mg followed by 50 mg every 12 hours
(N=224) (N=103)
Cmax (Lg/mL) 30-minute infusion 1.45 (22%) 0.87 (27%)
Cmax (LLg/mL) 60-minute infusion  0.90 (30%) 0.63 (15%)

AUC (LLg-h/mL) 5.19 (36%) -
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Single Dose

Multiple Dose 100 mg initially,

100 mg followed by 50 mg every 12 hours
(N=224) (N=103)

AUC_  (Ug-h/mL) - 4.70 (36%)

C_ (Ug/mL) - 0.13 (59%)

) 27.1 (53%) 42.4 (83%)

CL (L/h) 21.8 (40%) 23.8 (33%)

CLr (mL/min) 38.0 (82%) 51.0 (58%)

Vss (L) 568 (43%) 639 (48%)

Distribution 500 - 700 L (7 - 9 L/kg)
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Compared With

Tissue n Tigecycline Concentration
Serum Concentrations
Gallbladder 6 0.24-20.7 Wg/g 38-fold
Lung 1 0.65-1.89 lg/g 8.6-fold
Colon 5 0.09-0.995 Llg/g 2.1-fold
Synovial fluid 5 0.03-0.18 Wg/g 0.58-fold
Bone 6 Below quantifiable limits to 0.27 Llg/g 0.35-fold
Pregnancy category D
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\Duenlungu glycyleyclines 1a39839
ARNBEN tetracycline @1URIIT D-9 vianeifl
1% broad spectrum antibiotic aanqw%‘fﬁ"}’uﬁ
30S ribosome lagduunnin 5 yinwaden
tetracycline LLa:flfm%{Lflu bacteriostatic mf:
lisn1ngniveeanlas macrolide %3a

tetracycline efflux pumps ANNTBABEN

1"5’[%;&’1118 complicated skin and skin
structure infections (cSSSI) ez complicated
intra-abdominal infections (clAl) aangnasatda
gram-positive bacteria, gram-negative
bacteria L8z anaerobes LﬁuL%agam
methicillin-resistant Staphylococcus aureus
(MRSA) waz Acinetobacter baumannii m‘f:
lifinadolso Pseudomonas spp. K38
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Proteus spp. @883 MINENTRALTE

NRINTIILAY soft tissue
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mf:ﬁﬂl,ugﬂt.muﬁ@ laglst slow intrave-
nous infusion (30 - 60 ‘mﬁ) ﬂ%ﬂLLiﬂlumm@
100 mg nnuuliuua 50 mg nn 12 Tl
(s 5 - 14 1w gﬂaﬂﬁﬁuﬁwmumwim
severe hepatic impairment Ihamaenusn 100
mg I nsulfuaLn 25 mg nn 12 T lug
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21NNITLALIARENLEN tetracyclines
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Cure rate WLIONTANNL

Uszansmnuesen

M3AN® LU two randomized, double-
blind, active-controlled, multinational,
muIticentersLu;Sfﬂw complicated skin and skin
structure infections (cSSSI) W% 1,116 318
1@3uen Tigecycline 100 mg T¥#ALINANAIE
50 mg )N 12 Talug 1w 5 - 14 5 uas
\WisuiisunuldTuen Vancomycin 1 g IV 9n
12 7139 + Aztreonam 2 g IV nn 12 S2YETR
1Juiaa1 5 - 14 3% WU Cure rate LNy
86.5%(365/422) Uaz 88.6%(364/411) A4
81AU(P < 0.001) WLNANNNNTIHIRe Deep soft
tissue infection 86.3% (227/263) waz 87.3%
(226/259), Major abscesses 87.1% (101/116)
Wae 91.4% (106/116), Infected ulcers 80.0%
(24/30) W8z 82.6% (19/23), Burns 100% (9/9)
w8z 100% (9/9)

Microorganism

Tigecycline

Vancomycin +
Aztreonam

Methicillin-susceptible Staphylococcus

aureus (MSSA)

Methicillin-resistantStaphylococcus aureus 78.4% (29/37)

(MRSA)
Streptococcus pyogenes
Escherichia coli

Bacteroides fragilis

89.9% (125/139)

93.9% (31/33)
84.4% (27/32)
75.0% (6/8)

93.7% (118/126)

76.5% (26/34)

88.9% (24/27)

86.7% (26/30)
80.0% (4/5)
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MIANBILULY two randomized, double-
blind, active-controlled, multinational,
multicenter luﬁé’ﬂm complicated intra-abdomi-
nal infections (ClAl) 9143 1,642 T8 lasueN
Tigecycline 100 mg YWIAUINATINGE 50 mg
nn 12 Falug 1w 5 - 14 5% wazlSou
WiguAumTLesuen Imipenem/cilastatin 500/
500 mg 1)n 6 T2 la9 1w 5 - 14 55 wui
Cure rate LYiINNU 86.1%(441/512) WAy
86.2%(442/513) ANA1AU(P < 0.0001) Wiy

Cure rate WLHONTANWL

@1NN137%aARY Complicated appendicitis
88.2% (232/263) 18z 89.3% (234/262), Com-
plicated cholecystitis 97.1% (67/69) LLae 94.6%
(70/74), Perforation of the intestines 74.5% (38/
51) wae 72.5% (29/40), Intra-abdominal
abscess 78.4% (40/51) Wz 77.8% (35/45),
Complicated diverticulitis 71.9% (23/32) uae
71.4% (30/42), Gastric and duodenal perfora-
tions 92.0% (23/25) was 92.0% (23/25), Peri-
tonitis 88.9% (16/18) LLaz 90.0% (18/20)

Microorganism

Tigecycline

Vancomycin +
Aztreonam

Escherichia coli
Klebsiella pneumoniae

Bacteroides fragilis

85.4% (281/329)
88.5% (46/52)
77.0% (67/87)

86.9% (298/343)
88.3% (53/60),
81.1% (60/74)

MIANEA In vitro V898N tigecycline WinuiABunUaNAudaLITadas gram-positive LAz
gram-negative lu TEST study AIUAL 2004 §i9 2007

Antibacterial N MICio MIC” % S % R MIC rang
MRSA

Tigecycline 437 0.12 0.25 100 NA 0.03-0.5
Linezolid 437 2 2 100 NA <05-4
Vancomycin 437 1 1 100 0 0.25-2
VR E. faecium

Tigecycline 47 0.06 0.12 NA NA 0.03-0.25
Linezolid 47 2 2 97.9 0 1-4
Vancomycin 47 > 64 > 64 0 100 32-2>64
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Antibacterial N MICio MIC% %S % R MIC rang

Imipenem-R Acinetobacter

Tigecycline 104 0.5 2 NA NA 0.12-8
Piperacillin-tazobactam 104 > 256 =256 1.9 952 4-2256
Cefepime 104 >64 >64 3.8 837 4-264
Imipenem 104 >32 232 0 100 16 -=32
Levofloxacin 104 8 > 16 4.8 68.3 0.25-> 16
Amikacin 104 64 > 128 13.5 74 2-2128
ESBL+ K. pneumoniae

Tigecycline 280 0.5 2 93.6 18 012-8
Imipenem 280 0.5 1 99.5 0.5 <0.06-16
Levofloxacin 280 8 > 16 33.6 58.9  0.008-= 16
Amikacin 280 8 > 128 76.8 143 <05-232
ESBL+ E. coli

Tigecycline 194 0.25 0.5 100 0 0.06 - 2
Piperacillin-tazobactam 194 8 32 86.1 3.6 0.25 - = 256
Imipenem 110 0.25 0.5 0.5 0 >0.06-8
Amikacin 194 4 16 16 3.1 <0.05-=>128

N = Number, MIC = Minimum Ihhibitory Concentration, S = Suceptibility, R= Resistant
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mayauaﬂmd Clinic 334N13AN®N retrospec-
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tive W@ clinical Waz microbiological ﬂﬂﬂgmggﬂgnm
outcomes buiTafasN Multidrug-resistant ﬁﬂwﬁ"[ﬁ%’um Warfarin 92560014
U
Acinetobacter baumannii (MRAB) mmu;dﬂw Prothrombin time
34 Mo'la3u tigecycline WUTN 23 (63%) 318
Tnandlunmssnes amaldnu@aaiwan 10

Incompatibilities

s 0 A
Y '?J(ﬂi']ﬂ’]i@niliﬂﬂi'lll 41% (14 318) & amphotericin B W&z diazepam

UIU 9 TNULFLTIALAY sepsis WUTIUIN 1
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